REGULAR CALENDAR

March 7, 2022

HOUSE OF REPRESENTATIVES

REPORT OF COMMITTEE

The Majority of the Committee on Health, Human
Services and Elderly Affairs to which was referred HB

1022,

AN ACT permitting pharmacists to dispense the drug
ivermectin by means of a standing order. Having
considered the same, report the same with the following

amendment, and the recommendation that the bill

OUGHT TO PASS WITH AMENDMENT.

Rep. Leah Cushman

FOR THE MAJORITY OF THE COMMITTEE

Original: House Clerk
Cc: Committee Bill File




MAJORITY
COMMITTEE REPORT

Committee: Health, Human Services and Elderly Affairs

Bill Number: HB 1022

Title: permitting pharmacists to dispense the drug
ivermectin by means of a standing order.

Date: March 7, 2022

Consent Calendar: REGULAR

Recommendation: OUGHT TO PASS WITH AMENDMENT
2022-0964h

STATEMENT OF INTENT

This bill as amended permits Ivermectin to be dispensed via a standing order at a pharmacy. A
standing order is a specific prescriptive protocol written by a physician or advanced practice
registered nurse (APRN), issued to a participating pharmacy, which enables the pharmacist to
dispense a medication when it is requested by a patron. Ivermectin is a drug that has been used in
humans globally for the treatment of parasites since 1988 and over 6 billion doses have been
administered. It has a robustly safe drug profile, demonstrated over the three decades it has been
utilized. Ivermectin is available over-the-counter in many other countries. In New Hampshire,
hormonal contraceptives and Narcan are available at pharmacies via a standing order, both which
carry greater risk than Ivermectin. This bill was modeled after the hormonal contraceptives
standing order legislation that became law in 2018. It requires the standing order to “specify a
screening protocol for each patient, specify a requirement to document screening performed and the
prescription in the patient's medical record, and include a plan for evaluation and treatment of
adverse events.” It also requires that an information sheet be given to the patient which includes
“potential adverse effects, drug interactions, Food and Drug Administration (FDA) approved
indications for Ivermectin use, the importance of follow-up care, and health care referral
information.” Ivermectin has been shown to be helpful in reducing the severity and duration of
infection of COVID-19, as well as other viruses. People will resort to purchasing it from questionable
sources when they are trying to help themselves or their family members fight illness. Currently,
people are buying Ivermectin over-the-counter in other countries like Mexico and bringing it to the
US, purchasing it online from countries such as India, or resorting to getting Ivermectin formulated
for livestock from farm stores. This bill enables easier access to an exceptionally safe medication,
supplied by FDA-regulated and inspected drug manufacturing facilities, formulated for humans.
There is great potential public benefit and minimal potential risk of making this medication
available via the mechanisms in this bill as amended.

Vote 11-9.

Rep. Leah Cushman
FOR THE MAJORITY

Original: House Clerk
Cc: Committee Bill File




REGULAR CALENDAR

Health, Human Services and Elderly Affairs

HB 1022, permitting pharmacists to dispense the drug ivermectin by means of a standing order.
MAJORITY: OUGHT TO PASS WITH AMENDMENT. MINORITY: INEXPEDIENT TO
LEGISLATE.

Rep. Leah Cushman for the Majority of Health, Human Services and Elderly Affairs. This bill as
amended permits Ivermectin to be dispensed via a standing order at a pharmacy. A standing order
is a specific prescriptive protocol written by a physician or advanced practice registered nurse
(APRN), issued to a participating pharmacy, which enables the pharmacist to dispense a medication
when it is requested by a patron. Ivermectin is a drug that has been used in humans globally for the
treatment of parasites since 1988 and over 6 billion doses have been administered. It has a robustly
safe drug profile, demonstrated over the three decades it has been utilized. Ivermectin is available
over-the-counter in many other countries. In New Hampshire, hormonal contraceptives and Narcan
are available at pharmacies via a standing order, both which carry greater risk than Ivermectin.
This bill was modeled after the hormonal contraceptives standing order legislation that became law
in 2018. It requires the standing order to “specify a screening protocol for each patient, specify a
requirement to document screening performed and the prescription in the patient's medical record,
and include a plan for evaluation and treatment of adverse events.” It also requires that an
information sheet be given to the patient which includes “potential adverse effects, drug interactions,
Food and Drug Administration (FDA) approved indications for Ivermectin use, the importance of
follow-up care, and health care referral information.” Ivermectin has been shown to be helpful in
reducing the severity and duration of infection of COVID-19, as well as other viruses. People will
resort to purchasing it from questionable sources when they are trying to help themselves or their
family members fight illness. Currently, people are buying Ivermectin over-the-counter in other
countries like Mexico and bringing it to the US, purchasing it online from countries such as India, or
resorting to getting Ivermectin formulated for livestock from farm stores. This bill enables easier
access to an exceptionally safe medication, supplied by FDA-regulated and inspected drug
manufacturing facilities, formulated for humans. There is great potential public benefit and
minimal potential risk of making this medication available via the mechanisms in this bill as
amended. Vote 11-9.

Original: House Clerk
Cc: Committee Bill File



REGULAR CALENDAR

March 7, 2022

HOUSE OF REPRESENTATIVES

REPORT OF COMMITTEE

The Minority of the Committee on Health, Human
Services and Elderly Affairs to which was referred HB

1022,

AN ACT permitting pharmacists to dispense the drug
ivermectin by means of a standing order. Having
considered the same, and being unable to agree with

the Majority, report with the following resolution:

RESOLVED, that it is INEXPEDIENT TO LEGISLATE.

Rep. Gary Merchant

FOR THE MINORITY OF THE COMMITTEE

Original: House Clerk
Cc: Committee Bill File




MINORITY
COMMITTEE REPORT

Committee: Health, Human Services and Elderly Affairs

Bill Number: HB 1022

Title: permitting pharmacists to dispense the drug
ivermectin by means of a standing order.

Date: March 7, 2022

Consent Calendar: REGULAR

Recommendation: INEXPEDIENT TO LEGISLATE

STATEMENT OF INTENT

A standing order requires a well-evaluated protocol established through consensus of physicians,
nurse practitioners, and pharmacists. The lack of a well-defined protocol built on broad consensus of
a wide range of clinicians may expose a pharmacist and a prescriber to undue legal liability, to the
potential loss of liability insurance coverage, and to potential patient harm.

Rep. Gary Merchant
FOR THE MINORITY

Original: House Clerk
Cc: Committee Bill File




REGULAR CALENDAR

Health, Human Services and Elderly Affairs

HB 1022, permitting pharmacists to dispense the drug ivermectin by means of a standing order.
INEXPEDIENT TO LEGISLATE.

Rep. Gary Merchant for the Minority of Health, Human Services and Elderly Affairs. A standing
order requires a well-evaluated protocol established through consensus of physicians, nurse
practitioners, and pharmacists. The lack of a well-defined protocol built on broad consensus of a
wide range of clinicians may expose a pharmacist and a prescriber to undue legal lLiability, to the
potential loss of liability insurance coverage, and to potential patient harm.

Original: House Clerk
Cc: Committee Bill File
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Rep. Cushman, Hills. 2
March 4, 2022
2022-0964h

12/08

Amendment to HB 1022

Amend the bill by replacing all after the enacting clause with the following:

1 New Section; Ivermectin; Dispensing. Amend RSA 318 by inserting after section 47-m the
following new section:
318:47-n Ivermectin; Dispensing.

I. In this section, "standing order" means a written and signed protocol authored by one or
more physicians licensed under RSA 329:12 or one or more advanced practice registered nurses
licensed under RSA 326-B:18. Such agreement shall specify a protocol allowing the pharmacist
licensed under RSA 318:18 to dispense ivermectin under the delegated prescriptive authority of the
physician or advanced practice registered nurse, specify a screening protocol for each patient, specify
a requirement to document screening performed and the prescription in the patient's medical record,
and include a plan for referring for evaluation and treatment of adverse events. Any such
prescription shall be regarded as being issued for a legitimate medical purpose in the usual course of
professional practice.

II. Licensed pharmacists following standing orders may dispense ivermectin to persons in
this state without a prior prescription. Pharmacies may charge a fee for consultation with the
patient.

III. A pharmacist, pharmacy, physician, advanced practice registered nurse, or a medical
facility that employs a pharmacist, physician, or advanced practice registered nurse issuing or
following standing orders shall be prohibited from seeking personal financial benefit by participating
in any incentive-based program or accepting any inducement that influences or encourages
therapeutic or product changes or the ordering of tests or services.

IV. A pharmacist, physician, or advanced practice registered nurse shall be held to the same
standard of care as when prescribing and dispensing any other medication.

V. The pharmacist shall provide each recipient of ivermectin pursuant to this section with
an information sheet written in plain language, which shall include, but is not limited to, potential
adverse effects, drug interactions, Food and Drug Administration-approved indications for
ivermectin use, the importance of follow-up care, and health care referral information.

VI. The board of medicine shall not deny, revoke, suspend, or otherwise take disciplinary
action against a physician based on a pharmacist's failure to follow standing orders provided the
provisions of this section are satisfied. The board of nursing shall not deny, revoke, suspend, or

otherwise take disciplinary action against an advanced practice registered nurse based on a



© 00 I o Ot B~ W DD

[ I N R e e N T e e e e =
N B O © 0 3 & O ks~ W N = O

Amendment to HB 1022
- Page 2 -

pharmacist's failure to follow standing orders provided the provisions of this section are satisfied.
The board of pharmacy shall not deny, revoke, suspend, or otherwise take disciplinary action against
a pharmacist who follows standing orders based on a defect in those standing orders provided the
provisions of this section are satisfied.

2 New Section; Prescription and Administration of Ivermectin. Amend RSA 329 by inserting
after section 1-h the following new section:

329:1-1 Prescription and Administration of Ivermectin. The board of medicine shall not deny,
revoke, suspend, or otherwise take disciplinary action against a physician based on a pharmacist's
failure to follow standing orders provided the provisions of RSA 318:47-n are satisfied.

3 New Section; Prescription and Administration of Ivermectin. Amend RSA 326-B by inserting
after section 37 the following new section:

326-B:37-a Prescription and Administration of Ivermectin. The board of nursing shall not deny,
revoke, suspend, or otherwise take disciplinary action against an advanced practice registered nurse
based on a pharmacist's failure to follow standing orders provided the provisions of RSA 318:47-n are
satisfied. .

4 New Section; Prescription and Administration of Ivermectin. Amend RSA 318 by inserting
after section 16-f the following new section:

318:16-g Prescription and Administration of Ivermectin. The board of pharmacy shall not deny,
revoke, suspend, or otherwise take disciplinary action against a pharmacist who follows standing
orders based on a defect in those standing orders provided the provisions of RSA 318:47-n are
satisfied.

5 Effective Date. This act shall take effect 60 days after its passage.



HOUSE COMMITTEE ON HEALTH, HUMAN SERVICES AND ELDERLY AFFAIRS

EXECUTIVE SESSION on Bill # _ HB1022

BILL TITLE: An Act permitting pharmacists to dispense the drug Ivermectin by
means of a standing order.

DATE: 3/7/2022

LOB ROOM: 210-11

MOTION: (Please check one box)
Adoption of Amendment # 2022-0964h

Moved by Rep. __ Cushman___ Seconded by Rep. __ Folsom Vote: 11-9

MOTION: (Please check one box)

OTP/A
Moved by Rep. Cushman Seconded by Rep. Delemus___ Vote: 11-9
CONSENT CALENDAR: YES _X_ NO
Minority Report? _ X  Yes No Ifyes, author, Rep: _Merchant_ Motion ITL
Respectfully submitted: baf

Rep. Beth Folsom, Clerk



STATE OF NEW HAMPSHIRE
OFFICE OF THE HOUSE CLERK

2022 SESSION
Health, Human Services and Elderly Affairs

HB1022

Bill #: Motion: AM #: 2022-0964h Exec Session Date: 372022

Members

Pearson, Mark A. Chairman
Layon, Erica J. Vice Chairman
McMahon, Charles E.

Acton, Dennis F.

Gay, Betty 1.

Cushman, Leah P.

Folsom, Beth A. Clerk

Kelsey, Niki

King, Bill C.

Kofalt, Jim

DelLemus, Susan

Weber, Lucy M.
Maekay,JamesR: Rep. Freitas

Snow, Kendall A.
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Nutter-Upham, Frances E.
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Rep. Cushman, Hills. 2
March 4, 2022
2022-0964h

12/08

Amendment to HB 1022

Amend the bill by replacing all after the enacting clause with the following:

1 New Section; Ivermectin; Dispensing. Amend RSA 318 by inserting after section 47-m the
following new section:
318:47-n Ivermectin; Dispensing.

I. In this section, "standing order" means a written and signed protocol authored by one or
more physicians licensed under RSA 329:12 or one or more advanced practice registered nurses
licensed under RSA 326-B:18. Such agreement shall specify a protocol allowing the pharmacist
licensed under RSA 318:18 to dispense ivermectin under the delegated prescriptive authority of the
physician or advanced practice registered nurse, specify a screening protocol for each patient, specify
a requirement to document screening performed and the prescription in the patient's medical record,
and include a plan for referring for evaluation and treatment of adverse events. Any such
prescription shall be regarded as being issued for a legitimate medical purpose in the usual course of
professional practice.

II. Licensed pharmacists following standing orders may dispense ivermectin to persons in
this state without a prior prescription. Pharmacies may charge a fee for consultation with the
patient.

III. A pharmacist, pharmacy, physician, advanced practice registered nurse, or a medical
facility that employs a pharmacist, physician, or advanced practice registered nurse issuing or
following standing orders shall be prohibited from seeking personal financial benefit by participating
in any incentive-based program or accepting any inducement that influences or encourages
therapeutic or product changes or the ordering of tests or services.

IV. A pharmacist, physician, or advanced practice registered nurse shall be held to the same
standard of care as when prescribing and dispensing any other medication.

V. The pharmacist shall provide each recipient of ivermectin pursuant to this section with
an information sheet written in plain language, which shall include, but is not limited to, potential
adverse effects, drug interactions, Food and Drug Administration-approved indications for
ivermectin use, the importance of follow-up care, and health care referral information.

VI. The board of medicine shall not deny, revoke, suspend, or otherwise take disciplinary
action against a physician based on a pharmacist's failure to follow standing orders provided the
provisions of this section are satisfied. The board of nursing shall not deny, revoke, suspend, or

otherwise take disciplinary action against an advanced practice registered nurse based on a
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Amendment to HB 1022
- Page 2 -

pharmacist's failure to follow standing orders provided the provisions of this section are satisfied.
The board of pharmacy shall not deny, revoke, suspend, or otherwise take disciplinary action against
a pharmacist who follows standing orders based on a defect in those standing orders provided the
provisions of this section are satisfied.

2 New Section; Prescription and Administration of Ivermectin. Amend RSA 329 by inserting
after section 1-h the following new section:

329:1-1 Prescription and Administration of Ivermectin. The board of medicine shall not deny,
revoke, suspend, or otherwise take disciplinary action against a physician based on a pharmacist's
failure to follow standing orders provided the provisions of RSA 318:47-n are satisfied.

3 New Section; Prescription and Administration of Ivermectin. Amend RSA 326-B by inserting
after section 37 the following new section:

326-B:37-a Prescription and Administration of Ivermectin. The board of nursing shall not deny,
revoke, suspend, or otherwise take disciplinary action against an advanced practice registered nurse
based on a pharmacist's failure to follow standing orders provided the provisions of RSA 318:47-n are
satisfied. .

4 New Section; Prescription and Administration of Ivermectin. Amend RSA 318 by inserting
after section 16-f the following new section:

318:16-g Prescription and Administration of Ivermectin. The board of pharmacy shall not deny,
revoke, suspend, or otherwise take disciplinary action against a pharmacist who follows standing
orders based on a defect in those standing orders provided the provisions of RSA 318:47-n are
satisfied.

5 Effective Date. This act shall take effect 60 days after its passage.
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Rep. Cushman, Hills. 2
March 4, 2022
2022-0964h

12/08

Amendment to HB 1022

Amend the bill by replacing all after the enacting clause with the following:

1 New Section; Ivermectin; Dispensing. Amend RSA 318 by inserting after section 47-m the
following new section:
318:47-n Ivermectin; Dispensing.

I. In this section, "standing order" means a written and signed protocol authored by one or
more physicians licensed under RSA 329:12 or one or more advanced practice registered nurses
licensed under RSA 326-B:18. Such agreement shall specify a protocol allowing the pharmacist
licensed under RSA 318:18 to dispense ivermectin under the delegated prescriptive authority of the
physician or advanced practice registered nurse, specify a screening protocol for each patient, specify
a requirement to document screening performed and the prescription in the patient's medical record,
and include a plan for referring for evaluation and treatment of adverse events. Any such
prescription shall be regarded as being issued for a legitimate medical purpose in the usual course of
professional practice.

II. Licensed pharmacists following standing orders may dispense ivermectin to persons in
this state without a prior prescription. Pharmacies may charge a fee for consultation with the
patient.

III. A pharmacist, pharmacy, physician, advanced practice registered nurse, or a medical
facility that employs a pharmacist, physician, or advanced practice registered nurse issuing or
following standing orders shall be prohibited from seeking personal financial benefit by participating
in any incentive-based program or accepting any inducement that influences or encourages
therapeutic or product changes or the ordering of tests or services.

IV. A pharmacist, physician, or advanced practice registered nurse shall be held to the same
standard of care as when prescribing and dispensing any other medication.

V. The pharmacist shall provide each recipient of ivermectin pursuant to this section with
an information sheet written in plain language, which shall include, but is not limited to, potential
adverse effects, drug interactions, Food and Drug Administration-approved indications for
ivermectin use, the importance of follow-up care, and health care referral information.

VI. The board of medicine shall not deny, revoke, suspend, or otherwise take disciplinary
action against a physician based on a pharmacist's failure to follow standing orders provided the
provisions of this section are satisfied. The board of nursing shall not deny, revoke, suspend, or

otherwise take disciplinary action against an advanced practice registered nurse based on a



© 00 I o Ot B~ W DD

[ I N R e e N T e e e e =
N B O © 0 3 & O ks~ W N = O

Amendment to HB 1022
- Page 2 -

pharmacist's failure to follow standing orders provided the provisions of this section are satisfied.
The board of pharmacy shall not deny, revoke, suspend, or otherwise take disciplinary action against
a pharmacist who follows standing orders based on a defect in those standing orders provided the
provisions of this section are satisfied.

2 New Section; Prescription and Administration of Ivermectin. Amend RSA 329 by inserting
after section 1-h the following new section:

329:1-1 Prescription and Administration of Ivermectin. The board of medicine shall not deny,
revoke, suspend, or otherwise take disciplinary action against a physician based on a pharmacist's
failure to follow standing orders provided the provisions of RSA 318:47-n are satisfied.

3 New Section; Prescription and Administration of Ivermectin. Amend RSA 326-B by inserting
after section 37 the following new section:

326-B:37-a Prescription and Administration of Ivermectin. The board of nursing shall not deny,
revoke, suspend, or otherwise take disciplinary action against an advanced practice registered nurse
based on a pharmacist's failure to follow standing orders provided the provisions of RSA 318:47-n are
satisfied. .

4 New Section; Prescription and Administration of Ivermectin. Amend RSA 318 by inserting
after section 16-f the following new section:

318:16-g Prescription and Administration of Ivermectin. The board of pharmacy shall not deny,
revoke, suspend, or otherwise take disciplinary action against a pharmacist who follows standing
orders based on a defect in those standing orders provided the provisions of RSA 318:47-n are
satisfied.

5 Effective Date. This act shall take effect 60 days after its passage.



HOUSE COMMITTEE ON HEALTH, HUMAN SERVICES AND ELDERLY AFFAIRS

PUBLIC HEARING on Bill # HB1022

BILL TITLE: An Act permitting pharmacists to dispense the drug Ivermectin by

means of a standing order.

DATE: 02/18/2022

ROOM: LOB 210-11 Time Public Hearing Called to Order: 3:30pm

Time Adjourned: 5:30pm

Committee Members: Reps. M. Pearson, Layon, Folsom, Acton, Cushman, Kelsey, B. King,
Kofalt, MacKay, DeLemus, Wallner, Knirk, Salloway, Cannon, Schapiro, Woods and
Merchant, Query

TESTIMONY

Representative Cushman introduced the bill.

Safe use since 1988.

multiple applications

safer than any of the other drugs being used, even Tylenol
covers more of the health issues related to Covid 19.

Dr. Paul Marik, Front Line Covid-19 Critical Care Alliance, support

reviewed the prophylaxis & treatment protocols for Covid-19 - handout of slide presentation
reviewed WHO uses of Ivermectin as an essential medicine

discoverers of Ivermectin were awarded Nobel Prize in 2015 for their 1975 discovery
FDA & CDC & Media wove a web of lies around Ivermectin

Safe in 79 countries

kills the covid19 virus

is standing order the best vehicle to handle this

pharmacist standing order with protocols set by physician is the safest way to obtain
ivermectin

safer than veterinarian grade

safer than obtaining out of country

who paid for you to come - self

expand on the data from WHO

discussion on validity of studies

Nick Perencevich, MD - opposed, self and NH Medical Society

the protocols set in the law are good and signed consent
concerned possible increase in complaints and lawsuits

better standard of care

would like to see these patients as part of a supervised study
why have protocols for early treatment not been developed in NH
Swedish model of registry

Rep. Nuniz, Pelham, self, support,

Personal story, told to go home by dr and take Tylenol, telemedicine avenue used to get
prescription and order filled and mailed to him.

Rep Knirk, Carroll 3, oppose



e disagrees with the validity of studies

e disagrees with masking problems

e what is the downside of the patient taking and it not working since there are no other early
treatment protocols except Tylenol.
If it is safe, shouldn't we leave it up to the patient.
"standing order" medical provider writes an order that can be filled anytime during a set
period of time, often 1 year.

e owners of pharmacy may choose not to stock

e there have been no safety signals in the studies as compared to other more common over the
counter medications.

e 1o other alternatives being offered

e shouldn't those who can't take the vaccine for medical reasons have this as an option

Hon. Linda Rea Camarota, Bedford, self, support,
e Registered nurse, personal story, her physician was threatened with disciplinary action if he
wrote script for ivermectin

Courtney Tanner, Dartmouth Hitchcock, opposed
e have not seen an internal policy not to prescribe
e since vaccines were rushed and long-term effects not known why not try something already
proven safe - could not answer because she was a lawyer not a doctor

Paula Minnehan, NH Hospital Association, opposed
e medicare funds for covid patients
e wouldn't alternatives help lessen hospital overcrowding

Erin Fallon, Wolfeburo Falls, self, support
e this process is reminiscent of the work establishing treatment protocols for Lyme Disease
e ivermectin has a low risk profile and high efficacy

David DeWitt, Dublin, self, support,
e He is vaccinated as we are encouraged to do, but would still like to have the option because of

the inefficiency of the vaccine

Ed Groves, Hookset, self, support
e Follow the money

Heather Mullens, Bennington, support
e Reporter - there is suppression of information in the media

Clara Combalisty, Rochester, self, support
e Project Veritas Reports

Karne Sweeting, Sanbornton, self, support
e COVID, Daystar.com

Dr. Nicole Schernell, Naturopath, support
e patient needs drove her to research, not confident in FDA

Respectfully submitted,

Rep. Beth Folsom, Clerk
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House Remote Testify

Health, Human Services and Elderly Affairs Committee Testify List for Bill HB1022 on 2022-01-18
Support: 389  Oppose: 323 Neutral: 1  Total to Testify: 0

City, State Non-

Name Email Address Title Representing Position Testifying Germane Signed Up

Plummer, Cassie Nashua, NH A Member of Myself Support  No No 1/14/2022 9:50 AM
casplummer9@gmail.com the Public

Anastasia, Patricia Londonderry, NH A Member of Myself Oppose  No No 1/14/2022 4:02 PM
patti.anastasia@gmail.com the Public

Smith, Julie Nashua, NH A Member of Myself Support  No No 1/14/2022 4:50 PM
cantdog@comecast.net the Public

White, Robert Merrimack, NH A Member of Myself Support  No No 1/14/2022 6:04 PM
whitel4@comcast.net the Public

Griffin, Amy Loudon, NH A Member of Myself Support  No No 1/14/2022 8:30 PM
Nhkick@aol.com the Public

Mercer, Jennifer Loudon, NH A Member of Myself Support  No No 1/14/2022 8:32 PM
cjmercer@myfairpoint.net the Public

Courchaine, Sarah SANBORNTON, NH A Member of Myself Support  No No 1/14/2022 11:29 PM
simplybalanced@yahoo.com the Public

Cembalisty, Clara Rochester, NH A Member of Myself Support  No No 1/15/2022 2:02 AM
Cgsc43@gmail.com the Public

Cavaretta, John Chester, NH A Member of Myself Support  No No 1/15/2022 5:54 AM
Johncav@comcast.net the Public

Lupoli, Shawna Milford, NH A Member of Myself Support  No No 1/15/2022 6:26 AM
shawna75@gmail.com the Public
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cwcooper20@yahoo.com

hudson, NH
tadandpole4@yahoo.com

Hudson, NH
pskinforte@yahoo.com

Lyman, NH
Shubbard2819@gmail.com

Northwood, NH
Nicolebettencourt@hotmail.com

Albany, NH
Rebeccamillernh@gmail.com

alexandria, NH
moosepathfarmstainedglass@gmail.com

Merrimack, NH
di.connelly@comcast.net

Merrimack, NH
jim_connelly@comecast.net

Concord, NH
Jfettermd@gmail.com

Concord, NH
S.wazir@leg.state.nh.us

Goffstown, NH
pmburt@yahoo.com

Hanover, NH
holly.a.taylor@dartmouth.edu

Barrington, NH
Sgoodhue94@yahoo.com

Goffstown, NH
bmazurl776@protonmail.com

Hanover, NH
e.rebecca.pschirrer@hitchcock.org
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Support
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1/17/2022 3:59 AM

1/17/2022 5:34 AM

1/17/2022 5:46 AM

1/17/2022 5:59 AM

1/17/2022 6:52 AM

1/17/2022 6:56 AM

1/17/2022 7:06 AM

1/17/2022 7:09 AM

1/17/2022 7:14 AM

1/17/2022 7:16 AM

1/17/2022 7:24 AM

1/17/2022 7:44 AM
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Barber, Pamela

Boos, Susan

McGinley, Shannon

Avery, Tara

Berling, Mark

Beaudoin, Bret

ANGELIS, CHERYL

CONCORDIA,

NICOLE

Swain, Christine

Doherty, David

Higgins, Sandra

Noyes, Cynthia

Funnell, Margaret

Manning, Trish

Foss, Darlene

Stone, Jennifer

Hatfield, Tara

Carlson, Helen

Dover, NH
Pfrenchbarber@yahoo.com

Dover, NH
susanboos(@comcast.net

Bedford, NH
s.mcginley@icloud.com

Hill, NH
tavery313@hotmail.com

Auburn, NH
MB58197@protonmaill.com

Concord, NH
bret8888@aol.com

SALEM, NH
cangelis_alt@yahoo.com

TEMPLE, NH
nconcordia@yahoo.com

Chichester, NH
Christined3071@gmail.com

Pembroke, NH
ddoherty0845@gmail.com

Windham, NH
Slhiggins@comcast.net

Chichester, NH
Cnoyes212@gmail.com

Grantham, NH
mfunnell62@gmail.com

Hampton, NH
tmanning3@hotmail.com

CHICHESTER, NH
darlenemarie@comcast.net

Dover, NH
jenstone01@gmail.com

Dover, NH
tlhatfield@gmail.com

Exeter, NH
Watercolorist2@comcast.net
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Myself

Myself
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Myself

Myself
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Myself

Myself

Support

Support

Support

Support

Support

Support

Support

Support

Support

Oppose

Support

Support

Oppose

Support

Support

Support

Support

Support

1/17/2022 7:53 AM

1/17/2022 7:54 AM

1/17/2022 7:55 AM

1/17/2022 8:11 AM

1/17/2022 8:12 AM

1/17/2022 8:23 AM

1/17/2022 8:33 AM

1/17/2022 8:35 AM

1/17/2022 8:35 AM

1/17/2022 8:36 AM

1/17/2022 8:38 AM

1/17/2022 8:43 AM

1/17/2022 8:47 AM

1/17/2022 8:58 AM

1/17/2022 9:02 AM

1/17/2022 9:12 AM

1/17/2022 9:17 AM

1/17/2022 9:19 AM



DiNapoli, Pamela

Whitcomb, Jon

Cooper, Levi

Hodges, Amanda

Zabkar, Debbie

Bates, David

Gladders, Barbara

Roy, Lucy

Millet, Daniel

Sylvain, Barbara

Young, Susan

Stone, Richard

DONOEFRIO,

JENNIFER

Perkins, Caryn

harris III, delbert

Gagner, Tracey

S, Julie

Trexler, Larisa

Concord, NH
nhna.ned@gmail.com

Chichester, NH
Jon.whitcomb@aol.com

Chichester, NH
Clevi5384@gmail.com

Milford, NH
Hodges_a@comcast.net

Milton, NH
Luvnituphere@msn.com

Warner, NH
dbates3@yahoo.com

NEW LONDON, NH
bharris098363@yahoo.com

North Hampton, NH
Bikeerz@comcast.net

Berlin, NH
dan@ipodfixit.com

Tilton, NH
Brbsalem@gmail.com

Alton Bay, NH
snewco@hotmail.com

Dover, NH
scottandjen99@gmail.com

MANCHESTER, NH

jdonofrio@manchesterob.com

Derry, NH
carynperkins6@gmail.com

bradford, NH
sonny@thecblife.com

Albany, NH
traceyap@twc.com

Newport, NH
Jpmom39@gmail.com

Stoddard, NH
trexlah@icloud.com
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A Member of
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A Member of
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A Member of
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A Member of
the Public

A Member of
the Public

A Member of
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Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Oppose

Support

Support

Oppose

Support

Oppose

Support

Support

Support

Support

Support

Support

Oppose

Support

Support

Support

Support

Support
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1/17/2022 9:30 AM

1/17/2022 9:37 AM

1/17/2022 9:39 AM

1/17/2022 9:45 AM

1/17/2022 9:48 AM

1/17/2022 9:48 AM

1/17/2022 9:51 AM

1/17/2022 10:05 AM

1/17/2022 10:07 AM

1/17/2022 10:07 AM

1/17/2022 10:09 AM

1/17/2022 10:09 AM
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Dewey, Karen

Trexler, Ryan

Pedone, Jennifer

Cumbee, Lydia

Rousseau, Michael

Thyng, Jonathan

Gibadlo, Robert

Rosentrater, Donna

Rosentrater, Robert

Smith, Carla

Lindpaintner, Lyn

Blanchard, Sandra

Brock, Mary

winter, nitzah

Cambrils, Jose

Heath, Mary

Saba, Robin

harris, delbert

NEWPORT, NH
pkdewey@comcast.net

Stoddard, NH
trexlers@gmail.com

Manchester, NH
jennapedone@gmail.com

FRANCONIA, NH
lydiac7@hotmail.com

North Hampton, NH
Mike@mrhomeimprovements.com

Hollis, NH
jonthyng@charter.net

Farmington, NH
bobbyg89@yahoo.com

Salem, NH
donna.rosentrater@gmail.com

Salem, NH
bob.rosentrater@gmail.com

Fremont, NH
tsmith1992@yahoo.com

Concord, NH
lynlin@bluewin.ch

Loudon, NH
sandyblanchard3@gmail.com

Laconia, NH
mbrock1660@gmail.com

Etna, NH
nitzah.winter@gmail.com

Loudon, NH
JoseANH@comcast.net

Manchester, NH
m.heath@comcast.net

Candia, NH
rbrooks230@hotmail.com

bradford, NH
sonny@thecblife.com
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Support

Support
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1/17/2022 10:23 AM

1/17/2022 10:24 AM
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Cedolin, Alexandra

Fogel, Erin

Cedolin, Bradley

Brock, Kennith

Lorette, Connie

Stoddard, Kristine

Torpey, Jeanne

Wilson, Audra

Wilson, Rock

Salamanca, David

LOZITO, PATRICK

LOZITO, Viola

Marie

Weber, Jill

Clough, Julie

Beltre, Jo Ann

Clough, Scott

Cerrato, Kerri

LaPointe, Susan

Epping, NH
Ahwhyte@gmail.com
Bow, NH
esfogel@comcast.net
Epping, NH
Bbcedolin@gmail.com

Laconia, NH
kbrock2638@gmail.com

Derry, NH
conniechris1212@jicloud.com

Bow, NH
kstoddard@bistatepca.org

Concord, NH
jtorp51@comcast.net

Alstead, NH
h3islife@gmail.com

Alstead, NH
fullermachine@comcast.net

Salem, NH
pzzboyl@comcast.net

Claremont, NH
patlozito@gmail.com

Claremont, NH
vmarielozito@gmail.com

Mont Vernon, NH
jill@frajilfarms.com

Nashua, NH
clough.julie@yahoo.com

Brentwood, NH
jo.beltre@gmail.com

Nashua, NH
scottrangerclough@yahoo.com

Bedford, NH
Klcerrato1 6@yahoo.com

Epping, NH
suelapl6@gmail.com
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Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself
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Whitaker, Frances

Hayward, Marcia

Oxenham, Lee

Salemi, Heather

Preston, Patricia

Zeichick, Angela

schade, catherine

Carpenter, Penny

Collins, Kelly

DHemecourt MD,

Andre

Szal, Mark

heath, harley

Imgrund, Donna

Windt,MD, Mark

Almy, Susan

Timmins, Courtney

Timmins, Jeremiah

Hillis, John

Manchester, NH
fmwhitaker@comcast.net

Laconia, NH
mjhayward131@gmail.com

Plainfield, NH
lecoxenham(@comcast.net

Nashua, NH
Hjksalemi@yahoo.com

Nashua, NH
prestonpatty 1 5@yahoo.com

Nashua, NH
Amzeichick3@gmail.com

Bedford, NH
kate.schade5@gmail.com

Raymond, NH
pcarp2627@gmail.com

Hancock, NH
kellyanncollins@live.com

Concord, NH
adhemecour@aol.com

Bow, NH
mszal@cecnh.com

wolfeboro, NH
hheath@hugginshospital.org

Hopkinton, NH
dimgrundrn@comecast.net

East Kngston, NH
mwindtmd@yahoo.com

Lebanon, NH
susan.almy(@comcast.net

Belmont, NH
cst610@gmail.com

Belmont, NH
kaiheitai@gmail.com

Hooksett, NH
jhillis@BasicISP.net
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Hillis, Rebecca

Campion, Polly

Carter, Kathleen

Kishinevsky, Rebecca

kelleher, Laurie

Maguire, Donna

Salafia, Matthew

McClennen, Sarah P

Dyer, John

Mabhoney, Elisabeth

Chuk, Amanda

Kepich, Jenna

Carlton, Tonya

Burris, David

Noyes Jr, Charles

Dontonville, Roger

Paladino, Mina

Hagenow, Janice

Hooksett, NH
jhillis@basicISP.net

Etna, NH
pollykcampion@gmail.com

Meredith, NH
kcarter52@gmail.com

Wilton, NH
rp.kishinevsky@yahoo.com

North Hampton, NH
laurie.kelleher@gmail.com

North Hampton, NH
dmaguire1 00@gmail.com

Bedford, NH
msalafia@gmail.com

North Woodstock, NH
sarah@feelpeaceful.com

Stratham, NH
jock1943@yahoo.com

North Haverhill, NH
Calgonnow13@yahoo.com

Enfield, NH
acchuk@hotmail.com

Manchester, NH
jkepich@gmail.com
Lee, NH

tonya@mvst.com

Center Barnstead, NH
davidburris79@gmail.com

Nottingham, NH
rote.that Og@icloud.com

Enfield, NH
rdontonville@gmail.com

Sunapee, NH
mina.paladino@luxsci.net

Warner, NH

lovestodance40@yahoo.com

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

An Elected
Official

A Member of
the Public

A Member of
the Public

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Support

Oppose

Support

Support

Oppose

Oppose

Support

Support

Support

Support
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Support

Oppose
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1/17/2022 2:59 PM

1/17/2022 3:03 PM

1/17/2022 3:08 PM
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1/17/2022 4:15 PM



Reed, Sarah

White, Melissa

Marino, John

Reed, William

Porter, Jandee

Dudak, Breanna

Dudak, Colemann

Davidson, Suellen

Kingsley, Christine

and Scott

Lord, Mark

Dolpies, Michael

Miller, MPH, Patrick

Thibodeau, Marie

Ferrantello, Anthony

Smith, Sara

Theriault, Robert

Ballentine, John

Wooten, Kristine

Concord, NH
stubbs.saraha@gmail.com

Peterborough, NH
marino_melissa@yahoo.com

PETERBOROUGH, NH
techlonl1@gmail.com

Concord, NH
willie.b.reed@gmail.com

Acworth, NH
jandeeporter@live.com

Marlow, NH
bdudak8820@icloud.com

Marlow, NH
dudak93@gmail.com

Hollis, NH
suellendavidson@gmail.com

Gilford, NH
chris0605@metrocast.net

Raymond, NH
sirmalord- 1 @comcast.net

Northfield, NH
mdolpies@gmail.com

Campton, NH
perogroup@gmail.com

Nashua, NH
scr.hrt4me@gmail.com

Keene, NH
ajfnino@gmail.com

Pembroke, NH
sara.rose.ssmith@gmail.com

Barrington, NH
rhtheriaultjr@gmail.com

Nashua, NH
mikeb@btine.com

New London, NH
kwooten@kearsarge.org
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Support

Support

Support

Support

Support
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Support

Support

Support
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Support

Support

Oppose

Oppose

Oppose

Support
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1/17/2022 4:19 PM
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Sheehan, Vanessa

Janiak, Stephanie

Dyer, Jane

Thibodeau, Frank

Schwab, Rebecca

Fontaine, Leandra

Griffin, Lee

Early, Robert

Aranzabal, Luis

Hardy, Maureen

perez, maria

STARRING, JAN

McBride, Rose

Mohan, Kim

Marshall, Greg

Francoeur, David

Forbes, Alan

Francoeur, Karin

Milford, NH
vanessa@vanessa4nh.com

Hollis, NH
woodsorrel07@gmail.com

Stratham, NH
Janed1947@yahoo.com

Nashua, NH
frankthibodeau79@gmail.com

Concord, NH
rebecca.schwab@protonmail.com

Pittsfield, NH
angovemom4@aol.com

Hampton, NH
lgriffin236@gmail.com

Ambherst, NH
b_early@myfairpoint.net

Milford, NH
Luisaranzabal40@gmail.com

Londonderry, NH
Meaux6 1 @comcast.net

milford, NH
mariaeli63@gmail.com

LITTLETON, NH
janstarring70@gmail.com

MEREDITH, NH
mcbdrose@gmail.com

Meredith, NH
kimmohan@nhnpa.net

Seabrook, NH
g.37.marshall@gmail.com

Bedford, NH
Twbridge@comcast.net

Portsmouth, NH
alanforbes@outlook.com

Bedford, NH
Livinglifeopps@ymail.com
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A Member of
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Brough, J

Griffin, Sylvia

McClure, Dawn

Odom, Judith

Rigazio, Sandra

Mayo, Kathy

Lafferty, Nancy

Lalone, Edward

Tucker, Katherine

Tyner, Robin

Oxenham, Evan

Desmarais, Diane

Dignam, Mike

Nelson, Elizabeth

Dontonville, Anne

Gamache, Beverly

Cushman, Stephen

Brennan, Nancy

New Hampton, NH
mmiw@]live.com

Hampton, NH
Sylviaandleegriffin@gmail.com

Amberst, NH
jdmacnh@gmail.com

Bow, NH
judyodom@comecast.net

Goffstown, NH
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NOTTINGHAM, NH
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Exeter, NH
rd.tyner88@gmail.com
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Corell, Elizabeth

Allard, David

Fleming, Jennifer

Jorgensen, Patricia

Preble, Melissa

Pauer, Rep. Diane

Allard, Linda

Arcaro, Harold

Thompson, Janna

Wood, Sarah

Scammon, Lara

Towle, Jennifer

Wolfe, Melinda

Garland, Ann

Wright, Jennifer

Deschenes, Susan

Genovese, Kristina

O'CONNOR, Patricia

Concord, NH
Elizabeth.j.corell@gmail.com

Exeter, NH
Daveallard@yahoo.com

Dunbarton, NH
Jlfaesthetics@gmail.com

NORTHFIELD, NH
yellaboat@aol.com

Antrim, NH
mdnatr@tds.net

Brookline, NH
diane.pauer@leg.state.nh.us

Exeter, NH
Lindaallard@yahoo.com

Portsmouth, NH
judge@nesystems.us

Loudon, NH
Jannathompson2001@gmail.com
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Dover, NH
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jennifer.towle@gmail.com
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Rojas, Cali

Pappal, Patricia

Walston, Robin

sullivan-congdon,

Scott

Jankins, Christine

Prazar, Karen

Wilson, Nancy

Pierce, Stephanie

Dombrowski,

Roxanne

Fay, Chris

Surman, Janet

Rojas, Emily

Ainslie, Marcy

Saracino, Pharm.D,

Dr. Michael

Avard, Paul

LaBrie, Pierre

Cool, Michelle

Hauschel, Acksone

Manchester, NH
Calianne321@gmail.com
Hudson, NH
pat@pappals.com

Stratham, NH
Robinwalston@comcast.net

merrimack, NH
smcongdon@crimson.ua.edu

Portsmouth, NH
christinejankins@gmail.com

Nottingham, NH
kprazar@gmail.com

Concord, NH
nancawilson@gmail.com

Webster, NH
stephanie_pierce(@comcast.net

Concord, NH
roxyski@hotmail.com

Litchfield, NH
loyalx3@aol.com

Spofford, NH
vjsblues@yahoo.com

Manchester, NH
Emilyrojas27@gmail.com
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marcy.ainslie@unh.edu

Claremont, NH
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Hooksett, NH
Pitlabrie@gmail.com
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michellecool.nh@gmail.com

Newmarket, NH
acksones@yahoo.com

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Support

Oppose

Support

Oppose

Support

Oppose

Oppose

Oppose

Oppose

Support

Support

Support

Oppose

Oppose

Support

Oppose

Oppose

Support

1/17/2022 8:07 PM

1/17/2022 8:07 PM

1/17/2022 8:08 PM

1/17/2022 8:09 PM

1/17/2022 8:09 PM

1/17/2022 8:09 PM

1/17/2022 8:09 PM

1/17/2022 8:09 PM

1/17/2022 8:10 PM

1/17/2022 8:13 PM

1/17/2022 8:13 PM

1/17/2022 8:15 PM

1/17/2022 8:17 PM

1/17/2022 8:18 PM

1/17/2022 8:18 PM

1/17/2022 8:21 PM

1/17/2022 8:21 PM

1/17/2022 8:22 PM



Coffey, Courtney

Tamposi, Robert

DeCaprio, Mike

Brennan-Mungovan,

Brooke

Grant, Donna

Lev Hod, Hila

Sheldon, Lisa

Napoli, Jonathan

Smith, Megan

Moulton, Amanda

Newman, Rick

Yehling, Hilary

Lambert, Angela

Nadreau, Courtney

Centra, Tania

Charest ( Ret NP),

Jeanne

Sullivan, Kathryn

Caswell, Paul F.

Hampton, NH
Courtgould91@gmail.com

Nashua, NH
tamposirobert@gmail.com

Kensington, NH
Mikedecaprio@comcast.net

Nashua, NH
Bam.mungo@gmail.com

Manchester, NH
dgrant282325@msn.com

Goffstown, NH
hilalh@hushmail.com

Center Harbor, NH
lisakennedysheldon@gmail.com

Goffstown, NH
Napolirx@gmail.com

lebanon, NH
megan@themonahans.net

Sandown, NH
Balancedmamaof2@gmail.com

Nottingham, NH
rick@ricknewman.com

Auburn, NH
hilary.yehling@gmail.com

Portsmouth, NH
drangela@mac.com

Deering, NH
teetsiecat@gmail.com

Merrimack, NH
tcentra@me.com

Berlin, NH
nhwoodduck@myfairpoint.net
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kebruck@gmail.com
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MacDonald, Carrie
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Winslow, Dalton
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Stephanie

Kadic, Lejla

Smith, Rosemary

McCartney, Michelle

Towne, Brenda

Bujno, Lisa

Godin, Justin

McCartney, Evan

doherty, jane

Sharp, Dayle

Dukelow, Gayle

Deering, NH
toddraymond@mail.com

Grantham, NH
Ismacgregor@gmail.com

Wolfeboro, NH
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Langdon, NH
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Windham, NH
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Dover, NH
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Petrusewicz, Carol

Levesque, Jan

Wilson, Priscilla
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Stark, Robert
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Wilmot, Kyle
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BCIDP, Jamie

Peschiera, Alyssa
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Damon, Claudia

Matta, Sarah

rochester, NH
clmcec2befree@yahoo.com

Hopkinton, NH
janjuma@tds.net

Wilton, NH
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Holderness, NH
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starkelectric2002@yahoo.com
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peggyallard41@gmail.com
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Nashua, NH
Kywilmot92@yahoo.com
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susan7richman@gmail.com
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abrettew(@gmail.com
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Sylvia, Elizabeth

Martin, Andrea
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Nichols, Robin

Windham, NH
wynntorrice@icloud.com

Merrimack, NH
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Hampton, NH
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concord, NH
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Atkinson, NH
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Tavanyar, Simon

Kopacz, Jennifer

Gilman,

Representative Julie

Wood, Zephan
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Seaman, Jessicah
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Clark, Denise

Meyer, Joanne

Brown, Howard

Richardson, Bryan

Wied, Alex

landry, rosemary

Wink, Margaret

Woods, Renia

Elliott, Jacqueline

Aiston, Tricia

Meyer, Pamela

NASHUA, NH
jlsharvester@hotmail.com

Franklin, NH
Jennifermkopacz@gmail.com

Exeter, NH
julie.gilman@leg.state.nh.us

Pembroke, NH
zephanw(@gmail.com

Waterford, VT
Northeasternkingdomrn@gmail.com

Derry, NH
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Mont Vernon, NH
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denise.m.clark03055@gmail.com

Rye, NH
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Mont Vernon, NH
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Alexandria, NH
marks-dad@ipatriots.us

Manchester, NH
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Bow, NH
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A Member of
the Public

A Member of
the Public

An Elected
Official

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

A Member of
the Public

Myself

Myself

Town of Exeter

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Myself

Support

Support

Oppose

Support

Support

Support

Oppose

Oppose

Support

Oppose

Support

Support

Support

Oppose

Oppose

Oppose

Support

Oppose

1/17/2022 11:11 PM

1/17/2022 11:26 PM

1/17/2022 11:30 PM

1/17/2022 11:36 PM

1/17/2022 11:38 PM

1/17/2022 11:39 PM

1/18/2022 12:05 AM

1/18/2022 12:18 AM

1/18/2022 12:23 AM

1/18/2022 12:25 AM

1/18/2022 12:50 AM

1/18/2022 1:14 AM

1/18/2022 1:25 AM

1/18/2022 3:01 AM

1/18/2022 3:51 AM

1/18/2022 4:58 AM

1/18/2022 5:00 AM

1/18/2022 5:14 AM



Abrams, Patricia

Abrams, Denis

Wolcott, Rochelle

O’Mahoney, Kim

Wolcott, Sherwood

Morrow, Eric

Sklencar, Todd

Lloyd, Gisela

Lewis, Elizabeth

Jeffers, Rachel

Zadounaev, Ivan

Ebert, James

Hnizdor, Randal

Moschetto, Grace

Devine, Chris

Buckley, DNP,

APRN, Holly

Bettencourt, Don

Mirzoeff, Joseph

Swanzey, NH
keeganmo44(@yahoo.com

Swanzey, NH
keeganmo44(@yahoo.com

Hampton, NH
Shelly@shelwood.com

Newmarket, NH
Kimo@lampreyhealth.org

Hampton,, NH
wwolcott@shelwood.com

Derry, NH
Shoearl@yahoo.com

Deerfield, NH
tezrazeek@aol.com

East Kingston, NH
haus@onepinewoods.us

Nashua, NH
ecop.lewis@gmail.com

Etna, NH
jeffers.rachel@gmail.com

Berlin, NH
ivan.zadounaev@avhnh.org

North Hampton, NH
James.b.Ebert.jr@hitchcock.org

Sutton, NH
rlhnizdor@tds.net

Derry, NH
gracemariestyle@gmail.com

Hampton Falls, NH
c.devinel2@comcast.net

North Sutton, NH
Hbbarnp@aol.com

Sunapee, NH
Don.Bettencourt@GMail.com

Keene, NH
mrzvyp@yahoo.com
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1/18/2022 5:53 AM
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1/18/2022 6:02 AM
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1/18/2022 6:10 AM
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Zaenglein, Barbara

Foster, Keith

Zaenglein, Eric

Sherwood, Mallory

Broze, Renee

Filiatrault, Christie

Matta, Susan

Milliard, Carl

Buchanan, Elizabeth

Selleck, Stephanie

vanderheiden, nicole

Gendron, Deborah

Gendron, John

Bender, Lorie

Ellermann, Maureen

Dekle, Ericka

Crosier, Marinda

Lacey, Elisha

Amherst, NH
bzaenglein@gmail.com

Henniker, NH
pdceta26@yahoo.com

Ambherst, NH
henleyl1@comcast.net

Dover, NH
mal.sherwood1@gmail.com

Manchester, NH
Reneebroze@gmail.com

Nashua, NH
Ckxapa@aol.com

Goffstown, NH
susanmatta44@gmail.com

Goffstown, NH
thecycleshed@comcast.net

Chester, NH
buchanan40@comcast.net

Goffstown, NH
sbselleck@gmail.com

Hampton Falls, NH
coleyv4@gmail.com

Hampton Falls, NH
Gendrond@comcast.net

Hampton Falls, NH
Gendrond@comcast.net

Hopkinton, NH
lorie.bender@comcast.net

Concord, NH
ellermannf@aol.com

Waterford, VT
Dekledg@gmail.com

Stratham, NH
marinda.crosier@gmail.com

Pembroke, NH
elisha.lacey@alumni.acphs.edu
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Support

Support

Support
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1/18/2022 6:40 AM
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1/18/2022 6:54 AM
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Goddard, Sandra

Hayes, Randy

Moore, Kristen

Bowers, Danielle

Morton, Jon

Bidgood-Wilson,

Mary

Bemis, ashley

Cushman, Leah

McLellan, MD,MPH,

Robert

Spring, Bridget

MacMonagle, John

Comstock, Nancy

Bowers, Steven

Lloyd, E.A.

Peters, Dr. Katherine

Owens, Brady

Walsh, Lynne

Owens, Kimberly

Hampton, NH
Sandra.Goddard@comcast.net

Canterbury, NH
rcompostr@gmail.com

Milford, NH
kristen_Cotsifas@hotmail.com

Acworth, NH
bktime777@protonmail.com

Weare, NH
Livingwell247@gmail.com

Moultonboro, NH
mary.bidgood@gmail.com

manchester, NH
abemis427@gmail.com

Weare, NH
leah.cushman@leg.state.nh.us

Lebanon, NH

Robert.K.McLellan@dartmouth.Edu

Concord, NH
Bridgetcardin@yahoo.com

Bedford, NH
pat@jpmacmonagle.com

Litchfield, NH
njcomstock@protonmail.com

Acworth, NH
cpcliberty70@protonmail.com

East Kingston, NH
House@onepinewoods.us

Manchester, NH
katepetersdo@gmail.com

Nashua, NH
brady.owens@pm.me

Melvin Village, NH
lynnewalsh14@gmail.com

Nashua, NH
tiptoeskst@gmail.com
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Desmond, RPh,

Dennis

Harris, Stephen

Joyce, Michele

Marx, Jessica

Anania, Peter

Martin, Ashley

Peternel, Catherine

bowley, bonnie

Thomas, Janet

Thompson, Kisha

Robinson, Ellis

Piehl, Emily

Bittner, Bonnie

Hill, Marilyn

Gowen, Jaclynne

Grinnell, Terese

Greene, Bob

Kelley, BaoChau

Shelburne, NH
dez366@gmail.com

Amherst, NH
steveharris1978@gmail.com

Bath, NH
mjdigspigs@yahoo.com

Exeter, NH

Jessica.marx@hcahealthcare.com

Portsmouth, NH
peteanania@gmail.com

Northwood, NH
admart@gmail.com

Wolfeboro, NH
katypeternel@pm.me

Danville, NH, NH
gracepaul517@gmail.com

Laconia, NH
janetthomas7@icloud.com

Westmoreland, NH
kisha.lifgren@gmail.com

Grantham, NH
ellismmrobinson@gmail.com

Proctor, VT
ec.piehl@gmail.com

Dover, NH
Bonniebitt@comcast.net

Lebanon, NH
mghill3527@gmail.com

Rochester, NH
jrgowen(@partners.org

Loudon, NH
Teresegrinnell@gmail.com

Hudson, NH
Bob.Greene@leg.state.nh.us

Hooksett, NH
chaukelley@gmail.com
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McMullen, Maria

Le Doux, Julie

LeDoux, Mark

Parry, Nancy

Carraher, Melanie

Smith, Brian

Foss, Lauren

Pelchat, Randy

Burrill, Susan

Priam, Nwando

Pelchat, Linda J

Overbagh, Meg

Case, Barbara

Feng, Henry

Michaud, Karen

Burnap, Linda

Cabhill, Michael

Couture, Laurie A.

Lebanon, NH

maria.p.mcmullen@hitchcock.org

Holllis, NH
jbizzbuzz@gmail.com

Hollis, NH
markledoux@me.com

Hollis, NH
njparry@gmail.com

Boscawen, NH
MLCarraher@gmail.com

Hampton, NH
bps123@comecast.net

Hopkinton, NH
vieira.lauren@gmail.com

Washington, NH
Nhyankee24@yahoo.com

Plainfield, NH
sueburrill@comcast.net

Manchester, NH
Npriam@gmail.com

Washington, NH
Nhyankee24(@yahoo.com

Campton, NH
meg.overbagh@gmail.com

Windham, NH
bacrx21@gmail.com

Lebanon, NH
jhfeng3@gmail.com

Dover, NH
Kmichaud92@gmail.com

Wolfeboro, NH
54able@gmail.com

Newmarket, NH
michael.cahill@leg.state.nh.us

Newmarket, NH
LAC@LaurieACouture.com
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Elliott, Maria

Griffin, Anthony

Morse, Kristen

McKinney, Carolyn

Snarr, Elizabeth

Heckman, James

Vieira, Nancy

Gauthier, Melissa

Pastel, Lisa

Warren, Thomas

Carroll, Robyn

Shippee-Rice,

Raelene

Prisch, Stephanie

Vieira, James

Bailey, Alicia

O’Neill, Nan

Johnson, Debra

Desrosiers, Kevin

Portsmouth, NH
BEEMEE@COMCAST.NET

Hampton, NH
Tgriffin149@yahoo.com

Washington, NH
jamkam86@hotmail.com

Amherst, NH
carolyn.mckinney@gmail.com

Barrington, NH
esnarr@yahoo.com

Lebanon, NH
james.a.heckman@hitchcock.org

Milford, NH
Nancy.vieira@comecast.net

Merrimack, NH
Mapster81@hotmail.com

Lebanon, NH
lisa.c.pastel@hitchcock.org

Hampton, NH
thowarren94@gmail.com

Portsmouth, NH
robyn.bruce@hcahealthcare.com

nottingham, NH
dwrice73@gmail.com

Etna, NH
Stephanie.b.prisch@hitchcock.org

Milford, NH
Javieira@comcast.net

Exeter, NH
ambaile85@gmail.com

Salisbury, NH
Raptorko@gmail. Com

Grantham, NH
debjohnsondjj@gmail.com

Bedford, NH
kdesrosiers@elliot-hs.org
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Robinson, Sara

O'Neill, Kevin

Powell, Kenton

Brady, Maureen

Crockett, Melissa

Padmore, Michael

Tracey, Patricia

Sindelar, Reid

Levine, David

LaClair, Donna

Doucette, Margaret

Findley, Sally

Naylor, Claire

Stone, Lynne

Whitson, Abby

Christen, Brennan

Robinson, Amy

Matta, Luisa

Stratham, NH
sararobinson.np@gmail.com

Salisbury, NH
raptornan@gmail.com

Lebanon, NH

Kenton.e.powell@hitchcock.org

Dover, NH

maureen.brady@wdhospital.org

Strafford, NH
mbrewer84@gmail.com

Manchester, NH
michael.padmore@nhms.org

Milford, NH
pattytracey@gmail.com

Claremont, NH
reid.sindelar@vrh.org

Lebanon, NH

David.A.Levine@hitchcock.org

Loudon, NH
alleycat9801@comcast.net

Hanover, NH
megdoucette]1@gmail.com

Grantham, NH
findley.se@gmail.com

Peterborough, NH
cnaylor714@gmail.com

Wilton, NH
lynne@tellink.net

Concord, NH
suroise@yahoo.com

Farmington, NH
brencode@outlook.com

HAMPTON, NH
amyrobinsonnh@gmail.com

Bedford, NH
luisa.mattal23@gmail.com
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Devine, Haley

Morrill, Amanda

Cauley, Elizabeth

Sawyer, Linda

Horman, Heidi

Robertson, Elizabeth

Anan, Jimmy

Bangiolo, Lois

Drye, Melissa

Mabhoney, Brittany

Parrish, Laura

Gray, Stacy

Matta, Mauretta

Matta, Jonathan

Juilfs, Alyssa

Brackett, Charles

Sweeney, Margaret

Roberts, Alexandra

Hampton Falls, NH
haleydevine95@gmail.com

Hudson, NH
morrill.amanda.m@gmail.com

Milford, NH
b.cauley@comcast.net

Lyme, NH
linda.m.sawyer@hitchcock.org

Sanbornton, NH
hhorman@proton.com

Gilford, NH
Elizuhbethr@gmail.com

Littleton, NH
jimmyananl@gmail.com

Enfield, NH
Ibangiolo@gmail.com

Cornish, NH
melissa.drye@vrh.org

Manchester, NH
brittany.mahoney@pm.me

Hollis, NH
Iparrish28@yahoo.com

Kingston, NH
sskafas@yahoo.com

Bedford, NH
mauretta.matta@gmail.com

Bedford, NH
Wathencontracting@gmail.com

Whitefield, NH
amjuilfs07@gmail.com

Lebanon, NH
cdb@hitchcock.org

Campton, NH
ms975@protonmail.com

Portsmouth, NH
arobnh@comcast.net
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Paschell, Susan

Cooper, Maryann

Bal, MD, Simrun

DiNubila, Jennifer

Istel, Claudia

Guerin, Richard

Ketteler, Claire

Black, Martin

Williams, Tyler

Harding, Laurie

VanPatten, Emily

Apicelli, Adriane

Cecchetti, Lynda

Avallon, James

Druckenmiller,

Samantha

Boucher, Elizabeth

cormier, Julia

Elsasser, Karen

Bow, NH
spaschell@dupontgroup.com

Windham, NH
maryann.cooper32@gmail.com

Hanover, NH
simrun.k.bal@hitchcock.org

Keene, NH
jdinubila@cheshire-med.com

Acworth, NH
cistel79@gmail.com

Auburn, NH
rcharlesguerin@gmail.com

Newbury, NH
cketteler@tds.net

Concord, NH
mdblackmd@netscape.net

Thetford, VT
tylerwms14@gmail.com

Lebanon, NH
lharding0625@gmail.com

Deering, NH
Emily.b.vanpatten@gmail.com

Rochester, NH
adrianeapicelli@gmail.com

Strafford, NH
lcecc92017@gmail.com

North Hampton, NH
jimavallon@aol.com

Warren, NH

samantha.b.druckenmiller@hitchcock.org

Bow, NH
eboucher@crhc.org

Salisbury, NH
addisongregory@aol.com

Dunbarton, NH
kelsasse@crhc.org
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Archived: Thursday, February 10, 2022 11:12:05 AM
From: Kathleen Lutter

Sent: Wednesday, January 26, 2022 9:49:46 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022 - very important

I mportance: Normal

Dear HHSEA Committee Members ,

My name is Kathleen Lutter . | am a retired dietitian from Ashland , NH and | am a registered Independent
voter.

HB 1022 is am immensely important bill to allow access to the very safe and highly effective , 40 year old,
FDA approved , Nobel Prize winning drug named lvermectin. This is NOT horse paste and should NEVER
be a political issue . It is too important . Many lives could have been saved me (and can be saved) if
Ivermectin had been used in early treatment but it was disallowed and is essentially banned from sale
throughout the country because it is a very cheap drug that competes with the profits of the powerful
pharmaceutical companies . Always “follow the money” .

| am forwarding the link to the FLCCC ( Front Line Covid-19 Critical Care Alliance) which provides
extensive information and references on Ivermectin as well as suggested treatment protocols and the
potential means by which to acquire Ivermectin. | have some in my own medicine cabinet and it provides a
great sense of comfort and freedom to me. My adult son took this recently when he acquired a cold that
tested positive for Covid. He was well within days.

You can access an incredible 11 minute documentary on the story of lvermectin from the FLCCC website
under the Ivermectin tab at the top of the home page but | will also forward it directly to you as well . If you
do nothing else , please watch this important information so that you are well informed before voting on HB
1022

Thank you all for your service ,
Kathleen Lutter

https://us-east-2.protection.sophos.com?
d=covid19criticalcare.com&u=aHROcHM6Ly9ib3ZpZDE5Y3JpdGIliYWx|YXJILMNvbS9hYm91dC8
=&i=NWViOWEzNmMVKMDA3MzIxNzcxMzJhMTNm&t=bW QydzJwRVFBdDKkOTFdDZUR5VDZ5Y XphY2IF
WVIUZVRhc3hOWmM1O0OKytxTT0=&h=d17balcd20f040f091720c497398538¢e
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CORRESPONDENCE

Supplementary Appendix). Among adults who
tested positive, those who were unvaccinated
tended to be much younger, to have fewer coex-
isting conditions, and to have a lower socioeco-
nomic status and were more likely to be men
than those who were vaccinated; these differ-
ences tended to be especially pronounced in com-
parison with those who received the ChAdOx1
nCoV-19 vaccine (Table S2).

Overall, 201 deaths from Covid-19 were
caused by SARS-CoV-2 that had been tested and
found to be S-positive or S-negative (Table 1).
Among persons 18 to 39 years of age who had
infections for which data on S gene status were
available, no deaths occurred among those who
were fully vaccinated, as compared with 17 deaths
among those who were unvaccinated. Among
those who were 40 to 59 years of age, vaccine
effectiveness against death from Covid-19 was
88% (95% confidence interval [CI], 76 to 93) for
ChAdOx1 nCoV-19 and 95% (95% CI, 79 to 99)
for BNT162b2; vaccine effectiveness was 90%
(95% CI, 84 to 94) and 87% (95% CI, 77 to 93),
respectively, among those 60 years of age or
older. Overall, vaccine effectiveness against death
from the delta variant 14 or more days after the
second vaccine dose was 90% (95% CI, 83 to 94)
for BNT162b2 and 91% (95% CI, 86 to 94) for
ChAdOx1 nCoV-19 (Table S3).

A limitation of this study is the fact that it
was based on an analysis of community sam-
ples. In addition, 1.8% of samples did not yield
S gene categorization because of missing data in
the Ct fields.

In summary, we found that the BNT162b2
and ChAdOx1 nCoV-19 vaccines offered substan-
tial protection against death from Covid-19
caused by the delta variant.

Aziz Sheikh, M.D.

University of Edinburgh
Edinburgh, United Kingdom
aziz.sheikh@ed.ac.uk

Chris Robertson, Ph.D.

University of Strathclyde
Glasgow, United Kingdom

Bob Taylor, Ph.D.

Public Health Scotland
Glasgow, United Kingdom

Supported by a grant (MR/R008345/1) from the Medical Re-
search Council; a grant (MC_PC_19004) from BREATHE-The
Health Data Research Hub for Respiratory Health, funded
through the U.K. Research and Innovation Industrial Strategy
Challenge Fund and delivered through Health Data Research
UK; Public Health Scotland; and the Scottish Government Direc-
tor General for Health and Social Care.

Disclosure forms provided by the authors are available with
the full text of this letter at NEJM.org.

The data used to undertake this analysis are not publicly
available because they are based on deidentified national clini-
cal records. These data are available, subject to approval by the
NHS Scotland Public Benefit and Privacy Panel, by application
through the Scotland National Safe Haven. The R code used
to perform this analysis is available from https://github.com/
EAVE-IL

This letter was published on October 20, 2021, and updated on
October 25, 2021, at NEJM.org.
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Toxic Effects from Ivermectin Use Associated
with Prevention and Treatment of Covid-19

TO THE EDITOR: Ivermectin is approved by the
Food and Drug Administration as an oral treat-
ment for intestinal strongyloidiasis and oncho-
cerciasis and as a topical treatment for pediculo-
sis and rosacea. It is also used as a treatment for
parasites in pets and livestock. Ivermectin may
decrease severe acute respiratory syndrome coro-

navirus 2 (SARS-CoV-2) replication in vitro,>* but
randomized, controlled trials have shown no
clinical benefit in the prevention or treatment of
coronavirus disease 2019 (Covid-19).> Veterinary
use of ivermectin has increased, and the number
of prescriptions for use by humans in the United
States is 24 times as high as the number before
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the pandemic. Moreover, the number of such
prescriptions in August 2021 was 4 times as
high as the number in July 2021.34

The Oregon Poison Center is a telephone con-
sultative center staffed by specialty-trained nurses,
pharmacists, and physicians who provide treat-
ment advice for the public and comprehensive
treatment consultation for health care workers
caring for patients in Oregon, Alaska, and Guam.
The center has recently received an increasing
number of calls regarding ivermectin exposure
related to Covid-19. The rate of calls regarding
ivermectin had been 0.25 calls per month in
2020 and had increased to 0.86 calls per month
from January through July 2021; in August 2021,
the center received 21 calls. Monthly total call
volumes for all poison exposures were stable
throughout 2020 and 2021.

Of the 21 persons who called in August, 11
were men, and most were older than 60 years of
age (median age, 64; range, 20 to 81). Approxi-
mately half (11 persons) were reported to have
used ivermectin to prevent Covid-19, and the re-
maining persons had been using the drug to
treat Covid-19 symptoms. Three persons had
received prescriptions from physicians or veteri-
narians, and 17 had purchased veterinary for-
mulations; the source of ivermectin for the re-
maining person was not confirmed. Symptoms
had developed in most persons within 2 hours
after a large, single, first-time dose. In 6 per-
sons, symptoms had developed gradually after
several days to weeks of repeated doses taken
every other day or twice weekly. One person had
also been taking vitamin D to treat or prevent
Covid-19. Reported doses ingested by the per-
sons who had been using veterinary products
ranged from 6.8 mg to 125 mg of 1.87% paste
and 20 to 50 mg of the 1% solution. The dose of
the human-use tablets was 21 mg per dose twice
weekly for prevention.

Six of the 21 persons were hospitalized for

toxic effects from ivermectin use; all 6 reported
preventive use, including the 3 who had ob-
tained the drug by prescription. Four received
care in an intensive care unit, and none died.
Symptoms were gastrointestinal distress in 4 per-
sons, confusion in 3, ataxia and weakness in 2,
hypotension in 2, and seizures in 1. Of the per-
sons who were not admitted to a hospital, most
had gastrointestinal distress, dizziness, confu-
sion, vision symptoms, or rash.

These cases illustrate the potential toxic ef-
fects of ivermectin, including severe episodes of
confusion, ataxia, seizures, and hypotension, and
the increasing frequency of inappropriate use.
There is insufficient evidence to support the use
of ivermectin to treat or prevent Covid-19,> and
improper use, as well as the possible occurrence
of medication interactions,” may result in serious
side effects requiring hospitalization.

Courtney Temple, M.D.
Ruby Hoang, D.O.
Robert G. Hendrickson, M.D.

Oregon Health and Science University
Portland, OR

Disclosure forms provided by the authors are available with
the full text of this letter at NEJM.org.

This letter was published on October 20, 2021, at NEJM.org.
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318:16-a Standards for Collaborative Pharmacy Practice. —

I. For a pharmacist to participate in a collaborative pharmacy practice agreement, the pharmacist shall:

(a) Hold an unrestricted and current license to practice as a pharmacist in New Hampshire.

(b) Have at least $1,000,000 of professional liability insurance coverage.

(c) Have the knowledge base necessary for proper monitoring, including, but not limited to, associated disease
states, relevant laboratory tests, adverse events, drug and food interactions, safety, and efficacy. Depending upon the
complexity of the services being provided, the pharmacist may be required to have additional credentials or training
and shall demonstrate the receipt of approval by the board of pharmacy.

II. Any practitioner with prescriptive authority who holds an active, unrestricted license in the state of New
Hampshire may enter into a collaborative pharmacy practice agreement. A service authorized by a practitioner to be
performed by a pharmacist under a collaborative pharmacy practice agreement must be within the practitioner's
current scope of practice.

II1. Collaborative pharmacy practice agreements may be between single or multiple pharmacists and a single or
multiple practitioners.

IV. Collaborative pharmacy practice agreements shall meet the following general requirements:

(a) Each protocol developed pursuant to the collaborative pharmacy practice agreement shall contain detailed
direction concerning the services that the pharmacist may perform for patients. The protocol shall include, but not be
limited to:

(1) The specific drug or drugs to be managed by the pharmacist.

(2) The terms and conditions under which drug therapy may be implemented, modified, or discontinued.

(3) The conditions and events upon which the pharmacist is required to notify the collaborating practitioner and the
manner and time frame in which notification will occur.

(4) The laboratory tests that may be ordered in accordance with medication therapy management.

(5) Activities which may be performed by the pharmacist in conjunction with the protocol, which shall be
documented as specified in the protocol.

(6) A statement of the expected amount of time the pharmacist will dedicate to performing duties specified under the
protocol.

(b) Collaborative pharmacy practice agreements shall state the beginning and ending dates of the period of time
during which the agreement is in effect, and may be terminated, in writing, by either party at any time. Collaborative
pharmacy practice agreements shall be renewed at a minimum every 2 years. When collaborative pharmacy practice
agreements are terminated, the patient shall be informed and provided with details to allow for the uninterrupted
continuation of their medication therapy management regimen.

(c) Ongoing metrics for quality assurance and safety monitoring shall be agreed upon by the practitioner and
pharmacist and shall be included in the collaborative practice agreement. These metrics shall be consistent with
metrics adopted or enforced by regulatory bodies.

V. Supervision of the collaborative pharmacy practice agreement shall include:

(a) Protocols developed based on evidence-based guidelines for best practices.

(b) The referring practitioner receiving progress visit notes from each patient encounter in a time specified in the
agreement.

(c) The referring practitioner providing supervision for the treatment management of the referred patient.

(d) The retention on file of the collaborative pharmacy practice agreement and protocols at the pharmacist's place of
practice and at the practitioner's administrative office or place of practice, which shall be available upon request.

VI. Neither the attending practitioner nor the pharmacist in a collaborative practice pharmacy agreement may seek to
gain personal financial benefit by participating in any incentive-based program or accept any inducement that
influences or encourages therapeutic or product changes or the ordering of tests or services.

Source. 2020, 27:29, eff. July 21, 2020



318:47-1 Hormonal Contraceptives; Dispensing. —

L. In this section, "standing order" means a written and signed protocol authored by one or more physicians licensed
under RSA 329:12 or one or more advanced practice registered nurses licensed under RSA 326-B:18. Such
agreement shall specify a protocol allowing the pharmacist licensed under RSA 318:18 to dispense hormonal
contraceptives under the delegated prescriptive authority of the physician or APRN, specify a mechanism to
document screening performed and the prescription in the patient's medical record, and include a plan for evaluating
and treating adverse events. Any such prescription shall be regarded as being issued for a legitimate medical purpose
in the usual course of professional practice.

II. Licensed pharmacists following standing orders may dispense hormonal contraceptives to persons in this state
without a prior prescription.

II1. A pharmacist, pharmacy, physician, or APRN issuing or following standing orders shall be prohibited from
seeking personal financial benefit by participating in any incentive-based program or accepting any inducement that
influences or encourages therapeutic or product changes or the ordering of tests or services.

IV. Prior to dispensing hormonal contraceptives under this section, a pharmacist shall complete an Accreditation
Council for Pharmacy Education (ACPE) accredited educational training program related to hormonal
contraceptives. In addition, pharmacists shall comply with the most current United States Medical Eligibility
Criteria (USMEC) for Contraceptive Use as adopted by the Centers for Disease Control and Prevention.

V. The pharmacist shall provide each recipient of hormonal contraceptives pursuant to this section with a
standardized information sheet written in plain language, which shall include, but is not limited to, the indication for
the use of the hormonal contraceptive, the importance of follow-up care, and health care referral information.

VI. The board shall adopt rules, pursuant to RSA 541-A, relative to:

(a) Education and training required under paragraph I'V.

(b) Content and format of the information sheet required under paragraph V, in consultation with the commissioner
of the department of health and human services.

(c) A model statewide protocol, with the consent of the board of medicine, the board of nursing, and the department
of health and human services to be used for the purposes of paragraph I.

(d) Other matters necessary to the proper administration of this section.

VII. The board of medicine shall not deny, revoke, suspend, or otherwise take disciplinary action against a physician
based on a pharmacist's failure to follow standing orders provided the provisions of this section and the rules
adopted under this section are satisfied. The board of nursing shall not deny, revoke, suspend, or otherwise take
disciplinary action against an APRN based on a pharmacist's failure to follow standing orders provided the
provisions of this section and the rules adopted under this section are satisfied. The board of pharmacy shall not
deny, revoke, suspend, or otherwise take disciplinary action against a pharmacist who follows standing orders based
on a defect in those standing orders provided the provisions of this section and the rules adopted under this section
are satisfied.

Source. 2018, 205:2, eff. Aug. 7, 2018.



318:47-m Nicotine Cessation Therapy. —

L. In this section, "standing order" means a written and signed protocol authored by a physician licensed under RSA
329:12, a physician assistant licensed under RSA 328-D:2, or an advanced practice registered nurse licensed under
RSA 326-B:18. The agreement shall specify a protocol allowing a licensed pharmacist to provide nicotine cessation
therapy under the delegated prescriptive authority of the physician, physician assistant, or APRN, a mechanism to
document screening performed and the prescription in the patient's medical record, and include a plan for evaluating
and treating adverse events. The prescriptions shall be considered a legitimate medical purpose in the usual course of
professional practice.

II. Licensed pharmacists following standing orders may provide nicotine cessation therapy to persons in this state
without a prior prescription.

II1. A pharmacist, pharmacy, physician, physician assistant, or APRN issuing or following standing orders shall be
prohibited from seeking personal financial benefit by participating in any incentive-based program or accepting any
inducement that influences or encourages therapeutic or product changes or the ordering of tests or services.

IV. Prior to providing nicotine cessation therapy under this section, a pharmacist shall complete an Accreditation
Council for Pharmacy Education (ACPE) accredited educational training program related to nicotine cessation.

V. The pharmacist shall provide each recipient of nicotine cessation therapy with a standardized information sheet
written in plain language, which shall include, but is not limited to, the indication for the use of the nicotine
cessation therapy, the importance of follow-up care, and health care referral information.

VI. The board shall adopt rules, pursuant to RSA 541-A, relative to:

(a) Education and training required under paragraph I'V.

(b) Content and format of the information sheet required under paragraph V, in consultation with the commissioner
of the department of health and human services.

(c) A model statewide protocol, with the consent of the board of medicine, the board of nursing, and the department
of health and human services to be used for the purposes of paragraph I.

(d) Communication to the patient's primary care provider with the consent of the patient.

VII. The board of medicine shall not deny, revoke, suspend, or otherwise take disciplinary action against a physician
or physician assistant based on a pharmacist's failure to follow standing orders provided the provisions of this
section and the rules adopted under this section are satisfied. The board of nursing shall not deny, revoke, suspend,
or otherwise take disciplinary action against an APRN based on a pharmacist's failure to follow standing orders
provided the provisions of this section and the rules adopted under this section are satisfied. The board of pharmacy
shall not deny, revoke, suspend, or otherwise take disciplinary action against a pharmacist who follows standing
orders based on a defect in those standing orders provided the provisions of this section and the rules adopted under
this section are satisfied.

Source. 2021, 189:4, eff. Jan. 1, 2022.



An overview of the MATH+, I-MASK+ and

I-RECOVER Protocols
A Guide to the Management of COVID-19

(updated as of 01 January 2022)

Developed and updated by Paul Marik, MD, FCP (SA), FRCP (C), FCCP, FCCM for
the COVID-19 Critical Care Alliance (FLCCC Alliance).

This is our recommended approach to COVID-19 based on the best (and most recent) literature. This is a
highly dynamic topic; therefore, we will be updating the guideline as new information emerges. Please
check on the FLCCC Alliance website for updated versions of this protocol. www.flccc.net

Disclaimer: The information in this document is provided as guidance to physicians worldwide
on the prevention and treatment of COVID-19. Our guidance should only be used by medical
professionals in formulating their approach to COVID-19. Patients should always consult with
their physician before starting any medical treatment.

The FLCCC Alliance™ is registered as a 501(c)(3) non-profit organization.
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1. Introduction

1.1. THE VACCUM OF TRUTH

“The first step is to give up the illusion that the primary purpose of modern medical research is to
improve Americans’ health most effectively and efficiently. In our opinion, the primary purpose of
commercially funded clinical research is to maximize financial return on investment, not health.”

—John Abramson, M.D., Harvard Medical School

We are living through a period of time characterized by a Vacuum of Truth, with misinformation,
disinformation, blatant lies, censorship, and nefarious intentions being the order of the day. It is difficult
to dissect out the actual truth and discern whom to trust. Furthermore, it is no longer controversial to
acknowledge that drug makers rigorously control medical publishing and that The Lancet, NEJM, and
JAMA are utterly corrupted instruments of Big Pharma. The Lancet editor, Richard Horton, confirms,
“Journals have devolved into information laundering operations for the pharmaceutical industry.”

Dr. Marcia Angell, who served as an NEJM editor for 20 years, says journals are “primarily a marketing
machine.” [1] Pharma, she says, has co-opted “every institution that might stand in its way. Complex
scientific and moral problems are not resolved through censorship of dissenting opinions, deleting
content from the Internet, or defaming scientists and authors who present information challenging to
those in power. Censorship leads instead to greater distrust of both government institutions and large
corporations. [2]

1.2 The use of “Off Label Drugs”

Once the FDA approves a prescription medication, federal laws allow any U.S. physician to prescribe the
duly approved drug for any reason. [3] Thirty percent of all prescriptions written by American doctors,
exercising their medical judgment, are for off-label uses. The Attorney General of Nevada as well as
many other states have asserted the right of physicians to prescribe “off-label” drugs such as ivermectin
and hydroxychloroquine for the treatment of COVID-19. The office of Nebraska Attorney General Doug
Peterson released a legal opinion on October 15 2021 saying it didn’t see data to justify legal action
against health care professionals who prescribe ivermectin or hydroxychloroquine.

1.3. Overview of the treatment of COVID-19

While there is no cure or “magic bullet” for COVID-19, recently, a number of therapeutic agents have
shown great promise for both the prevention and treatment of this disease including lvermectin,
Vitamin D, quercetin, melatonin, fluvoxamine, spironolactone, corticosteroids, curcumin (turmeric),
Nigella sativa and antiandrogen therapy. It is critical to recognize that infection with SARS-CoV-2
progresses through a number of stages/phases and that treatment is highly stage-specific (see Figures 1-
4 and Table 1). It is likely that no single drug will be effective in treating this complex disease and that
multiple drugs with different mechanisms of action used in specific phases of the disease will be
required. A growing body of evidence suggests that many of these agents may act synergistically in
various phases of the disease. [4-6] Furthermore, an understanding of the structure of SARS-CoV-2 (see
Figure 5) as well as the pathophysiology/pathogenesis of COVID-19 is critical in treating the disease. [7]
Finally, the relentless malpractice of deliberately withholding effective early COVID treatments, and of
forcing the use of toxic remdesivir in hospitalized patients, may have unnecessarily killed up to 500,000
Americans (see Figures 6a-c). [2]
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As the pandemic has played out over the last year, over four million patients have died worldwide, and
the pandemic shows no signs of abating. Most countries across the globe have limited resources to
manage this humanitarian crisis. We developed the MATH+ protocol to provide guidance for the
treatment of the pulmonary phase of this disease with the goal of reducing the hospital mortality from
this devastating disease. However, it soon became obvious that our emphasis needed to shift to the
prevention and early (home) treatment of this catastrophic disease to prevent patients progressing to
the pulmonary phase and requiring hospitalization (see Figure 5). Hence, we developed the I-MASK+
and the Test and Treat protocols. While we strongly believe that such an approach can mitigate the
development and progression of this disease, limit deaths, and allow the economy to re-open, so-called
“health care authorities” across the globe have been silent in this regard, including the WHO, CDC, NIH,
etc .(see NIH Guidance, Figure 6a and 6b).

While vaccination is part of the solution, it will take many months if not years to vaccinate 70-85% of the
world’s population of 7.8 billion people required for “herd immunity”. We believe that the I-MASK+
protocol provides a bridge to universal vaccination. Furthermore, we have developed the I-MASS
protocol for a MASS Distribution campaign to lessen the impact of COVID-19 in resource-poor countries.

Mutant strains of SARS-CoV-2 have recently appeared, demonstrating increased transmissibility.[8,9]
[10] Many of these mutations involve the spike protein (which almost all of the vaccines have targeted),
raising the real possibility that the vaccines may become less effective against the mutating strains of
SARS-CoV-2.[9,11,12] And, finally the Post-COVID syndrome or “long-hauler syndrome” has emerged as
a common and disabling disorder, and its pathophysiology is poorly understood. We offer the I-
RECOVER protocol to help treat this disabling disorder. Recently, the post-vaccination syndrome has
emerged as a problematic entity; we believe that the I-RECOVER protocol has utility in treating this
syndrome.

Figure 1. Treatment phases of COVID-19
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Figure 2. The course of COVID-19 and general approach to treatment

THIS IS A STEROID-RESPONSIVE DISEASE:
HOWEVER, TIMING IS CRITICAL.

Not too early. Not too late.
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Figure 3. Timing of the initiation of anti-inflammatory therapy

Note: Viral Replication in Figures 2 and 3 are typical for the original Wuhan SARS-CoV-2 virus (alpha
strain). SARS-CoV-2 delta and gamma (P1) variants may present prolonged duration of viral replication.
Furthermore, the time course from incubation to symptom onset and to the pulmonary phase may be
shortened. The time course of Omicron is unclear at this time.
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Figure 4. Time course of laboratory tests for COVID-19

Figure 5. SARS-Co-V-2 structure and RNA genome
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Table 1. Pharmacological therapy for COVID by stage of iliness: What has
worked and what has failed*

Pre—exposure/ Post- Sylnptoma.tic Phase Pulmonary/

Exposure/ Incubation inﬂa.mmatory pha.se

LMWH n/a

Monoclonal Abs _ BENEFIT (early)

Hydroxychloroquine Benefit** Benefit#*

Remdesivir n/a ? Benefit

Lopivinar-Ritonavir n/a

Interferon a/ B Inhaled ? Benefit

Tocilizumab n/a n/a Unclear Benefit
Convalescent Serum n/a

Colchicine n/a Unclear benefit

* Based on randomized controlled trials (see supporting information below)
** Due to extensive fraudulent activity around the design and conduct of RCTs, the benefit of
HCQ is supported largely by numerous consistently positive observational trials.
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Figure 6a. NIH recommendations for the treatment of COVID-19 across the
stages of the disease. (Last Updated: October 19, 2021)

Figure 6b. Therapeutic management of hospitalized adults with COVID-19 based
on disease severity. (Last Updated: December 16, 2021)
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Figure 6¢c. NIH recommendations for prevention of SARS-CoV-2 infection. (Last
Updated: December 16, 2021)
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2. Pre and Postexposure Prophylaxis (The I-MASK+ protocol)

The components of the I-MASK+ Prophylaxis and Early Treatment protocol are illustrated in Figures 7a-c.
Recent data suggests that ivermectin, melatonin as well as the combination of quercetin (or mixed
flavonoids) and Vitamin C as well as oropharyngeal sanitation may play an important role in both pre-
exposure and postexposure prophylaxis. [5,13] The evidence supporting the use of ivermectin for the
prophylaxis of COVID-19 is provided by the comprehensive review by Kory et al. [14] It is important to
emphasize that ALL of the medications included in our prophylactic regimen are inexpensive, safe, and
widely available. The I-MASK+ protocol MUST be part of an overall strategy that includes common sense
public health measures, i.e., masks (only for prolonged exposure in confined, poorly ventilated
environments), short term quarantine of infected patients, and high risk individuals (advanced aged and
comorbidities) avoiding large public and family gatherings. [15] Standard surgical and cloth masks likely
only reduce risk of transmission for finite periods in confined environments. For prolonged protection in
such settings, N95 type masks would be required.

2.1 Core Components of the I-MASK Prophylactic Protocol

e |vermectin for post-exposure prophylaxis (see ClinTrials.gov NCT04422561). 0.4 mg/kg immediately
then repeat 2" dose in 48 hours. lvermectin is best taken with a meal or just following a meal
(greater absorption). [16] Oropharyngeal sanitation also suggested (see section on home treatment
below).

e lvermectin for pre-exposure prophylaxis (in healthcare workers) and for prophylaxis in high-risk
individuals (> 60 years with co-morbidities, morbid obesity, long term care facilities, etc). 0.2 mg/kg
per dose; start treatment with one dose, take 2" dose 48 hours later, then 1 dose every 7 days (i.e.
weekly). [17-22] For those at high risk of contracting COVID-19, we now recommend twice weekly
dosing. See Dosing Table below. Ivermectin has a number of potentially serious drug-drug
interactions); please check for potential drug interactions at Ivermectin Drug Interactions -
Drugs.com (also see Table 4 below). The most important drug-drug interactions occur with
cyclosporin, tacrolimus, anti-retroviral drugs, and certain antifungal drugs. While ivermectin has a
remarkable safety record, [23] fixed drug eruptions (diffuse rash) and Stevens Johnson Syndrome
have rarely been reported. [24,25] While hepatitis is commonly quoted as a side effect, we are
aware of one published case report of reversible hepatitis. [26] The safety of ivermectin in
pregnancy has not been determined. [27] Ivermectin may increase the risk of congenital
malformations particularly when used in the first trimester. [27] US Food and Drug Administration
(FDA) has classified ivermectin as pregnancy category C—i.e, “Animal reproduction studies have
shown an adverse effect on the fetus and there are no adequate and well-controlled studies in
humans, but potential benefits may warrant use of the drug in pregnant women despite potential
risks.” In pregnant patients with symptomatic COVID-19 infections, the risk and benefits of
ivermectin should be discussed with the patient, and informed consent obtained from the patient
should the drug be prescribed. Additionally, women should be counselled that low concentrations of
ivermectin are present in breast milk; the implications of this finding are unclear. [28]

e Melatonin (slow release/extended release): Begin with 0.3 mg and increase as tolerated to 6 mg at
night. [4,13,29-35]. Melatonin has anti-inflammatory, antioxidant, immunomodulating and
metabolic effects that are likely important in the mitigation of COVID-19 disease. [36-38] Multiple
studies have demonstrated the benefit of melatonin at various stages of the disease. [39-41] A
recent large retrospective study demonstrated that the use of melatonin in intubated patients with
COVID-19 significantly reduced the risk of death (HR 0.1; p=0.0000000715). [37] It is intriguing to
recognize that bats, the natural reservoir of coronavirus, have exceptionally high levels of melatonin,
which may protect these animals from developing symptomatic disease. [42] Similarly, children have
high levels of circulating melatonin approximating those of bats, while elderly people — particularly
those over the age of 60 — have very low melatonin levels; this may partly explain the increased
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vulnerability of the elderly to COVID-19. The slow release (extended release) formulations of
melatonin are preferred as they more closely replicate the normal circadian rhythm. [29] There is
marked inter-individual variation in the metabolism of melatonin (first pass metabolism), hence the
dose must be individualized. [29] High serum levels are associated with hyper-REM sleep and bad
dreams. Rapid release melatonin (usual over-the-counter formulation) results in early high peaks
that do not replicate the normal circadian pattern; hence it is important to take the slow
release/extended-release formulation.

Oropharyngeal hygiene with twice daily antiviral mouthwash/gargle (see Figure 7 and below).
Monoclonal antibodies for post-exposure prophylaxis. A single subcutaneous injection of REG-COV2
(a combination of the monoclonal antibodies casirivimab and imdevimab) has been demonstrated
to reduce the risk of symptomatic COVID-19 infection in close contacts by 92.6% (7.8% to 1.5%). [43]
Monoclonal antibodies are recommended in high-risk individuals, namely, > 65 years, obesity,
pregnancy, chronic kidney disease, diabetes mellitus, immunosuppressed, coronary heart disease,
etc. See infusioncenter.org and call 1-877-332-6585 In USA for eligibility and location.

Optional: Famotidine 20-40 mg/day [44-50]. Low level evidence suggests that famotidine may
reduce disease severity and mortality. However, the findings of some studies are contradictory.
While it was postulated that famotidine inhibits the SARS-CoV-2 papain-like protease (PLpro) as well
as the main protease (3CLpro), this mechanism has been disputed. [47] Furthermore, a number of
studies have demonstrated an association between the use of proton pump inhibitors (PPIs) with an
increased risk of contracting COVID-19 and with worse outcomes. [51,52] This data suggest that
famotidine may be the drug of choice when acid suppressive therapy is required.

Optional: Hydroxychloroquine (HCQ) 200 mg BID for 5 days together with ZINC (75-100mg elemental
zinc) post COVID-19 exposure. [53-56]

Disclaimer: The safety of ivermectin in pregnancy has not been established. Particularly the use in the
1st trimester should be discussed with your doctor beforehand.

Ivermectin dosing table: 200 ug/kg (0.2 mg/kg) or fixed dose of 12 mg (< 80kg) or 18 mg (> 80kg). [57]
Depending on the manufacturer ivermectin is supplied as 3mg, 6 mg or 12 mg tablets.

Body weight Dose
50-64.9 kg 12 mg
65-79.9 kg 15 mg
80-94.9 kg 18 mg
95-109.9 kg 21 mg
> 110 kg 24 mg

2.2 Nutritional Supplements (in order of priority, not all required)

Curcumin (Turmeric). Curcumin has antiviral activity against a number of viruses including SARS-
CoV-2. In addition, this spice has anti-inflammatory, antioxidant and immune modulating properties.
[58-62] Emerging data suggests that curcumin improves the clinical outcome of patients with COVID-
19. [63,64]

Nigella Sativa (black cumin) and honey. Both honey and Nigella Sativa have anti-viral, anti-microbial,
anti-inflammatory, and immune-modulatory effects with proven safety profiles. [65-72] It should be
noted that thymoquinone (the active ingredient of Nigella Sativa) decreases the absorption of
cyclosporine and phenytoin. [73] Patients taking these drugs should therefore avoid taking Nigella
Sativa. Furthermore, two cases of serotonin syndrome have been reported in patients taking Nigella
Sativa who underwent general anaesthesia (probable interaction with fentanyl. [74]
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e Vitamin D3 3000- 5000 1U/day (75-125 mcg) (this is the default dosing when the baseline vitamin D
level is not available). An alternative strategy is 40 000 IU weekly. Note RDA (Recommended Daily
Allowance) is 800-1000 IU/day. The safe upper-dose daily limit is quoted as < 5000 IU/day. It is
however EXTREMELY IMPORTANT to stress that the optimal regimen for Vitamin D
supplementation for both the prophylaxis and treatment of COVID-19 should be based on the
baseline vitamin D level (see Tables 2 & 3. The OPTIMAL target vitamin D level is > 50 ng/ml; at this
level the risk of acquiring COVID-19 approximates ZERO. [75] It may take many months/years to
achieve optimal levels in a patient with a vitamin D level of < 12 ng/ml taking 5000 IU /day. Vitamin
D has numerous immunological properties that play a vital role in limiting the acquisition and
severity of COVID-19.[76] Vitamin D insufficiency has been associated with an increased risk of
acquiring COVID-19 and from dying from the disease. [77-103] Vitamin D supplementation may
therefore prove to be an effective and cheap intervention to lessen the impact of this disease,
particularly in vulnerable populations, i.e., the elderly, those of color, obese and those living > 45°
latitude. [83-98,101] In addition, vitamin D supplementation may be important in pregnant
patients.[104] It is likely that the greatest benefit from vitamin D supplementation will occur in
vitamin D insufficient individuals who take vitamin D prophylactically; once vitamin D insufficient
individuals develop COVID-19 the benefits will likely be significantly less. [105] This concept is
supported by a recent study that demonstrated that residents of a long-term care facility who took
vitamin D supplementation had a much lower risk of dying from COVID-19. [99]

e Probiotics. There appears to be a bi-directional relationship between the microbiome esp.
Bifidobacterium and COVID-19. Low levels of Bifidobacterium may predispose to COVID-19 and
increase its severity. [106-109] COVID-19 depletes the microbiome of Bifidobacterium, which may
then increase the severity and duration of COVID-19 symptoms. Kefir (a fermented milk drink) is
high in Bifidobacterium and other probiotics that have demonstrated health benefits. [110,111]
Kefir, probiotic yogurt and/or the addition of Bifidobacterium Probiotics (e.g., Daily Body Restore)
together with Prebiotics (e.g. XOS Prebiotic, Bio Nutrition Pre-Biotic) may normalize the
microbiome, which may reduce the risk and severity of COVID-19.

e Vitamin C 500 — 1000 mg BID (twice daily) and Quercetin 250 mg daily. [112-124] Due to the possible
drug interaction between quercetin and ivermectin (see below) these drugs should not be taken
simultaneously (i.e. should be staggered morning and night). Vitamin C has important anti-
inflammatory, antioxidant, and immune enhancing properties, including increased synthesis of type
| interferons. [115,125,126] Quercetin has direct virucidal properties against a range of viruses,
including SARS-CoV-2, and is a potent antioxidant and anti-inflammatory agent.
[113,118,123,123,127-135] Quercetin is a potent inhibitor of inflammasome activation, which is
believed to play a major role in the pathophysiology of the COVID-19 immune dysfunction. [135] In
addition, quercetin acts as a zinc ionophore. [136] It is likely that vitamin C and quercetin have
synergistic prophylactic benefit. [5] A mixed flavonoid supplement containing quercetin, green tea
catechins and anthrocyanins (from berries) may be preferable to a quercetin supplement alone;
[137-141] this may further minimize the risk of quercetin related side effects. It should be noted that
in vitro studies have demonstrated that quercetin and other flavonoids interfere with thyroid
hormone synthesis at multiple steps in the synthetic pathway. [142-145] The use of quercetin has
rarely been associated with hypothyroidism. The clinical impact of this association may be limited to
those individuals with pre-existent thyroid disease or those with subclinical thyroidism. [146] In
women, high consumption of soya was associated with elevated TSH concentrations. [147] The
effect on thyroid function may be dose dependent, hence for chronic prophylactic use we suggest
that the lowest dose be taken. Quercetin should be used with caution in patients with
hypothyroidism and TSH levels should be monitored. It should also be noted quercetin may have
important drug-drug interactions; the most important drug-drug interaction is with cyclosporin and
tacrolimus. [148] In patients taking these drugs it is best to avoid quercetin; if quercetin is taken
cyclosporin and tacrolimus levels must be closely monitored.
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Serum vitamin D (ng/mL) | Frequency of administration (per week)

<5
6-10
11-15
16-20
21-25
26-30

e Zinc 30-40 mg/day (elemental zinc). [119,121,122,149-153] Zinc is essential for innate and adaptive
immunity. [151] In addition, Zinc inhibits RNA dependent RNA polymerase in vitro against SARS-CoV-
2 virus. [150] Due to competitive binding with the same gut transporter, prolonged high dose zinc (>
50mg day) should be avoided as this is associated with copper deficiency. [154] Commercial zinc
supplements contain 7 to 80 mg of elemental zinc, and are commonly formulated as zinc oxide or
salts with acetate, gluconate, and sulfate. 220 mg zinc sulfate contains 50 mg elemental zinc.

e B complex vitamins [155-159].

2.3 Prevention Protocol in Children and Adolescents
Multivitamin with age-appropriate dosages of Vitamin C, D and B complex
Oropharyngeal sanitization with mouth gargle twice daily (very important)

Curcumin
Nigella sativa and honey

Kefir, probiotic yogurt and/or Bifidobacterium probiotics (e.g., Daily Body Restore) together with
Prebiotics (e.g. XOS Prebiotic, Bio Nutrition Pre-Biotic).

Children’s Zinc lozenges/chewable 3-5mg/day

Table 2. Guidance on upfront loading dose regimens to replenish Vitamin D
stores in the body

100,000 IU, one dose; 50,000 twice a week

50,000 twice a week
50,000 twice a week
50,000 twice a week
50,000 once a week
50,000 once a week

50,000 IU, or
1,000 to 2,000 [U

Maintenance regimens

Reproduced with permission from Wimalawansa SJ. [160]

4,000 or 5,000

Duration of therapy
(weeks)

14
12
10
8
10
6

Monthly
Daily
Daily

Total dose for correction *
(IU millions)

1.3to 1.5
1.0to 1.2
0.8to 1.0
0.6t0 0.8
0.4 to 0.5
0.2t0 0.3
Maintenance

Maintenance
High risk persons

Table 3. Rapid and effective Vitamin D supplementation in patients with COVID-
19 infection
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Reproduced with permission from Gonen et al. [161]

Page 17 of 68 | FLCCC Alliance — COVID-19 Management Protocol 01-01-2022 Version 65



Table 4. Drug interactions with ivermectin (From Medscape).

https://reference.medscape.com/drug/stromectol-ivermectin-342657#3

Patients taking any of these medications should discuss with their treating physicians.

(**) Not clear. May increase ivermectin levels
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3. Symptomatic patients at home (I-MASK+ EARLY Treatment Protocol)

3.1 First Line Treatments (in order of priority, not all required)

e |vermectin 0.3- 0.6 mg/kg — one dose daily for 5 days or until recovered. [19,23,77-80,162-177].
Higher doses (0.6 mg/kg) are often required: a) in regions with more aggressive variants, b) if
treatment started on or after 5 days of symptoms or c) in patients in pulmonary phase, d)
extensive CT involvement or e) extensive comorbidities/risk factors (older age, obesity,
diabetes). A dose of 0.3-0.4 mg/kg may be appropriate for the Omicron variant. lvermectin is
best taken with a meal or just following a meal (greater absorption). See drug-drug interactions
above. It should be noted that multiday treatment has been shown to be more clinically
effective than single-day dosing.

e Nitazoxanide (NTZ) 600 mg BID for 5 days was shown to reduce disease progression,
hospitalization and death when used early in outpatients with mild to moderate disease. [178]
The combination of NTZ and ivermectin has been shown to reduce viral clearance and symptom
progression in outpatients with COVID-19. [179,180] NTZ is an oral antiparasitic drug having
activity against many protozoa and helminths and — similar to ivermectin — has been shown to
have antiviral and immune-modulatory effects. [181,182] Like ivermectin, NTZ has broad
spectrum antiviral activity that includes SARS-CoV-2. [182-185] Furthermore, as NTZ and
ivermectin have differing modes of action, it is likely that these two drugs have synergistic
antiviral and anti-inflammatory effects.[180,183,186] NTZ should therefore be considered as an
alternative to ivermectin, or as part of a multi-drug combination that includes ivermectin. It
should be noted that while NTZ is relatively cheap in most of the world it is very expensive in the
USA.

e Oropharyngeal sanitization (see figure 7b and c). [187] Inhaled steam supplemented with
antimicrobial essential oils (e.g VapoRub™ inhalations) has been demonstrated to have virucidal
activity. [188] Antiseptic-antimicrobial mouthwashes (chlorhexidine, povidone-iodine,
cetylpyridinium chloride and the combination of eucalyptus, menthol and thymol [Listerine™])
have been shown to inhibit SARS-CoV-2 replication and to reduce viral load in research
studies. [189-196] A mouthwash containing cetylpyridinium chloride (CPC) has broad
antimicrobial properties and has been shown to be effective in controlling gingivitis and gingival
plague. [196-198] An in-vitro study demonstrated that CPC was highly viricidal against a human
coronavirus. [199] In a primary prophylaxis study, a povidone-iodine throat spray administered
three times daily proved to be highly effective in reducing the risk of laboratory confirmed SARS-
CoV-2 infection. In patients with symptomatic disease treated at home with a 1% povidone
iodine mouthwash/gargle, together with nasal and eye drops, resulted in a dramatic reduction
in morbidity, hospitalization and death. [200] A nasal spray with 1% povidone-iodine (for
example Immune Mist™) administered 2-3 times per day is recommended in post-exposure
prophylaxis and in symptomatic patients (early phase of COVID-19 infection). [191] Due to low
level systemic absorption, povidone-iodine nasal spray should not be used for longer than 5-7
days in pregnant women. While the use of an iodine-containing mouthwash over a six-month
period was demonstrated to increase serum iodine levels, thyroid function tests remained
unchanged. [201] Oropharyngeal sanitization will likely reduce the viral load in the upper
airways, thereby reducing the risk of symptomatic disease and likely reducing disease severity.
This may be particularly important with the Delta variant, which replicates to achieve viral high
loads in the nasopharynx/oropharynx.

e ASA 325 mg/day (unless contraindicated). ASA has anti-inflammatory, antithrombotic,
immunomodulatory, and antiviral effects. [202-204] Platelet activation plays a major role in
propagating the prothrombotic state associated with COVID-19. [205-207]
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e Melatonin 10 mg at night. [35-41] The slow release/extended-release preparation is preferred
as it minimizes the risk of bad dreams.

e Curcumin (turmeric). Curcumin has antiviral activity against SARS-CoV-2. In addition, this spice
has anti-inflammatory and immune modulating properties. [58-62]

e Nigella Sativa (black cumin) and honey. A randomized placebo-controlled study demonstrated
that the combination of honey and Nigella sativa (HNS) hastened recovery, decreased viral
shedding and reduced mortality in patients with both moderate and severe COVID-19 infection.
(67]

e Kefir and/or Bifidobacterium Probiotics (e.g., Daily Body Restore) together with Prebiotics (e.g.
XOS Prebiotic, Bio Nutrition Pre-Biotic) to normalize the microbiome.

e Vitamin D 3000 - 5000 IU daily (125 mcg) if baseline Vitamin D level is unknown. The optimal
dose of Vitamin D in the acute setting is controversial. [208,209] However, the dosing schedule
as outlined in Table 3 is suggested. [161]

e Vitamin C 500 — 1000 mg BID and Quercetin 250 mg BID (or mixed flavonoid supplement). Due
to the possible drug interaction between quercetin and ivermectin (see above) these drugs
should not be taken simultaneously (i.e., should be staggered morning and night).

e Zinc 75-100 mg/day (elemental zinc).

e Hydroxychloroquine (HCQ) 200 mg BID for 5-10 days. [53-56] HCQ may be taken in place of
ivermectin or together with ivermectin. While ivermectin should be avoided in pregnancy, the
FDA considers HCQ safe in pregnancy. Some 200 peer-reviewed studies (C19Study.com) by
government and independent researchers deem HCQ safe and effective against Coronavirus,
especially when taken prophylactically or when taken in the initial stages of illness along with
zinc and azithromycin. Unfortunately, most of the RCTs that have been conducted to date used
toxic doses of HCQ and/or were given very late in the disease and were clearly designed by the
“captured” agencies to fail. [2] Instead of using the standard treatment dose of 400 mg/day, the
17 WHO studies administered a borderline lethal daily dose starting with 2,400 mg on Day 1 and
using 800 mg/day thereafter. Brazilian prosecutors have accused the authors of one study with
committing homicide by purposefully poisoning and murdering the elderly subjects of their
study. [210]

e In symptomatic patients, monitoring with home pulse oximetry is recommended (due to
asymptomatic hypoxia). The limitations of home pulse oximeters should be recognized, and
validated devices are preferred. [211] Multiple readings should be taken over the course of the
day, and a downward trend should be regarded as ominous. [211] Baseline or ambulatory
desaturation < 94% should prompt hospital admission. [212] The following guidance is
suggested: [211]

o Use the index or middle finger

o Only accept values associated with a strong pulse signal

o Observe readings for 30—-60 seconds to identify the most common value
o Remove nail polish from the finger on which measurements are made

o Warm cold extremities prior to measurement

3.2 Second Line Treatments

e B complex vitamins

e Anti-androgen therapy. Androgens augment SARS-CoV-2 infectivity by promoting the expression
of transmembrane protease (TMPRSS2) that primes the spike viral entry protein. [213] In
addition androgens are pro-inflammatory. [214] Spironolactone is the anti-androgen of choice
(in both men and women). Spironolactone has pleiotropic effects in COVID-19 including anti-
androgen, anti-inflammatory, anti-fibrotic and restores the RAAS (angiotensin 1-7). [215-218]
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The optimal anti-androgenic dose of spironolactone appears to be 100 mg BID. Proxalutamide is
the most potent antiandrogen; this agent has been demonstrated to have remarkable efficacy in
patients with COVID. [219] The 5-alpha reductase inhibitors dutasteride or finasteride are
second line anti-androgen agents (in both men and women). These drugs block the conversion
of testosterone to the biologically more active hormone dihydrotestosterone. Finasteride has a
very short half-life of 6 hours, compared to 5 weeks for dutasteride. [220,221] Both
spironolactone and dutasteride decrease expression of TMPRSS2. [222] Multiple clinical studies
support the notion that androgens exacerbate COVID-19 and that anti-androgen therapy
improves clinical outcomes. The anti-androgens dutasteride, proxalutamide and spironolactone
have been demonstrated to reduce time to viral clearance, improved time to recovery and
reduced hospitalization (outpatients) as well as reduced mortality (hospitalized patients) in both
men and women. [219,223-228] Dutasteride has been used in women with alopecia and
reported to be safe. [229,230] However, this agent MUST be avoided in pregnant women. We
therefore recommend dutasteride 2 mg day 1, followed by 1.0 mg for 10 days.

e Fluvoxamine 50 — 100 mg BID. [231-238] This selective serotonin reuptake inhibitor (SSRI) is
recommended in those patients with more severe symptoms/more advanced disease.
Fluvoxamine is a SSRI that activates sigma-1 receptors decreasing cytokine production.
[231,232] In addition, fluvoxamine reduces serotonin uptake by platelets, reduces histamine
release from mast cells, interferes with lysosomal trafficking of virus and inhibits melatonin
degradation.[239,240] Antidepressant medications (SSRI) deplete platelet serotonin content,
thereby diminishing the release of serotonin following platelet aggregation. [241-243] The use
of antidepressants has be associated with a lower risk of intubation and death in patients
hospitalized with COVID-19. [234,235,244,245] Fluoxetine (Prozac; 20-40mg daily), has activity
against the sigma-1 receptor and is an alternative should fluvoxamine not be available. [246]

e Monoclonal antibodies for early outpatient treatment (within 7 days of symptom onset). In the
REG-COV2 outpatient study, 4057 patients with at least one risk factor for severe COVID were
randomized to a single intravenous infusion of REG-COV2 (a combination of the monoclonal
antibodies casirivimab and imdevimab) or placebo. [247] In this study the median duration of
symptoms prior to enrollment was 3 days. The composite endpoint of hospitalization and death
was reduced by 71% (4.6 % to 1.3%). While not reported in the publication, the mortality rate
was not significantly different between groups!!! [247] The duration of symptoms was 4 days
shorter in the REG-COV2 group. Monoclonal antibodies appear to reduce the risk of
hospitalization in patients with mild to moderate disease if administered within 4 days of
symptoms.[248,249] The timely administration of monoclonal antibodies are recommended in
high-risk individuals, namely, > 65 years, obesity, pregnancy, chronic kidney disease, diabetes
mellitus, immunosuppressed, coronary heart disease, etc. See infusioncenter.org and call 1-877-
332-6585 In USA for eligibility and location. Sotrovimab is a monoclonal antibody that
neutralizes SARS-CoV-2 by targeting an evolutionarily conserved epitope that lies outside the
rapidly evolving receptor binding motif. [250] In vitro, data suggests that Sotrovimab retained
activity against variants of interest and concern (VOC), including the alpha, beta, gamma, delta,
and lambda variants. With the rapid emergence of VOC Sotrovimab may be the preferred
monoclonal antibody.

3.3 Optional treatments and those of uncertain benefit

e Optional: Vascepa (Ethyl eicosapentaenoic acid) 4g daily or Lovaza (EPA/DHA) 4g daily;
alternative DHA/EPA 4g daily. Vascepa and Lovaza tablets must be swallowed and cannot be
crushed, dissolved, or chewed. Omega-3 fatty acids have anti-inflammatory properties and play
an important role in the resolution of inflammation. Omega-3 fatty acids reprogram
macrophages/monocytes from a M1 phenotype to a M2 phenotype.[251-253] As discussed later
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this is critical in the management of COVID-19. In addition, omega-3 fatty acids may have
antiviral properties. [121,254-257]

e Optional: Maraviroc 300 mg BID for 10 days. Maraviroc is a C-C-chemokine 5 receptor blocker
(CCR5). Genomic and proteomic data have demonstrated that the CCR5 axis plays a major role
in the pathophysiology of coronavirus infection, largely by recruiting activated monocytes to the
lung. [258-260] Preliminary data demonstrated that disruption of the CCR5 axis with monoclonal
antibodies was associated with an improved outcomes in patients with COVID-19. [261-263]
Maraviroc is a CCR5 blocker that has been extensively used in patients with HIV, with a good
safety record. [264-266] Clinical data suggests that maraviroc may be useful as an adjunctive
agent in both acute COVID-19 infection and in the long-haul syndrome. However, at this time
there is limited published data on the utility of this drug. Due to the very low risk of
hepatotoxicity monitoring LFT’s are recommended. Price and availability may however be an
issue.

e Optional: Famotidine 40 mg BID (reduce dose in patients with renal dysfunction) [44-50].

e Optional: Interferon-a/p nasal spray, inhalation or s/c injection. [267-271] It should be noted
that Zinc potentiates the effects of interferon. [272,273]

e Unclear benefit. Losartan 50-100 mg q day (reduce to 25-50 mg with impaired renal function) or
telmisartan 40-80 mg BID (reduce to 40 mg g day /BID with impaired renal function). [296-298]
SARS -CoV-2 binds the ACE-2 receptor with internalization of the receptor and decreased ACE-2
activity. This results in increased circulating levels of angiotensin Il with decreased levels of the
vasodilator angiotensin 1-7. Increased angiotensin Il levels have been demonstrated to be
linearly associated with viral load and lung injury.[299] The role of ARBs in patients with COVID-
19 is controversial as clinical studies have produced conflicting results. [274,275] However, it
should be noted that ARBs may act synergistically with statins. [302] ARBs are contraindicated in
pregnancy.

e Unclear benefit: Inhaled corticosteroids (budesonide). Two recent RCTs have demonstrated more
rapid symptomatic improvement in ambulatory patients with COVID-19 treated with inhaled
budesonide, however, with no difference in the rate of hospitalization. [276,277] It should be
noted that both these studies were open label (no placebo in the control arm) and that the
primary end-point was subjective (time to symptom resolution). Corticosteroids downregulate
the expression of interferons (hosts primary antiviral defenses) and downregulate ACE-2
expression (harmful). Furthermore, two population level studies suggest that inhaled
corticosteroids may increase the risk of death in patients with COVID-19. [278,279] In a more
recent RCT, the inhaled corticosteroid Ciclesonide failed to achieve the primary efficacy end
point of reduced time to alleviation of all COVID-19 related symptoms. [280] Based on these
data, the role of inhaled corticosteroids in the early phase of COVID-19 is unclear.

e Unclear benefit (best avoided). Colchicine 0.6mg BID for 3 days then reduce to 0.6mg daily for a
total of 30 days. In the COLCORONA study, colchicine reduced the need for hospitalization (4.5
vs 5.7%) in high risk patients. [281] Colchicine was associated with an increased risk of side
effects, most notably diarrhea and pulmonary embolism. It should be noted that in the
RECOVERY trial colchicine failed to demonstrate a survival benefit in hospitalized patients. Due
to potentially serious drug interactions with ivermectin (and other CYP 3A4 and p-glycoprotein
inhibitors) as well as with statins, [282] together with its marginal benefit ,colchicine is best
avoided.

e Not recommended: Systemic corticosteroids. In the early symptomatic (viral replicative phase),
corticosteroids may increase viral replication and disease severity. [283]

e Not recommended: Prophylactic azithromycin, as well as doxycycline, or quinolone antibiotics
are of little benefit in patients with COVID-19. [284-286]
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7a. i-MASK Early treatment protocol

EARLY TREATMENT PROTOCOL" (for pelta variant)

1. Firstline aAgents (use any or all medicines; listed in order of priority/importance)

ANTI-VIRALS

Ivermectin?
0.4-0.6 mg/kg per dose (take with or after a meal) — one dose daily, take for 5 days or until recovered.

Use upper dose if: 1) in regions with aggressive variants (e.g. Delta); 2) treatment started on or after
day 5 of symptoms or in pulmonary phase; or 3) multiple comorbidities/risk factors.

and/or Nitazoxanide
500 mg 2 x daily for 5 days after meals. Combine with ivermectin (preferred) or substitute if ivermectin
is not available. (Nitazoxanide is often unavailable or high-priced in the USA.)

ANTI-SEPTIC ANTI-VIRALS

Antiviral mouthwash: Gargle 3 x daily (do not swallow; must contain chlorhexidine, povidone-iodine,
or cetylpyridinium chloride). lodine nasal spray/drops: Use |1% povidone-iodine commercial product
as per instructions 2—3 x daily. If 1%-product not available, must first dilute the more widely available
10%-solution® and apply 4-5 drops to each nostril every 4 hours. (No more than 5 days in pregnancy.)

ANTI-COAGULANTS / IMMUNE FORTIFYING SYNERGISTIC THERAPIES

Aspirin 325 mg daily (unless contraindicated) Quercetin  250mg 2 x daily
Vitamin D Vitamin D3 5,000 U daily. Zinc lﬂﬂmg,’day_
See dosing Table 3 (elemental zinc)

. Vitamin C  500-1,000 mg 2 x daily
Melatonin 10mg before bedtime (causes drowsiness)

NUTRITIONAL THERAPEUTICS IS EREVIE PULSE OXIMETER

Curcumin (turmeric) 500 mg 2 x daily Monitoring of oxygen saturation
Nigella Sativa (black cumin seed) 80mg/kg daily is recommended
Honey 1gram/kg daily (for instructions see page 3)
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Figure 7b. Naso-oropharyngeal sanitization

Figure 7c. Commercial products available for Naso-oropharyngeal sanitization
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4. Mildly Symptomatic patients (on floor/ward in hospital).
4.1 First Line Therapies (in order of priority)

e ltisimportant to note that ivermectin, LMWH and corticosteroids form the foundation of care
for the hospitalized patient. Multiple RCTs have demonstrated that these drugs reduce the
mortality of patients hospitalized with COVID-19 (See independent meta-analysis Figure 8).

e |lvermectin 0.4 — 0.6 mg/kg daily for 5 days or until recovered. A higher dose may be required in
patients with more severe disease and in those in whom treatment is delayed. [19,23,77-
80,162-171,173,175-177]. While ivermectin retains full efficacy against the variants (as best we
know), the Delta variant results in very high viral loads and may take longer to eradicate.
Ivermectin is best taken with a meal or just following a meal (greater absorption). It should be
noted that ivermectin has potent anti-inflammatory properties apart from its antiviral
properties.[287-290] Preliminary data suggest that lvermectin in a dose of 0.3-0.4 mg/kg is
highly effective against the Omicron variant; however, in keeping with the general treatment
principles, early treatment is preferred. See drug-drug interactions above.

e Nitazoxanide (NTZ) 600 mg BID for 7 days.[291] NTZ should therefore considered as an
alternative to ivermectin, or as part of a multi-drug combination that includes ivermectin. It
should be noted that while NTZ is relatively cheap in most of the world it is very expensive in the
USA.

e Methylprednisolone 80 mg bolus followed by 40 mg q 12 hourly (alternative: 80 mg bolus
followed by 80 mg/240 ml normal saline IV infusion at 10 ml/hr); increase to 80 mg and then
125 mg q 12 hourly in patients with progressive symptoms and increasing CRP. There is now
overwhelming and irrefutable evidence that corticosteroids reduce the risk of death in patients
with the pulmonary phase of COVID-19 i.e., those requiring supplemental oxygen or higher
levels of support. [292-304] We believe that the use of low-fixed dose dexamethasone is
inappropriate for the treatment of the pulmonary phase of COVID-19. The role of inhaled
corticosteroids (budesonide) is unclear and appears to be rather limited (as reviewed above).
While 1) methylprednisolone is the corticosteroid of choice (see below) in those
regions/counties where it is not available the following (in order of preference) may be
substituted for methylprednisolone (dose adjusted according to methylprednisolone dosages),
2) prednisolone, 3) prednisone, 4) hydrocortisone, and 5) LASTLY dexamethasone.

e Enoxaparin 1mg/kg 12 hourly (see dosage adjustments and Xa monitoring below). The ATTACC,
ACTIV-4a & REMAP-CAP trials demonstrated a significant reduction of the primary end point
(composite of organ support days and hospital mortality) regardless of D-Dimer levels.[305]

e Vitamin C 500-1000 mg q 6 hourly and Quercetin 250-500 mg BID (if available)

e Zinc 75-100 mg/day (elemental zinc)

e Melatonin 10 mg at night . [35-41]

e Anti-androgen therapy (both men and women). Spironolactone 100 mg BID for 10 days. Second
line anti-androgen: Dutasteride 2 mg day 1, followed by 1.0 mg for 10 days. AVOID IN
PREGNANCY. [219,223,224]

e Fluvoxamine 50 -100 mg BID. Fluoxetine 20-40mg daily is an alternative.

4.2 Second Line and optional treatments
e Vitamin D. The optimal dose and vitamin D formulation for the treatment of acute disease is
highly controversial. Vitamin D3 takes many days to be converted to 25-OH vitamin D; [306] this

may explain the lack of benefit of vitamin D3 in patients hospitalized with severe COVID-
19.[105] Vitamin D stores are best repleted in the weeks to months before patients contract
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COVID-19. Nevertheless, for patients hospitalized with COVID-19 the dosing scheme as listed in
table 3 is suggested.

e ASA 325 mg (if not contraindicated). Moderate-severe COVID infection results in profound
platelet activation contributing to the pro-thrombotic state and increasing the inflammatory
response. [206,207,307,308]

e B complex vitamins

e Atorvastatin 40-80 mg/day (reduce dose to 40 mg if taken with ivermectin due to possible drug-
drug interaction). Statins have pleiotropic anti-inflammatory, immunomodulatory, antibacterial,
and antiviral effects. Statins reprogram macrophages/monocytes from a M1 phenotype to a M2
phenotype. [309,310] As discussed later, this is critical in the management of COVID-19. In
addition, statins decrease expression of PAI-1. Simvastatin has been demonstrated to reduce
mortality in the hyper-inflammatory ARDS phenotype. [311] Preliminary data suggests
atorvastatin may improve outcome in patients with COVID-19. [312-316] Due to numerous drug-
drug interactions (including ivermectin) simvastatin should be avoided.

e Optional: Maraviroc 300 mg BID for 10 days (see above and section on Long-Covid).

e Optional: Famotidine 40 mg BID (20-40 mg/day in renal impairment). [44-50] Famotidine may
be useful for its protective effect on gastric mucosa, its anti-viral properties and histamine
blocking properties.

e Optional: JAK inhibitors ruxolitinib or baricitinib. JAK inhibitors target JAK1, JAK2, JAK3, and
whose inhibition downregulates the JAK/STAT signaling pathway decreasing cytokine
concentrations. [317] These drugs have been shown to decrease the use of mechanical
ventilation and the risk of death. [318,319] In these studies low doses of corticosteroids were
used. The role of JAK inhibitors with appropriate corticosteroid dosing is unclear

e Optional: The anti-serotonin agent, cyproheptadine 4—8 mg PO q 6 hour should be considered in
patients with more severe disease. [320,321] Patients with COVID-19 have increased circulating
levels of serotonin likely the result of increased platelet activation and decreased removal by the
pulmonary circulation due to an extensive microcirculatory vasculopathy. [320,322-324]
Increased circulating serotonin is associated with pulmonary, renal and cerebral
vasoconstriction, and may partly explain the V/Q mismatch and reduced renal blood flow noted
in patients with severe COVID-19 infection. [325-328] Furthermore, serotonin itself enhances
platelet aggregation creating a propagating immuno-thrombotic cycle.[329] In addition,
serotonin receptor blockade may reduce progression to pulmonary fibrosis. [330]

e Optional: Vascepa (Ethyl eicosapentaenoic acid) 4g daily or Lovaza (EPA/DHA) 4g daily;
alternative DHA/EPA 4g daily. [331] Vascepa and Lovaza tablets must be swallowed and cannot
be crushed, dissolved, or chewed

e Not recommended: Remdesivir. The recently published SOLIDARITY trial demonstrated no
mortality benefit of this agent in the entire treatment cohort or any subgroup. [332] The VA
study showed no mortality benefit with Remdesivir and a longer length of hospital stay. [333]
Most recently, the DisCoVeRy trial reported no outcome benefit from remdesivir. [334] A meta-
analysis of the six published RCTS demonstrate no mortality reduction with Remdesivir;
interestingly enough, the independent studies demonstrate a trend to harm while the two
studies conducted by Gilead demonstrate a mortality benefit. (See figure 9).

e Not recommended: Azithromycin, doxycycline, or quinolone antibiotics. [172,173]

e Not recommended: Colchicine. Recruitment to the colchicine arm of the RECOVERY trial has
been closed as no mortality benefit was noted with colchicine (Mortality 20% colchicine, 19%
standard of care). In addition, potentially serious drug-drug interactions exist with the use of
colchicine and CYP 3A4 and p-glycoprotein inhibitors (ivermectin, macrolide antibiotics,
cyclosporin, etc) as well as with the use of statins. [282]
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N/C 2L/min if required (max 4 L/min; consider early t/f to ICU for escalation of care).
Avoid Nebulization and Respiratory treatments. Use “Spinhaler” or MDI and spacer if required.

T/f EARLY to the ICU for increasing respiratory signs/symptoms, increasing oxygen requirements and

arterial desaturation.

Figure 8. lIvermectin real-time meta-analysis of 71 studies (from ivmeta.com).
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Figure 9. Meta-analysis of the Remdesivir RCTs grouped by independent studies
(1) and those done by Gilead™ (P)
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5. MATH+ PROTOCOL (for patients admitted to the ICU) [335,336]

5.1 Core Components

1.

Methylprednisolone 80 mg loading dose followed by 40 mg g 12 hourly for at least 7 days and
until transferred out of ICU. In patients with an increasing CRP or worsening clinical status
increase the dose to 80 mg q 6 hourly, then titrate down as appropriate. [292-304] Pulse
methylprednisolone 500-1000 mg/day for 3 days (followed by taper) may be required. [302] We
suggest that all patients admitted to the ICU have a chest CT scan on admission to allow risk
stratification based on the extent of the disease; those with extensive disease should be initiated
on high dose corticosteroids (see section below on severe COVID). As depicted in Table 2,
methylprednisolone is the corticosteroid of choice. Observational and randomized studies have
clearly demonstrated the superiority of methylprednisolone over low dose dexamethasone.
[337,338] These clinical findings are supported by a genomic study.[204] Methylprednisolone
should be weaned slowly over two weeks once oxygen is discontinued to prevent
relapse/recurrence (20mg twice daily once of oxygen, then 20 mg/day for 5 days, then 10 mg/day
for 5 days). While 1) methylprednisolone is the corticosteroid of choice (see below) in those
regions/countries where it is not available the following (in order of preference) may be
substituted for methylprednisolone (dose adjusted according to methylprednisolone dosages), 2)
prednisolone, 3) prednisone, 4) hydrocortisone, and 5) LASTLY dexamethasone.

Ascorbic acid (Vitamin C) 50 mg/kg (or 3000 mg) IV g 6 hourly for at least 7 days and/or until
transferred out of ICU. [116,125,126,339-349]. Mega-dose vitamin C should be considered in
severely ill patients, those with progressive respiratory failure and as salvage therapy: 25 g
vitamin C in 200-500 cc saline over 4-6 hours every 12 hourly for 3-5 days, then 3g IV q 6 hourly
for total of 7-10 days of treatment [350] (also see https://www.youtube.com/watch?v=Au-
mMp6RZjCQ). Mega-dose Vitamin C appears safe in patients with ARF and ESRD. In patients with
CRF a dose of 12.5 g g 12 hourly may be an adequate compromise. [351] In the study by
Lankadeva et al, mega-dose vitamin C increased renal cortical blood flow and renal cortical pO2;
oxalate crystals were not detected.[ 350] Note caution with POC glucose testing (see below). Oral
absorption is limited by saturable transport proteins and it is difficult to achieve adequate levels
with PO administration. However, should IV Vitamin C not be available, it would be acceptable to
administer PO vitamin C at a dose of 1g every 4—6 hours.

Anticoagulation: The ATTACC, ACTIV-4a & REMAP-CAP trials demonstrated a marginally increased
mortality in ICU patients treated with full anti-coagulation (35.3% vs. 32.6%).[305] Critically ill
COVID-19 patients frequently have impaired renal and it is likely that in the absence of Xa
monitoring patients were over-anticoagulated. However, full anti-coagulation should be
continued on floor patients transitioned to the ICU who have normal renal function. In all other
patients we would suggest intermediate dose enoxaparin i.e 60 mg/day (enhanced
thromboprophylaxis) or 0.5 mg/kg q 12 hourly.[352] Full anticoagulation (enoxaparin or heparin)
may be required in patients with increasing D-dimer or with thrombotic complications. Due to
augmented renal clearance some patients may have reduced anti-Xa activity despite standard
dosages of LMWH.[236] We therefore recommend monitoring anti-Xa activity aiming for an anti-
Xa activity of 0.5 — 0.9 IU/ml. Heparin is suggested with CrCl < 15 ml/min. It should also be
appreciated that vitamin C is a prerequisite for the synthesis of collagen and vitamin C deficiency
is classically associated with vascular bleeding.[125,126] This is relevant to COVID-19, as vitamin C
levels are undetectable in severely ill COVID-19 patients and this may partly explain the increased
risks of anticoagulation in ICU patients (not treated with vitamin C). [353-355] The use of the
novel oral anticoagulants (NOAC/DOAC) is not recommended. [356]
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Note: A falling Sa02 and the requirement for supplemental oxygen should be a trigger to start

anti-inflammatory treatment.

Note: Early termination of ascorbic acid and corticosteroids will likely result in a rebound effect with

clinical deterioration.

5.2 Additional Treatment Components

4,

10.

11.

Highly recommended: Ivermectin 0.6 — 0.8 mg/kg day orally for 5 days or until recovered [23,77-
79,162,165-172,287-289,357-363]. A higher dose (up to 1.0 mg/kg) is suggested in patients with
severe disease and/or those with delayed initiation of therapy. Note that ivermectin has potent
antiviral and anti-inflammatory effects. As noted above clinical outcomes are superior with multiday
as opposed to single day dosing. Furthermore, as indicated above, higher dosages and a longer
treatment course are suggested with the Delta variant.

Nitazoxanide (NTZ) 600 mg BID for 7 days.[291] NTZ should therefore considered as an alternative to
ivermectin, or as part of a multi-drug combination that includes ivermectin. It should be noted that
while NTZ is relatively cheap in most of the world it is very expensive in the USA???

Melatonin 10 mg at night.[36-38]

Thiamine 200 mg IV g 12 hourly for 3-5 days then 200mg daily [364-369] Thiamine may play a role in
dampening the cytokine storm. [365,370]

ASA 325 mg. COVID infection results in profound platelet activation contributing to the severe pro-
thrombotic state and increasing the inflammatory response.[206,207,307,308] As the risk of
significant bleeding is increased in patients receiving both ASA and heparin, ASA should therefore
not be used in patients at high risk of bleeding. In addition (as noted below) patients should receive
famotidine concurrently.

The anti-serotonin agent, cyproheptadine. Platelet activation results in the release of serotonin,
which may contribute to the immune and vascular dysfunction associated with COVID-19. [215-219]
Therefore, the serotonin receptor blocker cyproheptadine 4-8 mg PO q 6 hours should be
considered.

Anti-androgen therapy (both men and women). Spironolactone 100 mg BID for 10 days. Second line:
Dutasteride 2 mg day 1, followed by 1.0 mg for 10 days. Finasteride 10 mg is an alternative
(dutasteride cannot be crushed).[221] [371] AVOID IN PREGNANCY. [219,224] Bicalutamide 150
mg daily is also an option.

Fluvoxamine 50 -100 mg BID. Fluoxetine 20-40 mg daily is an alternative.

5.3 Second line treatments

12.
13.
14.

15.

16.

B complex vitamins.

Vitamin D3. Dosing as suggested in Table 3.

Vascepa (Ethyl eicosapentaenoic acid) 4g daily or Lovaza (EPA/DHA) 4g daily; alternative DHA/EPA
4g daily. Vascepa and Lovaza tablets must be swallowed and cannot be crushed, dissolved, or
chewed.

Atorvastatin 40- 80 mg/day (reduce dose to 40 mg if taken with ivermectin due to possible drug-
drug interaction. Preliminary data suggests atorvastatin may improve outcome in patients with
COVID-19.[238-242] Due to numerous drug-drug interactions simvastatin should be avoided.
Magnesium: 2 g stat IV. Keep Mg between 2.0 and 2.2 mmol/I. [158] Prevent hypomagnesemia
(which increases the cytokine storm and prolongs Qtc). [372-374]
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5.4 Optional Treatments and those of uncertain benefit

17.
18.
19.

20.

21.

22.

23.

24.
25.

26.

27.

28.

29.

Optional: Famotidine 40 mg BID (20-40 mg/day in renal impairment). [44-50].

Optional: JAK inhibitors ruxolitinib or baricitinib.

Unclear benefit. Losartan 50- 100 mg q day (reduce to 25 -50 mg with impaired renal function) or
telmisartan 40-80 mg BID (reduce to 40 mg q day /BID with impaired renal function). [275,375,376]
Unclear benefit. Maraviroc 300 mg BID for 10 days. Maraviroc is a CCR5 antagonist. [263] CCR5 is a
chemokine that activates macrophages/monocytes and whose circulating levels are significantly
increased in COVID-19.[260,377] Blocking the CCR5 receptor (CCR5R) repolarizes
macrophages/monocytes and decreases the production of proinflammatory cytokines (see section
on repolarizing macrophages/monocytes and section on Long-Covid).

Not recommended: The best information to date suggests that prophylactic azithromycin as well as
doxycycline and quinolone antibiotics are of little benefit in patients with COVID-19.[284,378,379]
Patients with COVID-19 are at an increased risk of developing bacterial superinfections and
prophylactic antibiotics may increase the risk of infection with multi-resistant organisms.

Not recommended: Remdesivir. This drug has no benefit at this stage of the disease.

Not recommended. Convalescent serum [380-385] nor monoclonal antibodies. [386] However,
convalescent serum/ monoclonal antibodies may have a role in patients with hematologic
malignancies.[387]

Not recommended. Colchicine (see above).

Not recommended. Tocilizumab. Five RCTS have now failed to demonstrate a clinical benefit from
tocilizumab. [388-392] Considering the effect of IL-6 inhibitors on the profile of dysregulated
inflammatory mediators this finding is not surprising. [393] Tocilizumab may have of benefit in
patients receiving an inadequate dose of corticosteroids.[394] In patients who receive an adequate
therapeutic dose of corticosteroid the role of this drug appears limited.

Broad-spectrum antibiotics added if complicating bacterial pneumonia is suspected based on
procalcitonin levels and respiratory culture (no bronchoscopy). Due to the paradox of hyper-
inflammation and immune suppression (a major decrease of HLA-DR on CD14 monocytes, T cell
dysfunction and decreased CD4 and CD8 counts) secondary bacterial and fungal infections (Candida
and Aspergillus species) and viral reactivation is not uncommon. [395-397] Patients with non-
resolving fever, increasing WBC count and progressive pulmonary infiltrates should be screened for
COVID-19-associated pulmonary aspergillosis (CAPA). [398] Recommended first-line therapy for
CAPA is either voriconazole or isavuconazole (beware drug-drug interactions). While low CD4 counts
are typical of severe COVID-19 infection, PJP infections have not been reported; therefore PJP
prophylaxis is not required.

Maintain EUVOLEMIA (this is not non-cardiogenic pulmonary edema). Due to the prolonged
“symptomatic phase” with flu-like symptoms (6—8 days) patients may be volume depleted. Cautious
rehydration with 500 ml boluses of Lactate Ringers may be warranted, ideally guided by non-
invasive hemodynamic monitoring. Diuretics should be avoided unless the patient has obvious
intravascular volume overload. Avoid hypovolemia.

Early norepinephrine for hypotension. It should however be appreciated that despite the cytokine
storm, vasodilatory shock is distinctly uncommon in uncomplicated COVID-19 (when not
complicated by bacterial sepsis). This appears to be due to the fact that TNF-a which is “necessary”
for vasodilatory shock is only minimally elevated.

Escalation of respiratory support (steps); Try to avoid intubation if at all possible. Intubation is
indicated in patients who have failed non-invasive ventilation and in those patients with excessive
work of breathing. A subgroup of patients with COVID-19 deteriorates very rapidly. Intubation and
mechanical ventilation may be required in these patients.
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a. Accept “permissive hypoxemia” (keep O2 Saturation > 84%); follow venous lactate and

Central Venous O; saturations (ScvO,) in patents with low arterial O, saturations

N/C 1-6 L/min

High Flow Nasal canula (HFNC) up to 60—80 L/min [399]

Trial of inhaled Flolan (epoprostenol)

Attempt proning (cooperative repositioning-proning) [400-403]

Intubation ... by Expert intubator; Rapid sequence. No Bagging; Full PPE.

Crash/emergency intubations should be avoided.

g. Volume protective ventilation; Lowest driving pressure and lowest PEEP as possible.
Keep driving pressures < 15 cm H,0.

h. Moderate sedation to prevent self-extubation

i. Trial of inhaled Flolan (epoprostenol)

j. Prone positioning.

~0oo0oT

There is widespread concern that using HFNC could increase the risk of viral transmission. There is
however, no evidence to support this fear.[404,405] HFNC is a better option for the patient and the
health care system than intubation and mechanical ventilation. HFNC is preferred over conventional

oxygen therapy. [399] Intermittent CPAP/BiPAP may be used in select patients, notably those with COPD
exacerbation or heart failure.

Figure 10. “Typical” progression of Chest CT findings.
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Table 5: Comparison of Methylprednisolone, Dexamethasone and
Hydrocortisone - Number Need to Treat (NNT)

PUBLISHED RCT’s/OCT’s OF CORTICOSTEROID ABSOLUTE

DIFFERENCE IN

NUMBER NEEDED
TO TREATTO SAVE

THERAPY IN COVID-19 MORTALITY

METHYLPREDNISONE — HOSPITAL PATIENTS (Edalatifard et al, Italy)

0 0
250mg methylprednisone daily x 3 days 5.9% vs. 42.9%
METHYLPREDNIS(')NE — IC'U PATIENTS (:Confalonieri et al, ltal}-') 7.9% vs. 23.3%
80mg methylprednisone daily x 8 days
METHYLPREDNISONE- ARDS PATIENTS (OCT - Wu C et al- China
" ( u € etal- China) 46.0% vs. 61.8%
1-2 mg/kg/day for 3-5 days
METHLPREDNISONE — HOSPITAL PATIENTS, (OCT - Fadel et al, USA

> ( adel et al, USA) 13.6% vs. 26.3%
0.5-1.0mg/kg/day x 3 days
METHYLPREDNISONE - Pts on oxygen — (Fernandez—Cruz atal, Spa.in) 13.9% vs. 23.9%
1lmg/kg/day
METHYLPREDNISONE VS. DEXAMETHASONE (Ranjbar et al, Iran) o o
2mg/kg/day MP vs. 6mg/day Dexamethasone 18.6% vs 37.5%
METHYLPREDNISONEVS. DEXAMETHASONE OVERALL 16.4% vs. 26.5%
(OCT - Ko et al, USC) >= Img/kg/day MP for min. 3
days vs. 6mg/day Dex for min. 7 days PTS ON MV 31% vs. 54%
HYDROCORTISONE -CAPE-COVID — ICU Patients (Dequin et al France) 14.7% s 27.4%

200mg/day with taper over 14 days —stopped early
HYDROCORTISONE - REMAP-CAP — ICU Patients (Angus et al)
200 - 400 mg/day x 7 days — stopped early

DEXAMETHASONE — CODEX — ICU Patients

28% vs 33% (NS)

0 0
20 mg x 5 "_1(1}'5, 10 mg x 5 da}'s 36.3% vs 61.5%
PTS ON OXYGEN .39 . 26.2%
DEXAMATHASONE — RECO VERY ( H<:11'nsb}' et al) B ONE B T
6mg/day x 10 days
mg/day x 2 PTS ON MV 29.3% vs. 41.4%
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6. An approach to the patient with SEVERE life threatening COVID-19 Organizing
Pneumonia

The first task of the clinician is to determine the reversibility of the pulmonary disease. This is a critical
assessment. Aggressive anti-inflammatory treatment is futile in patients with advanced fibrotic lung
disease. The horse has already bolted and allowing the patient a “peaceful death” is the most
compassionate and humane approach. The reversibility of the pulmonary disease is dependent on a
number of factors superseded by a good deal of clinical judgement; these include:

a) The length of time that has elapsed since the onset of symptoms. Early aggressive
treatment is critical to prevent disease progression. With each day the disease becomes
more difficult to reverse. The ‘traditional’ approach of supportive care alone is simply
unacceptable.

b) The level of inflammatory biomarkers particularly the CRP. In general the CRP tracks the
level of pulmonary inflammation. [406] A high CRP is indicative of a hyper-inflammatory
state and potentially reversible pulmonary inflammation.

c) Itislikely that advanced age is a moderating factor making the pulmonary disease less
reversible.

d) A chest CTis extremely helpful in determining the reversibility of disease. BEWARE this
is not ARDS but organizing pneumonia. [407] The extent of the pulmonary involvement
may be determined qualitatively or preferably quantitatively (see Figure 10). [406,408-
414] The Ichikado CT Score is a useful quantitative score to evaluate the extent of lung
involvement with COVID-19.[415,416] The changes in the CT follow a stereotypic
progressive pattern:

l. Peripheral, patchy, predominantly basal ground glass opacification (GGO). GGO
is defined an increase in density of lung with visualization of bronchial and
vascular structures through it

Il. Progressive widespread bilateral GGO

I.  Crazy-paving (CGO with interlobular and intralobular septal thickening)

Il. Air space consolidation (air bronchograms)

M. Dense airspace consolidation
IV.  Coalescent consolidation
V.  Segmental/subsegmental pulmonary vessel dilatation

VL. Bronchial wall thickening
VII. Linear opacities
VIII. Traction bronchiectasis

IX. Cavitation
X. Fibrotic changes with bullae and reticulation

GGO pattern is significantly more prevalent in early-phase disease compared with late-phase disease
while crazy-paving and consolidation patterns are significantly more common in late-phase. [406]
Therefore widespread GGO suggests reversibility while widespread consolidation with other features of
more advanced disease suggest irreversible lung disease. However, when in doubt (borderline cases) a
time limited therapeutic trial of the aggressive “Full Monty” approach may be warranted.
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7. The “FULL MONTY” for SEVERE COVID Pulmonary disease

VI.
VII.
VIII.
IX.

X.
XI.
XIl.
X,
XIV.

Methylprednisolone 250-500 mg g 12 hourly for at least 3 days then titrate guided by clinical
status and CRP.

Ivermectin 1.0 mg/kg for 5 days

Melatonin 10 mg PO at night

Enoxaparin 60 mg daily; critically ill patients usually have some degree of renal impairment and
will require a renally adjusted lower dose. Patients with very high D-dimer and or thrombotic
complications may require full anticoagulant doses of Lovenox. It may be prudent to monitor Xa
levels aiming for 0.4-0.8 IU/ml (a somewhat lower anti-Xa).

Vitamin C 3 g 6 hourly to 25g q 12 hourly

Cyproheptadine 4-8 mg PO q 6 hourly

Fluvoxamine 50- 100 mg BID or fluoxetine 20-40mg daily

Spironolactone 100 mg BID

Atorvastatin 80 mg/day (reduce dose to 40mg if taken with ivermectin due to possible drug-drug
interaction)

Thiamine 200 mg g 12 hourly

Finasteride 10 mg daily or dutasteride 2mg day 1 then 1mg daily or bicalutamide 150mg daily
Omega-3 fatty acids 4g/day

Famotidine 40 mg BID

Consider plasma exchange on admission to the ICU.

While it is unclear which of the above medications included in the “Severe Covid-19” cocktail
contributes to improved outcomes, all of these drugs have been shown to be safe and independently to

improve the outcome of patients with COVID-19. Ultimately it is irrelevant as to the contribution of each

element as long as the patient improves and survives his/her ICU stay. We are in the midst of a

pandemic caused by a virus causing devastating lung disease, and there is no place for “ivory tower

medicine.”

Page 35 of 68 | FLCCC Alliance — COVID-19 Management Protocol 01-01-2022 Version 65



8. Salvage Treatments

High dose bolus corticosteroids; 500-1000 mg/day methylprednisolone for 3 days then taper.
[300,302]

Plasma exchange [417-423]. Should be considered in patients with progressive oxygenation
failure despite corticosteroid therapy as well as in patients with severe MAS. Patients may
require up to 5 exchanges. FFP is required for the exchange; giving back “good humors” appears
to be more important than taking out “bad humors”.

Mega-dose vitamin C should be considered in severely ill patients and as salvage therapy: 25g
vitamin C in 200-500 cc saline over 4-6 hours, 12 hourly for 3-5 days, then 3g IV q 6 hourly for
total of 7-10 days of treatment.[350,351] (also see https://www.youtube.com/watch?v=Au-
mp6RZjCQ)

In patients with a large dead-space ventilation i.e. high PaCO, despite adequate minute
ventilation consider “Half-dose rTPA” to improve pulmonary microvascular blood flow; 25mg of
tPA over 2 hours followed by a 25mg tPA infusion administered over the subsequent 22 hours,
with a dose not to exceed 0.9 mg/kg followed by full anticoagulation.[424,425]

Combination inhaled nitric oxide (or epoprostenol) and intravenous almitrine (10— 16
ug/kg/min). The combination of inhaled nitric oxide, a selective pulmonary vasodilator, and
almitrine, a specific pulmonary vasoconstrictor, may improve the severe V/Q mismatch in
patients with severe COVID-19 “pneumonia”. [426-429]

ECMO [430-432]. Unlike “typical ARDS”, COVID-19 patients may not progress into a resolution
phase. Rather, patients with COVID-19 with unresolved inflammation may progress to a severe
fibro-proliferative phase and ventilator dependency. ECMO in these patients would likely serve
little purpose. ECMO however may improve survival in patients with severe single organ failure
(lung) if initiated within 7 days of intubation. [433]

Lung transplantation. [434]

9. Salvage treatments of unproven/no benefit.

*

Convalescent serum/monoclonal antibodies: Four RCT’s failed to demonstrate a clinical benefit
with the use of convalescent serum. [380-382,384,385] Eli Lilly suspended the ACTIV-33 clinical
trial as their monoclonal antibody failed to demonstrate a clinical benefit in hospitalized
patients.[435] It is noteworthy that the only RCT demonstrating efficacy of convalescent plasma
for an infectious disease was conducted more than 40 years ago, for treating Argentine
hemorrhagic fever. [211] Furthermore, giving antibodies directed against SARS-CoV-2 appears
pointless when the virus is already DEAD (pulmonary phase). In addition, 1gG is a large protein
which penetrates tissues poorly, and is unlikely to achieve submucosal concentrations required
for mucosal immunity.[436] And lastly, COVID-19 pulmonary disease is immune mediated, and it
would therefore appear paradoxical to enhance the antibody response with convalescent
serum. [437]

In patients hospitalized with severe COVID-19, Canakinumab, an anti-interleukin-1 3 antibody
failed to improve any outcome measure. [438]

In patients with progressive fibrosis the combination of anti-fibrotic therapy with corticosteroids
should be considered. [439-442] It should however be recognized that unlike all the medications
in the MATH+ protocol, pirfenidone and nintedanib have complex side-effects and drug
interactions and should be prescribed by pulmonary physicians who have experience with these
drugs.

CVVH/D with cytokine absorbing/filtering filters [443,444] This treatment strategy appears to
have an extremely limited role.
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10. Treatment of Macrophage Activation Syndrome (MAS)

e Severe-COVID pneumonia/organizing pneumonia is in essence caused by the “pulmonary
macrophage activation syndrome” and the distinction between severe COVID and MAS is
unclear (see below). [7,407,445,446]

e Aferritin > 4400 ng/ml is considered diagnostic of MAS. Other diagnostic features include
increasing AST/ALT and CRP and progressive multisystem organ failure.[447]

e “High dose corticosteroids.” Methylprednisolone 500-1000 mg daily for three days and then
wean according to Ferritin, CRP, AST/ALT. Ferritin should decrease by at least 15% before
weaning corticosteroids.

e Consider plasma exchange.

11. Approach to the DELTA/P1 Variant

e Both the Delta and P1 variants are highly virulent strains of SARS-COv-2. These variants replicate
to achieve very high concentrations in the nasopharynx; hence they are much more
transmissible and the time from exposure to symptom onset and to the pulmonary phase is
much shorter. It is not uncommon for patients to be symptomatic for as little as 3 days prior to
ICU admission.

e Early (day 1) outpatient treatment (MASK +) is critical to prevent progression to the more lethal
pulmonary phase.

e ICU patients frequently present with very high levels of inflammatory markers (CRP, Ferritin, D-
Dimer)

e The ‘Full Monty” should be started on the first ICU Day.

e In those patients with very high inflammatory markers plasma exchange should be considered
on admission.

12. Approach to the Omicron Variant

Omicron, the SARS-CoV-2 variant responsible for a cluster of cases in South Africa and that is now
spreading around the world, is the most heavily mutated variant to emerge so far and carries mutations
similar to changes seen in previous variants of concern associated with enhanced transmissibility and
partial resistance to vaccine induced immunity. [448,449] In South Africa, Omicron has completely
displaced the Delta variant, with Omicron being the major variant. [449,450] In total, the variant’s
genome has around 50 mutations, including more than 30 in the spike protein. One of the omicron
variant’s mutations leads to “S gene target failure” (or “S gene dropout”), meaning that one of several
areas of the gene that are targeted by PCR testing gives a false negative. Omicron is highly infectious,
spreading rapidly among communities with neutralizing antibodies against SARS-CoV-2 acquired by
natural infection or vaccination appearing to have limited protection. [448,451,452] In a case series of
785 cases from Denmark, 76% of patients were fully vaccinated. [453] Despite the apparent lack of
efficacy of vaccination and monoclonal antibodies, antivirals directed at SARS-CoV-2 remain effective.
[454] A high infectivity rate has been reported in large group gatherings. [453] While Omicron is highly
infectious, it appears to cause much milder disease. Anosmia and ageusia are uncommon, which may
distinguish Omicron from previous variants. Furthermore, Omicron appears less likely to cause
pulmonary disease; this may be related to altered ACE-2 binding to pulmonary alveolar cells. [455]
Nevertheless, the elderly and those with significant comorbidities may suffer severe disease.

At this time the prevention and early treatment for Omicron should not differ from that of the previous
variants, i.e., the I-MASK+ protocol should be followed. Early treatment is critical to limit spread of the
virus, and as this variant is highly infectious prophylaxis of close contacts is important. Those infected
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with omicron should be quarantined for up to 5 days. The optimal dose of ivermectin for early
treatment is unclear, however, it is likely that a lower dose may suffice i.e. 0.3- 0.4 mg/kg. It is likely
that the early treatment of Omicron may limit the progression to Long Covid.

13. Monitoring

e On admission: Procalcitonin (PCT), CRP, BNP, Troponins, Ferritin, Neutrophil-Lymphocyte ratio,
D-dimer and Mg. CRP and D-dimer are important prognostic markers.[456] A PCT is essential to
rule out coexisting bacterial pneumonia.[457]

e Asindicated above (corticosteroid section), a chest CT scan on admission to the ICU is very
useful for risk stratification and for the initial corticosteroid dosing strategy. The Ichikado Score
is a quantitative method to assess the extent of lung involvement on the CT scan.[415,458]
Follow-up CXR, CT scan (if indicated) and chest ultrasound as clinically indicated.

e Daily: CRP, Ferritin, D-Dimer and PCT. CRP and Ferritin track disease severity closely (although
ferritin tends to lag behind CRP). Early high CRP levels are closely associated with the degree of
pulmonary involvement and the CT score. [459]

e In patients receiving IV vitamin C, the Accu-Chek™ POC glucose monitor will result in spuriously
high blood glucose values. Therefore, a laboratory glucose is recommended to confirm the
blood glucose levels. [460,461]

e ECHO as clinically indicated; Patients may develop a severe “septic” cardiomyopathy and/or
COVID-19 myocarditis. [462,463]

14. Post ICU management
e Enoxaparin 40—-60 mg s/c daily
e Methylprednisolone 40 mg day, then wean slowly, follow CRP and oxygen requirements — wean
off over two weeks once oxygen is discontinued to prevent relapse/recurrence
e Vitamin C 500 mg PO BID
e Melatonin 3-6 mg at night
e Vascepa, Lovaza or DHA/EPA 4g day
e Atorvastatin 40mg daily

15. Post Hospital Discharge management

a. Patients have an increased risk of thromboembolic events post-discharge. [464,465] Extended
thromboprophylaxis (? with a DOAC) should be considered in high-risk patients. Risk factors
include: [466]

i Increased D dimer (> 3 times ULN)
ii. Increased CRP (> 2 times ULN) [467]
iii. Age > 60
iv. Prolonged immobilization

b. Patients with unresolved pulmonary infiltrates and/or those who remain dyspneic and/or
oxygen dependent should be discharged on a tapering course of corticosteroids (prednisone).

c. Patients should continue to receive vitamin C, melatonin, omega-3 fatty acids and a statin.
These agents may reduce this risk of developing the post-COVID syndrome.

d. Nigella sativa and Kefir.

e. Patients should be followed/monitored for developing the post-COVID/long hauler syndrome.
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16. Pathophysiology of COVID-19

Basic Concept: Need to Understand the Disease to Treat
the Disease

The pathophysiology of COVID-19
@ Pulmonary Macrophage Activation Syndrome

@ Severe hyperinflammatory status
@ Microvascular endothelialitis and thrombosis
@ Activation of clotting esp. platelet thrombi in lung and
brain
= High circulating serotonin
Arterial vasoconstriction
V/Q mismatch
@ Organ ischemia
@ Multiple autoantibodies
= Mast cell activation — histamine release
= ACE-2 deficiency
@ Excess angiotensin ll/ angiotensin 1-7
@ T cell dysfunction

Based on clinical, proteomic, and genomic studies as well as autopsy data ,severe COVID-19 disease can
be considered to be the connection of three basic pathologic processes, namely a pulmonary
macrophage activation syndrome with excess production of cytokines and chemokines and uncontrolled
inflammation, a complement mediated endothelialitis together with a procoagulant state with a
thrombotic microangiopathy (see figure 11). In addition, platelet activation with the release of serotonin
and the activation and degranulation of mast cells contributes to the hyper-inflammatory state.
Autoantibodies have been demonstrated in a large number of hospitalized patients which adds to the
end-organ damage and prothrombotic state. However, activated M1 macrophages appear to be the
major driver of severe COVID-19 infection. Similarly, recent data suggests that the Long Haul Covid
Syndrome (LHCS) results due to increased circulating levels of activated monocytes with ongoing
cytokine production. [377] Interestingly, these monocytes contain high levels of the spike protein. [468]
Both activated macrophages and activated monocytes express the same surface activation markers
(CD14+, CD16+). This suggests that treatment aimed at repolarizing the macrophage/monocyte should
have an important adjunctive role in the treatment of both acute COVID and the LHCS. Those
interventions that have been demonstrated to repolarize macrophages/monocytes (from M1 to M2
phenotype) are listed below.
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Figure 11. Pathogenetic mechanism of severe COVID-19 disease

Page 40 of 68 | FLCCC Alliance — COVID-19 Management Protocol 01-01-2022 Version 65



17. The Long Haul COVID syndrome (post-COVID syndrome)

The Long Haul COVID Syndrome (LHCS) is characterized by prolonged malaise, headaches, generalized
fatigue, sleep difficulties, hair loss, smell disorder, decreased appetite, painful joints, dyspnea, chest
pain and cognitive dysfunction.[474-485] Up to 80% of patients experience prolonged illness after Covid-
19. LHCS is not only seen after the COVID infection but it is being observed in some people that have
received vaccines (likely due to monocyte activation by the spike protein from the vaccine). LHCS may
persist for months after the acute infection and almost half of patients report reduced quality of life.
Patients may suffer prolonged neuropsychological symptoms, including multiple domains of
cognition.[483,486] A puzzling feature of the LHCS syndrome is that it is not predicted by initial disease
severity; post-COVID-19 frequently affects mild-to-moderate cases and younger adults that did not
require respiratory support or intensive care. [485] The symptom set of LHCS is in majority of the cases
very similar to the chronic inflammatory response syndrome (CIRS)/ myalgic encephalomyelitis/chronic
fatigue syndrome.[485] An important differentiating factor from CIRS is the observation that LHCS
continues to improve on its own albeit slowly in majority of the cases. Another important observation is
that LHCS includes more young people compared to severe COVID that affects older people or persons
with comorbidities. Furthermore, the similarity between the mast cell activation syndrome and LHCS has
been observed, and many consider post-COVID to be a variant of the mast cell activation
syndrome.[487]

The LHCS syndrome is highly heterogeneous and likely results from a variety of pathogenetic
mechanisms Furthermore, it is likely that delayed treatment (with ivermectin) in the early symptomatic
phase will results in a high viral load which increase the risk and severity of LHCS. The following theories
have been postulated to explain LHCS: [485]

1. Ongoing respiratory symptoms (SOB, cough, reduced effort tolerance) may be related to
unresolved organizing pneumonia (activate pulmonary macrophages).

2. Monocyte activation syndrome. Persistence of viral debris in monocytes results in an ongoing
immune response in an attempt by the immune system to clear the offending protein(s) and
viral RNA fragments.

3. The neurological symptoms may be related micro- and/or macrovascular thrombotic disease
which appears to be common in severe COVID-19 disease.[488] Brain MRIs’ 3 months post-
infection demonstrated micro-structural changes in 55% of patients. [489] In addition, features
of encephalopathy may be related to encephalitis and auto-reactive brain antibodies [490] as
well as severe cerebral vasoconstriction. [491] The brain microvasculature expresses ACE-2
receptors and SARS-CoV-2 “pseudovirions” may bind to the microvascular endothelium causing
cerebral microvascular inflammation and clotting.[492].

4. An unmasking of mast cell activation syndrome (MCAS), or triggering of mast cell activation
syndrome. Mast cells are present in the brain, especially in the median eminence of the
hypothalamus, where they are located perivascularly close to nerve endings positive for
corticotropin releasing hormone.[493] Following stimulation, mast cells release
proinflammatory mediators such as histamine, tryptase, chemokines and cytokines which may
result in neurovascular inflammation.[493] The “brain-fog”, cognitive impairment and general
fatigue reported in long-COVID may be due to mast cell related neurovascular inflammation.

Clinical signs and symptoms can be grouped in the following clusters. The reason for this grouping is to
allow organ specific targeted therapy/individualized therapy.
1. Respiratory: shortness of breath, congestion, persistent cough, etc.
2. Neurological/psychiatric: brain fog, malaise, tiredness, headaches, migraines, depression,
inability to focus/concentrate, altered cognition, insomnia, vertigo, panic attacks, tinnitus,
anosmia, phantom smells, etc.
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3. Musculoskeletal: myalgias, fatigue, weakness, joint pains, inability to exercise, post-exertional
malaise, inability to perform normal activities of daily life (ADL’s).

4. Cardiovascular: Palpitations, arrhythmias, Raynaud like syndrome, hypotension, and

tachycardia on exertion.

Autonomic: Postural tachycardia syndrome (POTs), abnormal sweating.

Gastrointestinal disturbance: Anorexia, diarrhea, bloating, vomiting, nausea, etc.

Dermatologic: Itching, rashes, dermatographia

Mucus membranes: Running nose, sneezing, Burning and itchy eyes.

© N

17.1 Approach to Treatment:

The treatment approach should be individualized according to the grouping of clinical signs and
symptoms. However, in general, it is likely that patients who did not receive adequate antiviral
treatment (e.g. ivermectin) during the acute symptomatic phase and adequate anti-
inflammatory/macrophage repolarization therapy (e.g. corticosteroids, statins, omega-3 fatty acids,
fluvoxamine, ivermectin, etc.) during the acute phase of COVID-19 are much more likely to develop the
Post-COVID-19 Syndrome. In patients with ongoing respiratory symptoms, chest imaging is suggested
(preferably a chest CT scan). Those with unresolved pulmonary inflammation (organizing pneumonia)
should be treated with a course of corticosteroids (prednisone) and closely followed. A CRP should be
measured, and extended corticosteroids (titrated to the CRP) offered to these patients. Similar to
patients who have recovered from septic shock, [494] a prolonged (many months) immune disturbance
with elevated pro- and anti-inflammatory cytokines may contribute to the LHCS. This is likely the
consequence of monocyte activation syndrome and monocyte repolarization therapy is therefore
indicated. In addition, a cytokine panel may allow targeted anti-inflammatory therapy (Maraviroc in
patients with high CCR5 levels). It should be noted that much like omega-3 fatty acids, corticosteroids
have been demonstrated to increase expression of pro-resolving lipids including Protectin D1 and
Resolvin D4. [495] An unknown number of patients who have recovered from COVID-19 organizing
pneumonia will develop pulmonary fibrosis with associated limitation of activity. Pulmonary function
testing demonstrates a restrictive type pattern with decreased residual volume and DLCO.[480] These
patients should be referred to a pulmonologist with expertise in pulmonary fibrosis. Anti-fibrotic therapy
may have a role in these patients, [439-442] however additional data is required before this therapy can
be more generally recommended. As discussed above, the serotonin receptor blocker cyproheptadine
may reduce the risk of pulmonary fibrosis. [330]
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17.2 The I-RECOVER Protocol for the treatment of the “Long-haul COVID Syndrome”.

Although numerous reports describe the epidemiology and clinical features of LHCS, [474-484] studies
evaluating treatment options are glaringly sparse. [312] Indeed, the NICE guideline for managing the
long-term effects of COVID-19 provide no specific pharmacologic treatment recommendations. [496] In
general, while the treatment of ‘Long COVID” should be individualized, the following treatments may
have a role in the treatment of this disorder. In addition, the I-RECOVER protocol may have a role in the
treatment of post-vaccination syndrome. Patients with Long Covid should be managed by clinicians who
have experience treating this troublesome disorder.

Ivermectin has been reported to have a role in the treatment of post-COVID-19 syndrome. [312] A
dose of 0.2-0.4 mg/kg day for 3-5 days, followed by once or twice weekly dosing for ongoing
symptoms for up to 4 weeks. A repeat course is recommended in those who respond poorly or
relapse once the treatment is stopped. The anti-inflammatory properties of ivermectin may mediate
this benefit.

Prednisone if inadequate response to ivermectin. Prednisone 0.5mg/kg daily for 5 days, 0.25mg/kg
for 5 days followed by 0.12 mg/kg for 5 days. Patients with persistent organizing pneumonia may
require higher doses for a more prolonged period of time.

Vitamin C 500 mg BID (vitamin C inhibits histamine and repolarizes monocytes).[125]

Omega-3 fatty acids: Vascepa, Lovaza or DHA/EPA 4 g day. Omega-3 fatty acids play an important
role in the resolution of inflammation by inducing resolvin production. [256,257]

Melatonin 2- 10 mg at night (slow release/extended release) with attention to sleep hygiene.
Increase dose from 2mg as tolerated (may cause severe nightmares at high dosages)

Curcumin has anti-inflammatory and immunomodulating properties and has been demonstrated to
repolarize macrophages. [59]

Maraviroc (a CCR5 receptor antagonist). C-C chemokine receptor type 5 (CCR5) is a cell surface G
protein-coupled receptor expressed on macrophages and dendritic cells. CCR5 interacts with
multiple ligands, notably the chemokines CCL3 (macrophage inflammatory protein-1), CCL4
(macrophage inflammatory protein-1), and CCL5 (RANTES). CCR5 and its ligands are overexpressed
in COVID-19. [262,263,497] The activated CCR5 pathway may partly explain the persistence of
activated monocytes in long-COVID. [377,468] Maraviroc has been extensively used in HIV infected
patients, as CCR5 is a co-receptor for HIV. This drug has proven to have a remarkable safety record.
[264,498] The approved dose of maraviroc for adults is 300 mg twice daily (BID) in the absence of
potent CYP3A inducers or inhibitors. Evolving clinical experience suggests that maraviroc may be
particularly effective in the treatment of long-COVID (no published data to date).

Kefir, probiotic yogurt and/or Bifidobacterium Probiotics (e.g., Daily Body Restore) together with
Prebiotics (e.g. XOS Prebiotic, Bio Nutrition Pre-Biotic) to normalize the microbiome. Prolonged
dysbiosis has been reported following COVID-19 infection. [499]

Nigella sativa which like curcumin has anti-inflammatory and immunomodulating properties.
Atorvastatin 40 mg daily (increase resolvin synthesis and repolarizes macrophages) [408]
Functional rehabilitation with light aerobic exercise paced according to individual capacity. [485]
Behavioral modification, mindfulness therapy [500] and psychological support may help improve
survivors’ overall well-being and mental health. [485]

Optional: Luteolin 100-200 mg day or quercetin 250 mg day (or mixed flavonoids). Luteolin and
guercetin have broad spectrum anti-inflammatory properties. These natural flavonoids inhibit mast
cells,[493,501-504] and have been demonstrated to reduce neuroinflammation. [505]

Optional: Famotidine 20-40 mg day (histamine-2 blocker for Mast Cell Activation syndrome). [487]
Optional: Fluvoxamine, especially in those with neurocognitive issues. Start at 25 mg daily, Increase
slowly to 50 -100 mg per day. Monitor response closely as some patients will respond poorly to this
medication. Teens and young adults who are prescribed fluvoxamine can experience acute anxiety
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which needs to be monitored for and treated by the prescribing clinician to prevent rare escalation
to suicidal or violent behavior.

e Optional: Antiandrogen therapy which results in macrophage repolarization. [471-473]
Spironolactone 50-100 mg BID and dutasteride 1mg daily.

e Optional: H1 receptor blockers (for mast cell activation syndrome). Loratadine 10mg daily, Cetirizine
5-10mg daily, Fexofenadine 180mg daily.

e Optional: H2 receptor blockers (for mast cell activation syndrome). Famotidine 20 mg, or Nizatidine
150 mg — twice daily as tolerated.

e Optional: Montelukast 10 mg/day (for mast cell activation syndrome). Caution as may cause
depression is some patients.

Macrophage/monocyte Repolarization Therapy for COVID-19 and Long Haul COVID Syndrome
e Corticosteroids [469]
e Statins [309,310]
e Omega-3 fatty acids [251-253]
e Melatonin [470]
e VitaminC
e Anti-androgen therapy [471-473]
e Curcumin (turmeric) [59]
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I-RECOVER

3

Management Protocol for Long-haul COVID Syndrome (LHCS)

Thie approach outlined below is a simplified, consensus protocsl based on a cellaboration led by Dr. Mobeen Syed (“Dr. Been®), Dr. Ram
Yogendra, Dr. Bruce Patterson, Dr. Tina Peers, and the FLCCC Alliance. Given the lack of dinical treatment trials of Long-haul Covid Sym-
drome, these recommendations are based on the pathophysiclegic mechanisms of COVID and post-viral illnesses along with our collec-
tive experience cbserving profound and sustained dinicl responses adhieved with the treatment approaches below.

Thiz protoco! has alse been used to treat post~vaccine inflammatory syndromes with similar success. As with all FLOOC Alliance protocols,
the components, doses, and durations will evolve as more dinical data acoumulates. Several members of this collaboration employ
varicus adjunctive therapies they have found benefidal. Info on these approaches can be found on page 3.

Initial theropy of
Long-haul Covid Syndrome:

| IVERMECTIN | -

0.2—0.4mg/kg dose once daily with meals* for 3-5 days
(higher doses are sometimes needed in ansomia).

* Take on empty stomach if presenting with nawsea/diarrhea/
anorexia.

after 3-5 days, change to once or twice weekly depending

on the time to symptom recurrence,persistence.

Discontinue after 2—4 weeks if all syriptoms have resohved

and do not recur.

Relative Contraindications:

— Patients on Warfarin require close monitoring and dose
adjustment.

= Pregnant or lactating women require 3 more in-depth risk/
benefit ascecsment.

I

if not all symptoms
resolve with ivermectin:

CORTICOSTEROID THERAPY

A& tapering dose of prednisone as follows:
1. 0.5mg kg daily for 5 days

2. 0.25mg/ kg daily for 5 days

3. DA2mgfkg daily for 5 days

Take im morning to lessen impact on sleep.

Side effects may include: Increased sppetite, mood changes,
insomniz, raised blood glucose, dyspepsia.

Recommended to support
the LHCS theropy:

— Witamin C:  500mg twice daily.

— Vitamin D3: 2,004,000 U daily.

— Malatonin:  2-10mg nightly — start with low
dose, increase as tolerated in
absence of sleep disturbance.

If presenting with neurologic
symptoms, i.e. poor concentration,
forgetfuiness, mood distrubance:

FLUVDXAMINE

50 mg — twice daily for 15 days.

Reduce dose or discontinue if side
effects develop. Doses as low as 9mg

if presenting with shortness of
breath or low oxygen lewvels:

PULMONARY EVALUATION

Refer to lung specialist if available,
otherwise perform chest imaging
[CT preferred) to assess for second-

ary organizing Pneumonia (OP).

If fimdings consistent with secondary
OP found, initiate Corticosteroid
Therapy as below. May nead to
repeat or prolong course of treat-
mient if symptoms or oxyzen needs
persist.

twice daily have shown effiacy.

If symptoms s6ll unresolved or recur after
ivermectin and corficosteroid regimens:

TREATMENT OF SUSPECTED MAST CELL ACTIVATION

choose a Type | and Type Il anthistamine along with a mast cell stabilizer —
for example, Loratidine, Famotidine, and Rupatadine. Change medicines if
poor response. Us FDA approved doses of many of the below medicines are
daily, but can increase to three times daily with caution and close monitor-
ing if poor response.
irstl |
— Low histamine diet
Type | antihistomines:
— Wse up to TDS: Loratadine 10mg, or Cetirizine 10mg, or Fexofenadine 180 mg
Type Il anthistamines:
— twice daily: Famotidine 20 mg, or Mizatidine 150mg
Mast cells stabilizers:
— Rupatadine 10 mg, or Ketotifen 1 mg, plus or minus
— Sodium Cromoghycate 200 mg TDS [increase slowly) or Quercetin S00mg TDS
Second-line Therapy
— Montelukast 10 mg (beware depression in some)
— Low Dose Maltrexone (LDN; avoid if taking opiates), start with 0.5 mg daily
increasing by 0.5 mg weekly up to 4.5mg daily
— Diazepam 0.5-1mg twice daily
— S5RIs

BID twice daily
CT computed tomography scan 0P
GIT gastrointestinal tract RDA

L international units TD= 3 times daily

mg/kg dose in mg per kg body weight
organizing preumonia
recommended dietary allowances

Please regard our disclaimer on page 3.
For more information on the treatment protocols of the
FLCCC alliance please see; flocc.nat
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18. Key Concepts of the I-MASK+ and MATH+ Treatment Protocols

This is an extraordinarily complex disease; many of the mysteries are still unravelling. However, a
number of concepts are key to the management of this “treatable disease;” they include.

10.

11.

It is important to focus on the totality of the evidence and not just on RCTs (see figure 11). We
are in the midst of a global pandemic and the use of cheap, effective, and safe repurposed drugs
has and will continue to have a major role in the prevention and treatment of this disease.
Patients transition through a number of different phases (clinical stages). The treatment of each
phase is distinct ... this is critically important (see Figures 1 & 2).

Antiviral therapy is likely to be effective only during the viral replicative phase, whereas anti-
inflammatory therapy is expected to be effective during the pulmonary phase and possibly the
post-COVID-19 phase. While Remdesivir is a non-specific antiviral agent that targets RNA
viruses, it is likely that agents specifically designed to target SARS-CoV-2 will be developed.

The SARS-CoV-2 PCR remains positive for at least 2 weeks following detection of whole virus (by
culture, See figure 3). Patients who progress to the pulmonary phase are usually PCR positive
despite cessation of viral replication (and are therefore less likely to be infectious).

Due to the imperfect sensitivity of the PCR test, as many as 20% of patients who progress to the
pulmonary phase will be PCR negative (even on repeat testing). At symptom onset PCR will be
positive in approximately 60% of patients; maximal positivity rate is on day 8 (post infection)
when 80% of patients will be positive (see Figure3). [506] COVID-19 is essentially a clinical
diagnosis supported by laboratory tests.

Symptomatic patients are likely to be infectious during a narrow window starting 2—3 days
before the onset of symptoms and to up to 6 days after the onset of symptoms (see Figure 3).
[507]

It is important to recognize that COVID-19 patients present with a variety of phenotypes, likely
dependent on inoculum size and viral load, SARS-CoV-2 variant, genetic heterogeneity
mutations and polymorphisms, biotypes, blood type, sex and androgen status, age, race, BMI
(obesity), immunological and nutritional status, and co-morbidities.[295,508-518] The
phenotype at presentation determines the prognosis and impacts the optimal approach to
treatment. It is noteworthy that obesity and increasing BMI are critical prognostic factors. This
may be related to the fact that there are more ACE-2 receptors in visceral fat than in the lung.
[519]

The pulmonary phase is characterized by immune dysregulation, [488,511,520-533] a
pulmonary microvascular injury (vasculopathy), [488,533-536] with activation of clotting and a
procoagulant state together with the characteristics of an organizing pneumonia. [407,537]
Endothelial damage and an imbalance of both innate and adaptive immune responses, with
aberrant macrophage activation, plays a central role in the pathogenesis of the severe COVID-19
Disease. [488]

As patients, progress down the pulmonary cascade the disease becomes more difficult to
reverse. The implications of this are two-fold.

a. Early treatment (of the pulmonary phase) is ESSENTIAL to a good outcome.

b. Treatment in the late pulmonary phase may require escalation of the dose of
corticosteroids as well as the use of salvage methods (i.e., plasma exchange). However,
patients who present in the late pulmonary phase may have progressed to the
irreversible pulmonary fibroproliferative phase.

The pulmonary phase of COVID-19 is a treatable disease; it is inappropriate to limit therapy to
“supportive care” alone. Furthermore, it is unlikely that there will be a single “silver bullet” to
treat severe COVID-19 disease. Rather, patients will require treatment with multiple

drugs/interventions that have synergistic and overlapping biological effects. Repurposed FDA
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12.

13.

14.

15.

16.

17.

18.

19.

20.

approved drugs that are safe, inexpensive, and “readily” available are likely to have a major
therapeutic effect on this disease. The impact of COVID-19 on middle- and low-income countries
is enormous; these countries are not able to afford expensive propriety “designer” molecules.
The radiographic and pathological findings of COVID-19 lung disease are characteristic of a
Secondary Organizing Pneumonia (and not ARDS). [407,538,539]

THIS is NOT ARDS (at least initially), but rather an organizing pneumonia. The initial pulmonary
phase neither looks like, smells like nor is ARDS. [540-542] The ground glass infiltrates are
peripheral and patchy, [538] and do not resemble the dependent air space consolidation
(sponge/baby lung) seen with “typical ARDS”. [543] Extravascular lung water index (EVLWI) is
normal or only slightly increased; this by definition excludes non-cardiogenic pulmonary edema
(ARDS). Lung compliance is normal (this excludes ARDS). Patients are PEEP unresponsive.
Treating patients as if they ARDS is an extremely dangerous approach. The hypoxia is due to an
organizing pneumonia with severe ventilation/perfusion mismatch likely due to the
microvascular narrowing, thrombosis and vasoplegia.

The core principles of the pulmonary phase (MATH+) is the use of anti-inflammatory agents to
dampen the “cytokine storms” together with anticoagulation to limit the microvascular and
macrovascular clotting and supplemental oxygen to help overcome the hypoxia.

Ivermectin has emerged as a highly effective drug for the prophylaxis and treatment of COVID-
19. Ivermectin inhibits viral replication and has potent anti-inflammatory properties. Emerging
clinical data (including RCTs) suggest that ivermectin may have an important clinical benefit
across the spectrum of phases of the disease, i.e pre-exposure prophylaxis, post-exposure
prophylaxis, during the symptomatic phase and during the pulmonary phase. [23,77-79,162,165-
171,287-289,357-363,544] In the recommended dosages, ivermectin is remarkably safe and
effective against SARS-CoV-2. However, as noted above, there is the potential for serious drug-
drug interaction.

The pulmonary phase of COVID-19 is characterized by PROLONGED immune dysregulation that
may last weeks or even months. The early and abrupt termination of anti-inflammatory agents
will likely result in rebound inflammation. [545]

SARS-CoV-2, as compared to all other respiratory viruses, upregulates cytokines and chemokines
while at the same time down regulating the expression of Interferon alpha (the hosts primary
antiviral defence mechanism). [131,155] Low innate antiviral defenses and high pro-
inflammatory mediators contribute to ongoing and progressive lung injury.

An unknown percentage of patients with COVID-19 present with “silent hypoxia” with a blunted
respiratory response. This phenomenon may be related to involvement of chemoreceptors of
the carotid bodies and/or brain stem dysfunction, [546,547] and necessitates pulse oximetry in
symptomatic patients managed at home (as discussed above).

It should be recognized that LWMH has non-anticoagulant properties that are likely beneficial in
patients with COVID-19, these include anti-inflammatory effects and inhibition of histones. [548]
in addition, in vitro studies demonstrate that heparin inhibits SARS-CoV-2 interaction with the
ACE-2 receptor and viral entry,[549,550] as well as viral replication [170,551]. Most importantly
LWWH inhibits heparanase (HPSE).[552] HSE destroys the endothelial glycocalyx increasing
endothelial leakiness, activating clotting and potentiating endothelialitis.[552] HPSE levels have
been reported to be increased in patients with severe COVID-19 infection. [553] Due to the
ease of administration, greater anti-Xa activity and better safety profile we prefer low molecular
weight heparin (LMWH) to unfractionated heparin (UFH).

The combination of steroids and ascorbic acid (vitamin C) is essential. Both have powerful
synergistic anti-inflammatory actions. [341,346] Vitamin C protects the endothelium from
oxidative injury. [125,554-556] Furthermore, vitamin C Increases the expression of interferon-
alpha [115] while corticosteroids (alone) decrease expression of this important protein. [557-
560] It should be noted that when corticosteroids are used in the pulmonary phase (and not in
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the viral replicative phase) they do not appear to increase viral shedding or decrease the
production of type specific antibodies. [297,561] It is likely that heparin (LMWH) acts
synergistically with corticosteroids and vitamin C to protect the endothelium and treat the
endothelialitis of severe COVID-19 disease.

21. Notwithstanding the particularly important and impressive results of the Recovery-
Dexamethasone study, methylprednisolone is the corticosteroid of choice for the pulmonary
phase of COVID-19. This is based on pharmacokinetic data (better lung penetration),[562]
genomic data specific for SARS-CoV-2,[204] and a long track record of successful use in
inflammatory lung diseases (see Table 2).

22. It should be noted that animal studies have demonstrated that ivermectin has
immunostimulatory effects.[563,564] For this reason patients taking ivermectin do not need to
stop taking ivermectin when vaccinated. Indeed, ivermectin may boost the immune response to
the vaccine.

And finally: “If what you are doing ain’t working, change what you are doing.”

Figure 12. Evaluating the totality of evidence.
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NEW HAMPSHIRE NURSES’ ASSOCIATION

25 Hall St. Unit 1E, Concord, NH 03301
PHONE: (603) 225 -3783

EMAIL: office@nhnurses.org

WEBSITE: www.NHNurses.org

1/14/2022
Dear Chairman Pearson and Members of the House Health, Human Services and Elderly Affairs Committee:

| am here today to ask you to oppose HB 1022 relative to permitting pharmacists to dispense lvermectin by
means of a standing order.

The New Hampshire Nurses’ Association (NHNA) exists to promote nursing practice and the wellbeing of New
Hampshire nurses by providing professional development, fostering nurse innovation and leading in health
advocacy to enhance the health of the people in New Hampshire. A core value of NHNA is the promotion of
evidence based practice. Itis for these reasons that we strongly oppose this bill.

Ivermectin is neither approved nor authorized for the treatment of COVID in humans. While lvermectin is
authorized for use in humans it is only for the treatment of infections caused by some parasitic worms and head
lice and skin conditions like rosacea.

The same voices that are opposed to the use of the Covid 19 vaccines citing that they do not have FDA approval
and should be considered experimental and used with caution because “there are currently no long term data
demonstrating its safety” are advocating for this experimental treatment (ivermectin) to be available on the
open market by means of a standing order. The concern is that vaccines, with known preventive benefits will be
replaced by the use of lvermectin as a treatment for the disease, a treatment with no known benefits.

The National Institutes of Health in the United States recently stated that “there are insufficient data to
recommend either for or against the use of ivermectin for the treatment of COVID-19,” and the World Health
Organization recommends against its use outside of clinical trials. While there are a number of emerging clinical
trials there are no conclusive results that would warrant making this drug available simply by requesting it from
a pharmacist.

In a 2021 study by Lopez-Medina published in the Journal of the American Medical Association results of a
double blinded randomized control study showed that among 400 adults with mild COVID-19, a 5-day course of
ivermectin, compared with placebo, did not significantly improve the time to resolution of symptoms. The
findings do not support the use of ivermectin for treatment of mild COVID-19. Larger trials are needed to
understand the effects of ivermectin on clinically relevant outcomes. This same author came out in August of
the same year to say that the results of the seminal study by Elgazzar which led everyone to believe that
ivermectin could reduce death rates by 90% were in fact flawed and the study was subsequently withdrawn
from publication. The trickle down effect of withdrawing the results of this study calls into question results of
subsequent meta analyses using these data. This continues the call for more and better clinical trials.

Finally, in the most recent evidence disputing the benefits of lvermectin in the prevention and treatment of
Covid 19 are the reports of its toxic effects. In a December issue of the New England Journal of Medicine, in
persons who had received prescriptions from either physicians or veterinarians, toxic effects from its

New Hampshire’s Association for Registered Nurses
Established in 1906
A Constituent Member of the American Nurses Association



NEW HAMPSHIRE NURSES’ ASSOCIATION

preventative use included gastrointestinal distress, confusion, dizziness, vision symptoms or rash. While none
died there are reports of patients being hospitalized in the ICU for seizures, hypotension and ataxia.

In summary, there is no clear evidence that supports to use of the dispensing of ivermectin by standing orders.
Standing orders would make the drug widely available and presents a serious health risk to those who are not
well informed about the potential side effects. The prevention of Covid 19 highlights the important role of the
healthcare community to guide the public vaccinated or unvaccinated to the best choices to improve the health
of the people of New Hampshire.
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Thank you in advance. Feel free to contact me with any questions.

Pamela P DiNapoli, PhD, RN, CNL
Executive Director

25 Hall Street Suite 1E

Concord, NH 03301
(603)225-3783

(603) 566-7407 Cell
nhna.ned@gmail.com




Archived: Thursday, January 20, 2022 3:39:09 PM
From: Kathy K

Sent: Tuesday, January 11, 2022 1:29:52 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022

Importance: Normal

Good afternoon, I urge you fo SUPPORT this bill. We need to bring control back to
the people.

Thank you
Kathy Komar
Merrimack, NH


mailto:alfadva33@hotmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, February 3, 2022 9:32:26 AM
From: Peter Szydlik

Sent: Monday, January 31, 2022 11:41:29 AM

To: ~House Health Human Services and Elderly Affairs
Cc: RomanSus@aol.com

Subject: HB billsin front of committee feedback
Importance: Normal

Hello, asacitizen of New Hampshire and USA, i want to voice my support or opposition to many
covid related bills which are disturbing to me, seeing that we are finally seeing that thisisavirus
that istaking its natural course, getting less lethal and more contagious and should now be
classified as endemic.

HB1003--I support
HB1022--1 support
HB1126- | oppose
HB1224- | support
HB1099- | support
HB1223- | support
HB1588- | support
HB1131- | support
HB1371--1 support
HB1633--I strongly oppose

Best Regards,

Piotr Sz.


mailto:subie.plk@gmail.com
mailto:HHSEA@leg.state.nh.us
mailto:romansus@aol.com

Archived: Friday, January 28, 2022 11:14:17 AM
From: Barbara Koehler

Sent: Tuesday, January 25, 2022 8:12:05 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022 - Please pass

Importance: Normal

Here is what the Federal Govt. is doing to us....they are in bed with
the pharmaceutical companies:

> https://us-east-2.protection.sophos.com?
d=theconservativetreehouse.com&u=aHROcHMG6LYy90aGV|b25zZXJ2YXRpdmV0OcmVIaG91c2UuY?29tL2Js
b2cvMjAYMiISWMS8YNS93aXRob3VOLW5vdGIliZSI1mZGEtcmV2b2tlcyltb25vY2xvbmFsLWFudGlib2R5LX
RyZWFObWVudHMtZm9yLWNvdmIkLXByb21vdGUtZGImZmIjdWXxO0LXRVLW ZpbmQtcGZpemVyLWFuzZC
1tZXJjaylwaWxscylhcylyZXBsYWNIbWVudHMv&i=NWViOWEzNmVKMDA3MzIxNzcxMzJhMTNm&t=MI
RsY3MxTVkrZz24zV\Vp2M092cVAXWEozYzRyUUdkaDAzQ3J5RTduOmUzQT0=&h=
52b658a43661441f9221a72984fe4652

> <https://us-east-2.protection.sophos.com?
d=theconservativetreehouse.com&u=aHROcHMG6LYy90aGVib25zZXJ2YXRpdmV0OcmVIaG91c2UuY29tL2Js
b2cvMjAYMiSWMS8YNS93aXRob3VOLW5vdGIliZSImZGEtcmV2b2tlcyltb25vY2xvbmFsLWFudGlib2R5LX
RyZWFObWVudHMtZm9yLWNvdmIkLXByb21vdGUtZGImMZmIjdWXxOLXRVLWZpbmQtcGZpemVyLWFuzZC
1tZXJjaylwaWxscylhcylyZXBsYWNIbWVudHMv&i=NWViOWEzNmMVKMDA3MzIxNzcxMzJhMTNm&t=MI
RsY3MxTVkrZz24zVVp2M092cVAXWEozYzRyUUdkaDAzQ3J5RTduOmUzQT0=&h=
52b658a43661441f9221a72984fe4652>

Barbara Koehler, Moultonborough



mailto:barb.koehler@roadrunner.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:21 AM
From: Alfred Lafferty

Sent: Wednesday, January 19, 2022 6:12:18 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Please support HB1022

Importance: Normal

From Al Lafferty of Windham NH long time resident and regular voter, Also, thank you for your service to
our great Granite State

Sent from Mail for Windows


mailto:alafferty33@outlook.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:21 AM
From: monicad

Sent: Wednesday, January 19, 2022 5:48:07 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

Importance: Normal

| request that you move on the bill allowing freedom to obtain Ivermectin in NH pharmacies. This
iIsadecision that should be left between adoctor and their patients. Do the right thing. Support
NH voices for free medical choice.

Thank you,
Monica Dean
Hampstead NH


mailto:monicad429@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:21 AM
From: Matt Kelley

Sent: Wednesday, January 19, 2022 5:45:22 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

I mportance: Normal

Please support this bill

Matt Kelley


mailto:mkell2249@yahoo.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:21 AM
From: +19787616232@tmomail.net

Sent: Wednesday, January 19, 2022 3:40:06 PM

To: ~House Health Human Services and Elderly Affairs
Importance: Normal

Attachments:

text_1642624671838.txt il

Please support the HB1022 Bill. Thiswill save livesand | personally know people who took
it with no side effects and their recovery was much faster!

[* - -Mobile~

This message was sent to you by a T-Mobile wireless phone.


mailto:+19787616232@tmomail.net
mailto:HHSEA@leg.state.nh.us

Please support the HB1022 Bill. This will save lives and I personally know people who took it with no side effects and their recovery was much faster! 










T - -Mobile~

This message was sent o you by a T-Mobile wireless phone.




Archived: Thursday, January 20, 2022 11:12:22 AM
From: Sarah C.

Sent: Tuesday, January 18, 2022 7:08:40 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022 - OTP

Importance: Normal

Representatives,

I emailed you eatrlier with testimonies that I had received from individuals in my network, but I
realized that I left out my own experience with Ivermectin. I will share it with you now.

On Thanksgiving my husband and I were exposed to a family member who was visibly unwell, but
convinced they just had "allergies." They were wrong, it wasn't allergies. Subsequently, my husband
and I both became ill with COVID-19. I'm an herbalist and have a background in holistic medicine so
my usual treatment consists of medicinal herbs, vitamins & supplements, and homeopathic remedies
when illness strikes. In other words, I don't use pharmaceuticals. However, based on the potential
risks of the illness, the available literature on Ivermectin, along with the overwhelming anecdotal
evidence that had been shared with me over the last 18+ months, I decided to make an exception and
purchase some. I bought it months eatlier in preparation, and it had been sitting in my cupboard for
"emergency use." I immediately began giving it to my husband, while I still decided to opt for the
non-pharmaceutical approach that I am accustomed to. I did this largely because my symptoms were
mild, and I didn't feel it was necessary. I also have a complex medical history and I am cautious about
introducing new products that I may react badly to. Over the next several days, I cycled through
various symptoms (sinus headache, loss of smell, sore throat, sneezing, chills etc) while my husband
was congested, but otherwise unbothered. I eventually grew tired of feeling lousy and having it drag
on, and decided to go ahead and try the Ivermectin. Did I have an adverse reaction? No. Was I
miraculously healed? No. I can best describe it as bringing the progression of the illness to a sudden halt. For
the first time, I woke up without any new symptoms. And as I continued taking it daily my symptoms
subsided, my sense of smell returned, and I finally began the recovery process. I only wish that I had
taken it sooner. Without a doubt in my mind, if/when my parents become ill with this virus I will not
waste any time giving them this medication and following the full FLCCC protocol. It will be the first
thing that I do! I recommend if you're reading this that you be prepared, familiarize yourself with this
treatment protocol, and have Ivermectin (among other things) on hand. That being said, it has
become more difficult (and expensive) to obtain, so please do anything in your power to make it more
accessible.

bttp:/ [www flecenet - hitp:/ [ www.8days.org

Sarah Courchaine
Sanbornton, NH


mailto:simplybalanced@yahoo.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:22 AM

From: Christine Macpherson

Sent: Tuesday, January 18, 2022 6:20:13 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Save Lives and Medical Integrity, Support HB1022
Importance: Normal

Dear Committee,

Earlier this year, | was prescribed Ivermectin by a licensed MD to treat my COVID symptoms. Imagine my
surprise when pulling into the CVS Keene drive-though and being subject to multiple questions from the
dispensing pharmacist. She was angry, asked me repeatedly what | needed the Rx for, asked me if | was
travelling soon, and clearly was distressed as she attempted to deal with whatever her computer systems
was serving up to her.

In the end, she literally threw the prescription through the window at me—then CVS called my phone
number for five days straight, no messages. | can only assume they were going to grill me some more. The
following week, | was able to get my husband’s Rx filled at Walgreens—but later learned that more and
more people in NH were having their lvermectin Rx’s rejected at local chain pharmacies.

This situation is beyond unacceptable. | trust my MD, and | am adult who is capable of making decisions
based on risk-benefit scenarios as to what products to use when ill or when dealing with a chronic
condition. We have since had our MD tell us he cannot provide Rx scripts in the future for lvermectin. This
is criminal.

Around the world, this safe drug has been available over the counter to literally millions of people who
use it on a regular basis. It is safer than Tylenol. No one should have to jump through hoops or be afraid
or desperate to get an effective medication that is safe and beneficial. | am sure you are likely aware
people are attempting to order this drug from other countries or use the animal versions of the drug—a
completely ludicrous situation.

Please support this bill.

Thank you,
Christine Macpherson, Chesterfield

Sent from Mail for Windows


mailto:outlook_1A34BD171E41EC16@outlook.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:22 AM
From: kaycharron@aol.com

Sent: Tuesday, January 18, 2022 4:02:09 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

Importance: Normal

To all committee members: Please be advised that your vote on HB1022 must be in favor of making
Ivermectin available to all citizens of New Hampshire. This drug has been used safely for many decades
and has helped earn the Nobel prize for two different researchers of this treatment. | personally have used
Ivermectin to successfully treat "long haul" Covid symptoms | experienced with great success. | was only
able to get lvermectin through a very roundabout way and this should not be the case for people wanting to
use it. Please vote in favor of the free use of this drug. Regards, Kay Charron


mailto:kaycharron@aol.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:22 AM
From: Melissa Szymansky

Sent: Tuesday, January 18, 2022 2:00:16 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Please support HB1022

I mportance: Normal

Attention Representatives,

| urge you to support HB1022. My husband had his prescription rejected from Rite Aid pharmacy in Salem,
NH. This was prescribed by a MD and denied by the pharmacist. He was told that IVM could not be
prescribed “off label” for Covid. This is wrong! We the people have “The Right to Try” medications and are
being denied.

Unfortunately many good doctors and pharmacists are being put in a very difficult situation. They are being
threatened to have their licenses revoked or put under threat of audit. This is wrong. We must protect not
only people in need of the medicine but those that are trying to do the right thing!

Thank you
Melissa Szymansky
Salem NH


mailto:meszymansky@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:22 AM
From: MelissaMorgan

Sent: Tuesday, January 18, 2022 1:12:30 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022 testimony

Importance: Normal

To whom it may concern,

I am writing in support of HB1022. Pharmacists should be dispensing Ivermectin as ordered by
licensed providers. | fail to understand why this stopped and who is responsible for such athing.

“The antiviral activity isivermectin has been shown against awide range of RNA and DNA
viruses...” (https.//www.drugs.com/ivermectin.html).
Thereis plenty of literature available on this.

On a personal note. This medication has been prescribed for my 10 year old for Lyme disease
since 2019. The availability of the medicine, the coverage from my insurance, and the cost have
changes month to month for almost the year now without satisfactory explanation nor anything
supplied to me in writing from the insurance company or pharmacy.

Most recently, my family tested positive for COVID. We were each prescribed Ivermectin as part
of our treatment. The pharmacist refused to fill it for fear of “disciplinary action from the board”.
What purpose is a doctor’s medical license and right to prescribe appropriate medications for
appropriate illnesses if a pharmacist can just ignore it anyway?

The doctor who prescribed thisis a Navy veteran doctor, board certified, integrated medicine
speciaist, well versed in viruses, autoimmune diseases and | have chosen her for a number of
reasons.

This state does not have the authority to tell my doctor how to think and how to practice medicine.
| had to travel to another state (with COVID, not very helpful when trying to reduce the spread) to
purchase this medicine out of pocket.

My symptoms were resolved in 4 days. My daughter was better in 2 days, and my husband in 5. |
did not miss any days from work. We are not the only family with a story like this. COVID is
treatable when the focus is on treatment and not following along with the mass media propaganda
and money making machine of the pharmaceutical giants.

The countries of Japan and India have Covid med kits available for their citizens for the onset of
symptoms containing Ivermectin and Doxycycline.

There is no reason for our country to not follow suit!

Let NH be the leader in restoring the rights of individuals and doctors and let’ s start healing our
community.

Please restore freedom by passing HB1022 and returning the rights of patients to receive what has
been appropriately prescribed for them!

I have included resources below for your reference as there is additional science beyond what Dr
Fauci and company fraudulently blast on tv on adaily basis.


mailto:coachmelissa.morgan@gmail.com
mailto:HHSEA@leg.state.nh.us

F L‘ ‘ ‘ FRONT LINE COVID-19 CRITICAL CARE ALLIANCE
PREVENTION & TREATMENT PROTOCOLS FOR COVID-19

ALLIANCE

I-MASK+

PREVENTION & EARLY OUTPATIENT
TREATMENT PROTOCOL FOR COVID-19 Page2/3

EARLY TREATMENT PROTOCOL (for belta variant)

1. First line agents (use any or all medicines; listed in order of priority/importance)

ANTI s

IRA

Ivermectin?

0.4-0.6 mg/kg per dose (take with or after a meal) — one dose daily, take for 5 days or until recovered.
Use upper dose if: 1) in regions with aggressive variants (e.g. Delta); 2) treatment started on or after
day 5 of symptoms or in pulmonary phase; or 3) multiple comorbidities/risk factors.

and/or Nitazoxanide

500mg 2 x daily for 5 days after meals. Combine with ivermectin (preferred) or substitute if ivermectin
is not available. (Nitazoxanide is often unavailable or high-priced in the USA.)

ANTI-SEPTIC ANTI-VIRALS

Antiviral mouthwash: Gargle 3 x daily (do not swallow; must contain chlorhexidine, povidone-iodine,
or cetylpyridinium chloride). lodine nasal spray/drops: Use 1% povidone-iodine commercial product
as per instructions 2-3 x daily. If 1%-product not available, must first dilute the more widely available
10%-solution* and apply 4-5 drops to each nostril every 4 hours. (No more than 5 days in pregnancy.)

Aspirin _ 325mg daily (unless contraindicated) Quercetin  250mg 2 x daily
Vitamin D Vitamin D3 5,000 1U daily. Zinc 100mg/day
Enemmd.&cm.!h!a!lihls.d form Cavalable; f’;ﬂ"‘%‘ 0.5meg (elemental zinc)
andaydien0 ekl ionzcsys Vitamin C  500-1,000mg 2 x dail
Melatonin  10mg before bedtime (causes drowsiness) ot i
S
Curcumin (turmeric) 500 mg 2 x daily Monitoring of oxygen saturation
Nigella Sativa (black cumin seed) 80 mg/kg daily is recommended
Honey 1gram/kg daily (for instructions see page 3)
2. Second line agents (isted in order of priority/importance) 3. Third line agent
Add to first line therapies above if: 1) 25 days of symptoms; If below criteria are met,
2) Poor response to therapies above; 3) Significant comorbidities. consider
1. Spironolactone 100mg 2 x daily for ten days. Prednisone or
2. Dutasteride 2mg on day 1, followed by 1 mg daily for 10 days. Methylprednisolone
If dutasteride not available, use Finasteride 10mg daily for 1mg/kg daily for 5 days
10 days. followed by slow taper or
escalation according to
- patient response.

50mg 2 x daily for 10 days’

Consider Fluoxetine 30mg daily for 10 days as an alternative (itis (S
often better tolerated). Avoid if patient i already on an SSR. After day 7-10 from first
symptoms and patient has
either: abnormal chest x-ray,
Casteivimab/imdnimab® shortness of breath, or oxy-
600mg each in a single subcutaneous injection. Antibody therapy gen saturations of 88-94%.
is for patients within 7 days of first symptoms and one or more risk 1f oxygen saturation s lower
factors as: Age>65y; BMI>25; pregnancy; chronic lung, heart, o than 88%, emergency room
Kidney disease; diabetes; immunosuppressed; developmental dis- evaluation should be sought.
ability; chronic tracheostomy; or feeding tube.
flccc.net ©2020-2021 LCCC Allance -MASKs Prtocol - Version 18 - October 12,2021

Notes

1 The I-MASK+ protocol is a
bridge to vaccines and a safety
net for those who cannot or
have not been vaccinated; or are:
vaccinated and have concerns
regarding declining protection
against emerging variants.
Vaccines have shown efficacy
in preventing the most severe
outcomes of COVID-19 and are
animportant part of a multi-
modal strategy that must also
include early treatment. The
decision to get a vaccine should
be made in consultation with
your health care provider.

2 The dosing may be updated
as further scientific studies
emerge. The safety of iver-
mectin in pregnancy has not
been definitively established.
Use in the Ist trimester should
be discussed with your doctor.

3 Touse if a household member
s COVID-19 positive, or you
have prolonged exposure to a
COVID-19 positive patient with-
out wearing a mask.

4 For more information on
nutritional therapeutics and
how they can help with
COVID-19 please see:
flece.net/covid-19-protocols

nutritional-therapeutics

5 For late phase - hospitalized
patients - see the FLCCC's
“MATH Hospital Treatment
Protocol for COVID-19" on
wwwflecc.net

6 To make 1% povidone/iodine

concentrated solution from

10% povidone/iodine solution,

it must be diluted first

One dilution method s as

follows:

~ First pour 1% tablespoons
(25ml) of 10% povidone/
fodine solution into a nasal
irrigation bottle of 250ml.

= Thenfillto top with distilled,
sterile or previously boiled
water.

~ Tilt head back, apply 4-5
drops to each nostril. Keep
tilted for a few minutes, let
drain

7 Some individuals who are

prescribed fluvoxamine experi-

ence acute anxiety which needs

to be carefully monitored for

and treated by the prescribing

linician to prevent rare esca-

lation to suicidal or violent

behavior.

8 This medication requires an
infusion center. To find the
nearest location in the U.S., vis-
it www.infusioncenter.org or
call for eligibility and location
1-877-332-6585 for English and
1-877-366-0310 for Spanish.




Figure 2. Timing of the initiation of anti-inflammatory therapy

I. Incubation  Il. Symptomatic IIl. Early Pulmonary Phase  IV. Late Pulmonary Phase

Oxygen Saturation

Viral replication

Severity of illness

Inflammatory Response

Time Course (days)

Antiviral Rx Start Anti-inflammatory Rx Escalate Anti-inflammatory Rx

Note: Viral Replication in Figures 2 and 3 are typical for the original Wuhan SARS-CoV-2 virus.
SARS-CoV-2 delta and gamma (P1) variants may present prolonged duration of viral replication.
Furthermore, the time course from incubation to symptom onset and to the pulmonary phase may be
shortened.
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Figure 1. The course of COVID-19 and General Approach to treatment

I. Incubation  II. Symptomatic IIl. Early Pulmonary Phase  IV. Late Pulmonary Phase

Viral Dei:rls

Viral replication
Immune Dysregulation
Macrophage Activation Syndrome

T cell dysfunction

Severity of illness

Time Course (days)
Ground-glass infiltrates | + ++ i+ ot

Clinical Symptoms Fever, malaise, cough, || SOB - Mild hypoxia Progressive hypoxia
headache, diarrhea <4 L/min N/C & aSat < 94%

Treatment approach Antiviral Rx | Anti-inflammatory Rx —]

Potential therapies | Monoclonal Antibodies | Methylprednisolone 40 mg q 12 inc. to 80 - 250 mg if reqd. |

| ASA + Gargle || Enoxaparin 1mg/kg q 12 Enoxaparin 60mg/day |
| IVERMECTIN 0.2 -0.4 mg/kg x 2-5 doses I IVERMECTIN 0.4-0.6 mg/kg for 5 doses |

| Melatonin + Vitamin D + Vitamin C +Flavanoid + Zinc + Omega 3’s + Statin + Fluvoxamine |

THIS IS A STEROID RESPONSIVE DISEASE:
HOWEVER, TIMING IS CRITICAL-

Not too early Not too late.
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Thank you for your consideration of my testimony.

MelissaMorgan
Resident of Raymond NH






Kindly,

Melissa



Melissa Morgan

Morgan Consulting, LLC "The Beacon of Solutions’
1-877-241-5446

CoachMéelissa.Morgan@gmail.com
linkedin.com/in/melissa-morgan-52192241
https://www.facebook.com/Beaconof Transf ormation




Archived: Thursday, January 20, 2022 11:12:22 AM
From: Christopher Herd

Sent: Tuesday, January 18, 2022 12:23:03 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Regarding HB1022

Importance: Normal

Health, Human Services and Elderly Affairs members:

| am writing today to support HB1022. The concept of having to pass legislation to protect the doctor
patient relationship and halt pharmacists from practicing medicine without a license is utterly ridiculous.
However this is the situation that we find ourselves in. The demonization of Ivermectin is not based in
science and in fact it is a medication with a robust safety profile and long history of safe usage. The re-
purposing of drugs is a normal part of the practice of medicine and has been for some time. We are about
the enter year 3 of the pandemic and at this point we need to take an all hands on deck approach. Every
possible weapon in our arsenal must be used to it's fullest capacity. There is a large amount of evidence
showing that Ivermectin has therapeutic activity against COVID 19 and other countries has shown what it
can do when widely available. Why pharmacists are blocking access to this medication is a longer
conversation for another day however it must end now. They are practicing outside their role and quite
frankly | am of the opinion that any pharmacist doing such should face immediate disciplinary action.

| ask you to do the right thing for NH and please support HB1022.

Christopher Herd, PT, DPT, Cert-DN, CSCS
Staff Physical Therapist, Clinical Leader
Concord Hospital Rehabilitation Services-
Concord Hospital Offices North

Family Tree Health Care - Warner
(603)230-5634


mailto:cherd@crhc.org
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:22 AM
From: Kathleen Brown

Sent: Tuesday, January 18, 2022 11:53:48 AM

To: ~House Health Human Services and Elderly Affairs
Subject: SUPPORT HB1022

I mportance: Normal

Hon. Committee Members:

Please SUPPORT HB1022 because decisions regarding prescriptions should be between a doctor and
patient. Currently it is difficult to have a prescription for lvermectin to be fulfilled almost anywhere in NH.
This Bill will eliminate that difficulty.

Thank you.

Kathleen Brown

Newport NH


mailto:brown57kat@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:23 AM

From: Claire Ketteler

Sent: Tuesday, January 18, 2022 10:54:38 AM

To: ~House Health Human Services and Elderly Affairs; Leah Cushman
Subject: Support HB1022

I mportance: Normal

Dear Health, Human Services and Elderly Affairs Committee

| support HB1022. Please see the government's very unclear summary of lvermectin "lvermectin has
been shown to inhibit the replication of SARS-CoV-2 in cell cultures.” and "Some observational cohorts
and clinical trials have evaluated the use of ivermectin for the prevention and treatment of COVID-19."

Data from these studies can be found in Table 2d at https://us-east-2.protection.sophos.com?
d=nih.gov&u=aHROcHM®6Ly93d3cuY292aWOxOXRyZWFObWVudGdlaWRIbGluZXMubmloLmdvdi90aG
VYYXBpZXMvYW50aXZpcmFsLXRoZXJhcHkvaXZlcm1lY3Rpbi8
=&Ii=ENWVIOWEzNmMVKMDA3MzIxNzcxMzJhMTNmM&t=YTNhT3hZVG9XRHVVT|Zjd012S2J2WDNraHYrvVuU
tgONRzM1U5dmZ1WmxyMD0=&h=0db5c88bbac44ee19fb9ald3549bef86

If you open the Table 2D on the above website, you will see the results of several Ivermectin studies which
were all performed in OTHER countries.

There are no listed studies in the U.S. because the drug was formerly off patent and very cheap,
compared with the drug that has been studied in U.S. hospitals, Remdesivir Remdesivir is very expensive,
useless against Covid and causes kidney failure in many patients who receive it.

Studies on the effectiveness of ivermectin in the U.S. for Covid have been discouraged and suppressed.

Big pharma companies have a real financial interest to suppress cheap off patent drugs with a proven
safety profile that might effectively treat a new disease. Big pharma obviously wants to sell their new drug,
like Molnupiravir.

Off label prescription of a drug that might have some good treatment effect on a disease was formerly a
standard procedure for MDs, prior to Covid. | had observed this frequently in my 22 years of nursing prior
to Covid.

Making ivermectin available by a standing order allows medical freedom to people who want to choose this
therapy in the community instead of a Big Pharma pushed, ineffective, new, unproven and expensive
therapy.

| would also go a step further in this legislation by REQUIRING all pharmacies in NH to develop a standing
order protocol for dispensing ivermectin.

Sincerely,
Claire Ketteler
Newbury NH


mailto:cketteler@tds.net
mailto:HHSEA@leg.state.nh.us
mailto:Leah.Cushman@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:23 AM

From: Jim Avallon

Sent: Tuesday, January 18, 2022 10:42:54 AM

To: ~House Health Human Services and Elderly Affairs

Subject: NH House Remote Testify: 2:00 pm - HB1022 in House Health, Human Services and
Elderly Affairs

Importance: Normal

| have several friends who have contracted COVID and have benefited greatly from Ivermectin,
particularly when taken early. The problem is acquiring Ivermectin and determining the
appropriate dose. That iswhy | believein HB1022 so that people like my friends who have had
COVID and who have benefited so greatly can take it under a doctor's prescription which will
specify details of Ivermectin dose and beneficial accompanying medication dosages and
supervision. Ivermectin is a safe medication, has been around for along time and | think was
involved with aNobel award. There are somewhat like 60-70 sitting studies detailing Ivermectin's
benefit as a treatment for COVID.

Thank you

Jm Avallon

North Hampton, NH

Sent from the all new AOL app for Android



mailto:jimavallon@aol.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:23 AM

From: Cat Woman

Sent: Tuesday, January 18, 2022 10:34:18 AM

To: ~House Health Human Services and Elderly Affairs

Subject: HB1022 Mandates pharmacists must dispense ivermectin when prescribed
Importance: Normal

Please support thislegidation. It's high time that some attention gets paid to therapeutics rather
than just to the constant beating of the "vaccine drum.”

Thank you very much,

Donna Rae Amato


mailto:dracatwoman@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:23 AM
From: Michael Padmore

Sent: Tuesday, January 18, 2022 10:28:21 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Fw: hb1022 - opposition - Dr. David Levine
Importance: Normal

Members of the House HHS Committee,

Please see the forwarded message from Dr. David Levine in opposition to HB1022.
Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society

7 North State St, Concord NH

(603) 858-4744 (cell)

michael.padmore@nhms.org

From: David A. Levine <David.A.Levine@hitchcock.org>
Sent: Tuesday, January 18, 2022 10:11 AM

To: Michael Padmore <Michael.Padmore@nhms.org>
Subject: hb1022

Ivermectin is not indicated to treat COVID-19 and prescribing it for
such is dangerous and totally out of line with standard of medical
care around the world. I would never want this medication
prescribed to myself or my family and would take legal action
against anyone who recommended this to my loved ones.

David Levine, MD

Assistant Professor of Medicine
Section of General Internal Medicine
Dartmouth-Hitchcock Medical Center
Geisel School of Medicine

One Medical Center Drive

Lebanon, NH 03756

(603) 650-1070

IMPORTANT NOTICE REGARDING THIS ELECTRONIC MESSAGE:

This message is intended for the use of the person to whom it is addressed and may contain information that is privileged,
confidential, and protected from disclosure under applicable law. If you are not the intended recipient, your use of this
message for any purpose is strictly prohibited. If you have received this communication in error, please delete the message
and notify the sender so that we may correct our records.


mailto:Michael.Padmore@nhms.org
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:23 AM
From: Laura Piazza

Sent: Tuesday, January 18, 2022 9:47:40 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Support HB1022

Importance: Normal

Health, Human Services and Elderly Affairs members:

| am writing today to support HB1022. It seems impossible that there needs to be legislation to remind
pharmacists that they should not be practicing medicine, but here we are. Health care providers
should have the right and ability to use clinical judgement. This is part of being a provider.

Prescribing FDA drugs off label is a part of practicing medicine and happens all the time. The fact that
Ivermectin is being singled out and pharmacists have taken it upon themselves to decide whether or
not they deem this safe, FDA-approved drug appropriate for patient care is beyond the pale. This
needs to be stopped immediately as this is not their role. Decisions regarding prescriptions should be
between a doctor and patient alone and the pharmacist needs to know their role.

| ask you to please support HB1022.
Sincerely,

Laura Piazza
Sunapee, NH


mailto:lpiazza@protonmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:23 AM
From: Beth

Sent: Tuesday, January 18, 2022 9:23:34 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

I mportance: Normal

As a concerned citizen | support bill HB1022 to allow ivermectin to be dispensed.
Thank you

Sent from my iPhone


mailto:b.cauley@comcast.net
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:23 AM

From: Michael Padmore

Sent: Tuesday, January 18, 2022 8:56:47 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Fwd: HB1022 video - opposition - Dr. Kate Peters
Importance: Normal

Attachments:

IMG_0709.MOV IF

Members of the House HHS Committee,
Please see the attached video from Dr. Kate Peters in opposition to HB1022.

Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society
7 North State St, Concord NH
(603) 858-4744 (cdl)

michael .padmore@nhms.org

From: Kate Peters <katepetersdo@gmail.com>
Sent: Tuesday, January 18, 2022 7:46 AM

To: Michael Padmore

Subject: HB1022 video

Thisisinsane. | can't believe this even needs to be said. Please see my attached advocacy video.
Thanks,
Kate Peters, D.O.


mailto:Michael.Padmore@nhms.org
mailto:HHSEA@leg.state.nh.us


Archived: Thursday, January 20, 2022 11:12:24 AM
From: Jesse Medeiros

Sent: Tuesday, January 18, 2022 8:43:47 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

Importance: Normal

Hello,

Please consider supporting HB1022. This medicine is safe, effective, FDA approved, with
hundreds of minions of doses taken by humans for decades, and is on the World health
organization's list of most vital medicines. It also won the Nobel Peace Prize in 2015 for being
basically a"wonder drug".

Jesse Medeiros
batrck458@gmail.com
603-969-6302

Cdll, Text, or Email, Thanks!



mailto:bgtrck458@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:24 AM
From: Gloria Surber

Sent: Tuesday, January 18, 2022 8:26:15 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

Importance: Normal

To Whom It May Concern:
| am writing to ask you to pass the above bill to allow physicians to do what they are trained to do!
| had covid last year and was able to obtain treatment from America s Frontline Doctors. | am
grateful for the successful treatment | received. | would have not been able to receive this
treatment from my Primary Care Doctor due to restrictions put on them. | am an RN and work at
Cheshire Medical Center in Keene. We are following the CDC guidelines for treatment for covid
patients. By email we were informed we would not be using ivermectin because it is not part of
the protocol, despite many patients asking their Primary Doctors about it. | personally have
ivermectin on hand as well as many others | know. People are treating themselves at home trying
to stay out of the hospital and avoid intubation. | personally have many relatives and friends who
have successfully been treated with ivermectin in the past couple of months. Many are getting
their ivermectin from another country due to our restrictionsin America (The land of the free?).
Asanurse of 30 years | have never seen anything like this. During the first days of covid, it is
critical to get treatment on board. Patients come to the hospital and are sent hometo rest and
hydrate. No treatment until they return at alater date very sick and require hospitalization. | am
pleading with you to let our trained professional doctors do what they do best! Research India.
They are pretty much covid free and use ivermectin. Ivermectin has been used successfully by
many doctors herein America. But many pharmacies block this prescription from being filled.
Anyone involved in blocking this treatment has blood on their hands. This needsto stop. Please
vote accordingly to allow doctors to give their patients a chanceto live. | thank you for your
consideration.
Please see attached article

https://www.thegatewaypundit.com/2022/01/dr-robert-mal one-posts-irref utabl e-proof-ivermectin-
uttar-pradesh-india-success-story/

Gloria Surber


mailto:gsurber@hotmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:24 AM
From: Kisha Thompson

Sent: Tuesday, January 18, 2022 8:21:27 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022 written testimony

Importance: Normal

Dear Committee,

| support HB1022. New Hampshire healthcare providers should have every potentially valuable
therapeutic or pharmacological intervention at their disposal. Our providers must continue to
have the freedom to personally observe and flexibly treat those under their care, which often
includes applying off-label uses to medicines. Any restriction to the stocking, dispensing, and use
of ivermectin hinders supporting health. lvermectin has been used around the globe for several
decades, and numerous studies have shown benefit in the prevention and treatment of mild
through moderate COVID-19 disease: I've listed six recent studies below attesting to this.
Ivermectin is off-patent and reasonably priced with a sufficient safety profile seen in widespread
administration. Therefore, pharmacists should be permitted to dispense ivermectin via standing
order. The novel COVID-19 pharmacologic therapies and vaccines do not consistently prevent
transmission, decrease mortality, or prolong quality of life, and they are expensive. At all times,
especially in a crisis, our New Hampshire healthcare providers must be unrestricted in their
ability to use every therapy or medication at their disposal. Thank you for doing everything you
can to support our health; we appreciate it.

Recent studies supporting the use of lvermectin:

1. Azeez, T., Lakoh, S., Adeleke, A., Balogun, O., Olanipekun, B., & Olusola, F.
(2021). Chemoprophylaxis against COVID-19 among health-care workers using
Ivermectin in low- and middle-income countries: A systematic review and meta-
analysis. Indian Journal of Pharmacology, 53(6), 493-498.
https://doi.org/10.4103/ijp.ijp_117 21

2. Cobos-Campos, R., Apifianiz, A., Parraza, N., Cordero, J., Garcia, S., & Orrufio, E.
(2021). Potential use of ivermectin for the treatment and prophylaxis of SARS-
CoV-2 infection. Current Research in Translational Medicine, 69(4), 103309.
https://doi.org/10.1016/j.retram.2021.103309

3. Kory, P., Meduri, G. U., Varon, J., Iglesias, J., & Marik, P. E. (2021). Review of the
emerging evidence demonstrating the efficacy of ivermectin in the prophylaxis and
treatment of COVID-19. American Journal of Therapeutics, 28(3), €299-e318.
https://doi.org/10.1097/MJT.0000000000001377

4. Kow, C. S., Merchant, H. A., Mustafa, Z. U., & Hasan, S. S. (2021). The association
between the use of ivermectin and mortality in patients with COVID-19: a meta-
analysis. Pharmacological Reports, 73(5), 1473-1479.
https://doi.org/10.1007/s43440-021-00245-z

5. Santin, A. D., Scheim, D. E., McCullough, P. A., Yagisawa, M., & Borody, T. J.
(2021). Ivermectin: A multifaceted drug of Nobel prize-honoured distinction with
indicated efficacy against a new global scourge, COVID-19. New Microbes & New
Infections, 43, N.PAG-N.PAG. https://doi.org/10.1016/].nmni.2021.100924

6. Zein, A. F. M. Z., Sulistiyana, C. S., Raffaelo, W. M., & Pranata, R. (2021).
Ivermectin and mortality in patients with COVID-19: A systematic review, meta-
analysis, and meta-regression of randomized controlled trials. Diabetes & Metabolic



mailto:kisha.lifgren@gmail.com
mailto:HHSEA@leg.state.nh.us

Syndrome: Clinical Research & Reviews, 15(4), 102186.
https://doi.org/10.1016/].dsx.2021.102186

Warmest regards,

Kisha N. Thompson, MS, CRNA |she/her/hers|

Dwelling and working on the unceded ancestral lands of the Abenaki and Pennacook
people.

email: kisha.lifgren@gmail.com

phone: 914-260-2218

LinkedIn: https://www.linkedin.com/in/kishathompson

I aim to build stronger relationships. If this email exchange can be handled in a brief
phone conversation, I encourage you to call me. I look forward to hearing from you.




Archived: Thursday, January 20, 2022 11:12:24 AM
From: Barbara Koehler

Sent: Tuesday, January 18, 2022 8:02:08 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

I mportance: Normal

Dear State Reps.,

Please, please pass HB1022 in NH. We have enough good, credible
Doctors across the world who have proven that this drug works for
COVID. Beyond that, you need to give our Doctors credit for knowing
what they are doing more than some political party.

It has been shown that the most knowledgeable Doctors have stood by the
use of lvermectin, some even at the cost of losing their jobs and
threatening their licenses. These Doctors took an oath to "do no harm"
and to do all they can to help sick people. Let's not restrict their

ability to do so, along with destroying the ability of a person to make

their own choice.

Thank you, and please pass this legislation asap.

Barbara Koehler


mailto:barb.koehler@roadrunner.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:24 AM

From: Michael Padmore

Sent: Tuesday, January 18, 2022 7:37:17 AM

To: ~House Health Human Services and Elderly Affairs

Subject: Fw: In Opposition to HB1022 (Standing order to dispense Ivermectin) - Dr. Steve
Williams

Importance: Normal

Attachments:

2021 10 20 _ Toxic Effects from Ivermectin Use Associated with Prevention and Treatment of
Covid-19 _NEJM Letter. pdffOZl 03 04 _ Effect of Ivermectin on Time to Resolution of
Symptoms Among Adults With Mild COVID- 19 A Randomized Clinical Tria _ JAMA. pdff

Members of the House HHS Committee,

Please see the forwarded message from Dr. Steve Williams in opposition to HB1022.

Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society
7 North State St, Concord NH
(603) 858-4744 (cell)
michael.padmore@nhms.org

From: Steven Jones <stevenclarkjones@gmail.com>

Sent: Sunday, January 16, 2022 9:38 AM

To: Michael Padmore <Michael.Padmore@nhms.org>

Subject: In Opposition to HB1022 (Standing order to dispense lvermectin)

Dear Mr. Padmore,

| oppose bill HB1022. Ivermectin is not a benign medication without side effects. (See attached
letter to the editor from the New England Journal of Medicine, dated October 20, 2021.) It should
not be dispensed without a proper indication. Furthermore, clinical trials have failed to
consistently show any no benefit. (See attached JAMA article dated March 4, 2021.)

With no proven benefit in the length of time to improvement of symptoms of COVID-19, and with
known toxic side effects, | do not support the dispensing of this drug to treat COVID-19.

Yours,
Steven Jones, MD, MPH
Exeter, NH


mailto:Michael.Padmore@nhms.org
mailto:HHSEA@leg.state.nh.us

CORRESPONDENCE

Supplementary Appendix). Among adults who
tested positive, those who were unvaccinated
tended to be much younger, to have fewer coex-
isting conditions, and to have a lower socioeco-
nomic status and were more likely to be men
than those who were vaccinated; these differ-
ences tended to be especially pronounced in com-
parison with those who received the ChAdOx1
nCoV-19 vaccine (Table S2).

Overall, 201 deaths from Covid-19 were
caused by SARS-CoV-2 that had been tested and
found to be S-positive or S-negative (Table 1).
Among persons 18 to 39 years of age who had
infections for which data on S gene status were
available, no deaths occurred among those who
were fully vaccinated, as compared with 17 deaths
among those who were unvaccinated. Among
those who were 40 to 59 years of age, vaccine
effectiveness against death from Covid-19 was
88% (95% confidence interval [CI], 76 to 93) for
ChAdOx1 nCoV-19 and 95% (95% CI, 79 to 99)
for BNT162b2; vaccine effectiveness was 90%
(95% CI, 84 to 94) and 87% (95% CI, 77 to 93),
respectively, among those 60 years of age or
older. Overall, vaccine effectiveness against death
from the delta variant 14 or more days after the
second vaccine dose was 90% (95% CI, 83 to 94)
for BNT162b2 and 91% (95% CI, 86 to 94) for
ChAdOx1 nCoV-19 (Table S3).

A limitation of this study is the fact that it
was based on an analysis of community sam-
ples. In addition, 1.8% of samples did not yield
S gene categorization because of missing data in
the Ct fields.

In summary, we found that the BNT162b2
and ChAdOx1 nCoV-19 vaccines offered substan-
tial protection against death from Covid-19
caused by the delta variant.

Aziz Sheikh, M.D.

University of Edinburgh
Edinburgh, United Kingdom
aziz.sheikh@ed.ac.uk

Chris Robertson, Ph.D.

University of Strathclyde
Glasgow, United Kingdom

Bob Taylor, Ph.D.

Public Health Scotland
Glasgow, United Kingdom

Supported by a grant (MR/R008345/1) from the Medical Re-
search Council; a grant (MC_PC_19004) from BREATHE-The
Health Data Research Hub for Respiratory Health, funded
through the U.K. Research and Innovation Industrial Strategy
Challenge Fund and delivered through Health Data Research
UK; Public Health Scotland; and the Scottish Government Direc-
tor General for Health and Social Care.

Disclosure forms provided by the authors are available with
the full text of this letter at NEJM.org.

The data used to undertake this analysis are not publicly
available because they are based on deidentified national clini-
cal records. These data are available, subject to approval by the
NHS Scotland Public Benefit and Privacy Panel, by application
through the Scotland National Safe Haven. The R code used
to perform this analysis is available from https://github.com/
EAVE-IL

This letter was published on October 20, 2021, and updated on
October 25, 2021, at NEJM.org.

1. Sheikh A, McMenamin J, Taylor B, Robertson C. SARS-CoV-2
delta VOC in Scotland: demographics, risk of hospital admis-
sion, and vaccine effectiveness. Lancet 2021;397:2461-2.

2. Simpson CR, Robertson C, Vasileiou E, et al. Early Pandemic
Evaluation and Enhanced Surveillance of COVID-19 (EAVE II):
protocol for an observational study using linked Scottish national
data. BMJ Open 2020;10(6):€039097.

3. Mulholland RH, Vasileiou E, Simpson CR, et al. Cohort pro-
file: Early Pandemic Evaluation and Enhanced Surveillance of
COVID-19 (EAVE II) database. Int J Epidemiol 2021;50:1064-74.
4. Vasileiou E, Simpson CR, Shi T, et al. Interim findings from
first-dose mass COVID-19 vaccination roll-out and COVID-19
hospital admissions in Scotland: a national prospective cohort
study. Lancet 2021;397:1646-57.

5. Clift AK, Coupland CAC, Keogh RH, et al. Living risk predic-
tion algorithm (QCOVID) for risk of hospital admission and
mortality from coronavirus 19 in adults: national derivation and
validation cohort study. BMJ 2020;371:m3731.

DOI: 10.1056/NEJMc2113864

Toxic Effects from Ivermectin Use Associated
with Prevention and Treatment of Covid-19

TO THE EDITOR: Ivermectin is approved by the
Food and Drug Administration as an oral treat-
ment for intestinal strongyloidiasis and oncho-
cerciasis and as a topical treatment for pediculo-
sis and rosacea. It is also used as a treatment for
parasites in pets and livestock. Ivermectin may
decrease severe acute respiratory syndrome coro-

navirus 2 (SARS-CoV-2) replication in vitro,>* but
randomized, controlled trials have shown no
clinical benefit in the prevention or treatment of
coronavirus disease 2019 (Covid-19).> Veterinary
use of ivermectin has increased, and the number
of prescriptions for use by humans in the United
States is 24 times as high as the number before

N ENGLJ MED 385;23 NEJM.ORG DECEMBER 2, 2021

The New England Journal of Medicine

Downloaded from nejm.org by STEVEN JONES on January 16, 2022. For persona use only. No other uses without permission.

Copyright © 2021 Massachusetts Medical Society. All rights reserved.
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the pandemic. Moreover, the number of such
prescriptions in August 2021 was 4 times as
high as the number in July 2021.34

The Oregon Poison Center is a telephone con-
sultative center staffed by specialty-trained nurses,
pharmacists, and physicians who provide treat-
ment advice for the public and comprehensive
treatment consultation for health care workers
caring for patients in Oregon, Alaska, and Guam.
The center has recently received an increasing
number of calls regarding ivermectin exposure
related to Covid-19. The rate of calls regarding
ivermectin had been 0.25 calls per month in
2020 and had increased to 0.86 calls per month
from January through July 2021; in August 2021,
the center received 21 calls. Monthly total call
volumes for all poison exposures were stable
throughout 2020 and 2021.

Of the 21 persons who called in August, 11
were men, and most were older than 60 years of
age (median age, 64; range, 20 to 81). Approxi-
mately half (11 persons) were reported to have
used ivermectin to prevent Covid-19, and the re-
maining persons had been using the drug to
treat Covid-19 symptoms. Three persons had
received prescriptions from physicians or veteri-
narians, and 17 had purchased veterinary for-
mulations; the source of ivermectin for the re-
maining person was not confirmed. Symptoms
had developed in most persons within 2 hours
after a large, single, first-time dose. In 6 per-
sons, symptoms had developed gradually after
several days to weeks of repeated doses taken
every other day or twice weekly. One person had
also been taking vitamin D to treat or prevent
Covid-19. Reported doses ingested by the per-
sons who had been using veterinary products
ranged from 6.8 mg to 125 mg of 1.87% paste
and 20 to 50 mg of the 1% solution. The dose of
the human-use tablets was 21 mg per dose twice
weekly for prevention.

Six of the 21 persons were hospitalized for

toxic effects from ivermectin use; all 6 reported
preventive use, including the 3 who had ob-
tained the drug by prescription. Four received
care in an intensive care unit, and none died.
Symptoms were gastrointestinal distress in 4 per-
sons, confusion in 3, ataxia and weakness in 2,
hypotension in 2, and seizures in 1. Of the per-
sons who were not admitted to a hospital, most
had gastrointestinal distress, dizziness, confu-
sion, vision symptoms, or rash.

These cases illustrate the potential toxic ef-
fects of ivermectin, including severe episodes of
confusion, ataxia, seizures, and hypotension, and
the increasing frequency of inappropriate use.
There is insufficient evidence to support the use
of ivermectin to treat or prevent Covid-19,> and
improper use, as well as the possible occurrence
of medication interactions,” may result in serious
side effects requiring hospitalization.

Courtney Temple, M.D.
Ruby Hoang, D.O.
Robert G. Hendrickson, M.D.

Oregon Health and Science University
Portland, OR

Disclosure forms provided by the authors are available with
the full text of this letter at NEJM.org.

This letter was published on October 20, 2021, at NEJM.org.

1. Caly L, Druce JD, Catton MG, Jans DA, Wagstaff KM. The
FDA-approved drug ivermectin inhibits the replication of SARS-
CoV-2 in vitro. Antiviral Res 2020;178:104787.

2. Lehrer S, Rheinstein PH. Ivermectin docks to the SARS-
CoV-2 spike receptor-binding domain attached to ACE2. In Vivo
2020;34:3023-6.

3. Centers for Disease Control and Prevention. Rapid increase
in ivermectin prescriptions and reports of severe illness associ-
ated with use of products containing ivermectin to prevent or
treat COVID-19. CDC Health Alert Network no. CDCHAN-00449.
August 26, 2021 (https://lemergency.cdc.gov/han/2021/han00449
.asp).

4. Lind )N, Lovegrove MC, Geller Al, Uyeki TM, Datta SD, Bud-
nitz DS. Increase in outpatient ivermectin dispensing in the US
during the COVID-19 pandemic: a cross-sectional analysis. J] Gen
Intern Med 2021;36:2909-11.

5. Edwards G. Ivermectin: does P-glycoprotein play a role in
neurotoxicity? Filaria J 2003;2:Suppl 1:S8.

DOI: 10.1056/NEJMc2114907

Benefits and Risks of Iron Interventions in Infants in Bangladesh

To THE EDITOR: The randomized, placebo-con-
trolled trial Benefits and Risks of Iron Interven-
tions in Young Children (BRISC) (September 9

N ENGL ) MED 385;23

NEJM.ORG

issue)* showed that 3 months of iron supple-
mentation in infants reduced the prevalence of
anemia but did not improve infant develop-

DECEMBER 2, 2021

The New England Journal of Medicine
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Effect of Ivermectin on Time to Resolution of Symptoms Among Adults
With Mild COVID-19
A Randomized Clinical Trial

Eduardo Lépez-Medina, MD, MSc; Pio Lopez, MD; Isabel C. Hurtado, MD; Diana M Davalos, MD, MPH, DrPH;
Oscar Ramirez, MD, MPhil; Ernesto Martinez, MD; Jesus A. Diazgranados, MD; José M. Ofiate, MD;

Hector Chavarriaga, MD, MS; Socrates Herrera, MD; Beatriz Parra, PhD; Gerardo Libreros, PhD;

Roberto Jaramillo, MD; Ana C. Avendafio, MD; Dilian F. Toro, MD; Miyerlandi Torres, DrPH; Maria C. Lesmes, MD;
Carlos A. Rios, MD; Isabella Caicedo, MD

Visual Abstract
IMPORTANCE lvermectin is widely prescribed as a potential treatment for COVID-19 despite

Supplemental content
uncertainty about its clinical benefit.

OBJECTIVE To determine whether ivermectin is an efficacious treatment for mild COVID-19.

DESIGN, SETTING, AND PARTICIPANTS Double-blind, randomized trial conducted at a single site
in Cali, Colombia. Potential study participants were identified by simple random sampling
from the state’s health department electronic database of patients with symptomatic,
laboratory-confirmed COVID-19 during the study period. A total of 476 adult patients with
mild disease and symptoms for 7 days or fewer (at home or hospitalized) were enrolled
between July 15 and November 30, 2020, and followed up through December 21, 2020.

INTERVENTION Patients were randomized to receive ivermectin, 300 pg/kg of body weight
per day for 5 days (n = 200) or placebo (n = 200).

MAIN OUTCOMES AND MEASURES Primary outcome was time to resolution of symptoms
within a 21-day follow-up period. Solicited adverse events and serious adverse events were
also collected.

RESULTS Among 400 patients who were randomized in the primary analysis population
(median age, 37 years [interquartile range {IQR}, 29-48]; 231 women [58%]), 398 (99.5%)
completed the trial. The median time to resolution of symptoms was 10 days (IQR, 9-13) in
the ivermectin group compared with 12 days (IQR, 9-13) in the placebo group (hazard ratio for
resolution of symptoms, 1.07 [95% Cl, 0.87 to 1.32]; P = .53 by log-rank test). By day 21, 82%
in the ivermectin group and 79% in the placebo group had resolved symptoms. The most
common solicited adverse event was headache, reported by 104 patients (52%) given
ivermectin and 111 (56%) who received placebo. The most common serious adverse event
was multiorgan failure, occurring in 4 patients (2 in each group).

CONCLUSION AND RELEVANCE Among adults with mild COVID-19, a 5-day course of
ivermectin, compared with placebo, did not significantly improve the time to resolution of
symptoms. The findings do not support the use of ivermectin for treatment of mild COVID-19,
although larger trials may be needed to understand the effects of ivermectin on other
clinically relevant outcomes.

TRIAL REGISTRATION ClinicalTrials.gov Identifier: NCTO4405843

Author Affiliations: Author
affiliations are listed at the end of this
article.

Corresponding Author: Eduardo

Lopez-Medina, MD, MSc, Centro de

Estudios en Infectologia Pediatrica,

Calle 5B 5 No. 37 BIS-28, Cali,
JAMA. doi:10.1001/jama.2021.3071 Colombia (eduardo.lopez@
Published online March 4, 2021. ceiponline.org).

© 2021 American Medical Association. All rights reserved.
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herapeutic approaches are needed to improve out-

comes in patients with COVID-19. Ivermectin, a widely

used drug with a favorable safety profile,! is thought to
act at different protein-binding sites to reduce viral replication.?
Because of evidence of activity against SARS-CoV-2 in vitro®
and in animal models,”® ivermectin has attracted interest in
the global scientific community® and among policy makers.!©
Several countries have included ivermectin in their treatment
guidelines,"" leading to a surge in the demand for the medi-
cation by the general population and even alleged distribution
of veterinary formulations.'* However, clinical trials are needed
to determine the effects of ivermectin on COVID-19 in the clini-
cal setting.

Viral replication may be particularly active early in the
course of COVID-19'" and experimental studies have shown an-
tiviral activity of ivermectin in early stages of other infections.*
The hypothesis of this randomized trial (EPIC trial [Estudio Para
Evaluar la Ivermectina en COVID-19]) was that ivermectin
would accelerate recovery in patients with COVID-19 when ad-
ministered during the first days of infection.

Methods

Study Design and Patients

This study was approved by the Colombian Regulatory
Agency (INVIMA No. PI-CEP-1390), the independent ethics
committees of Corporacion Cientifica Pediatrica, and collabo-
rating hospitals in Cali, Colombia, and conducted in accor-
dance with Declaration of Helsinki and Good Clinical Practice
guidelines. Written informed consent was obtained from all
patients. Full details of the trial can be found in the protocol
(Supplement 1).

This double-blind, randomized trial of ivermectin vs pla-
cebo was conducted from July 15 to December 21, 2020, by
Centro de Estudios en Infectologia Pediatrica in Cali. Study
candidates were identified from the state’s health depart-
ment electronic database of all patients with a positive result
from a SARS-CoV-2 reverse transcriptase-polymerase chain
reaction or antigen test performed in any of the Colombian
National Institute of Health-authorized laboratories in the
city of Cali.

Potential study participants were identified and selected
by simple random sampling from the state’s database. Adult
men and non-pregnant or breast-feeding women were eli-
gible if their symptoms began within the previous 7 days
and they had mild disease, defined as being at home or
hospitalized but not receiving high-flow nasal oxygen or
mechanical ventilation (invasive or noninvasive). Patients
were excluded if they were asymptomatic, had severe pneu-
monia, had received ivermectin within the previous 5 days,
or had hepatic dysfunction or liver function test results more
than 1.5 times the normal level. Details of selection criteria
can be found in the protocol (Supplement 1). Health dispari-
ties by race/ethnicity have been reported in COVID-19
infections.'®'” Hence, information on this variable was col-
lected by study personnel based on fixed categories as
selected by the study participants.
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Key Points

Question What is the effect of ivermectin on duration of
symptoms in adults with mild COVID-19?

Findings In this randomized clinical trial that included 476
patients, the duration of symptoms was not significantly different
for patients who received a 5-day course of ivermectin compared
with placebo (median time to resolution of symptoms, 10 vs 12
days; hazard ratio for resolution of symptoms, 1.07).

Meaning The findings do not support the use of ivermectin for
treatment of mild COVID-19, although larger trials may be needed
to understand effects on other clinically relevant outcomes.

Randomization

Eligible patients were randomly assigned in a 1:1 ratio to re-
ceive either oral ivermectin or placebo in solution for 5 days.
Patients were randomized in permuted blocks of 4 in a ran-
domization sequence prepared by the unblinded pharmacist
in Microsoft Excel version 19.0 who provided masked iver-
mectin or placebo to a field nurse for home or hospital pa-
tient visits. Allocation assignment was concealed from inves-
tigators and patients.

Interventions
Study patients received 300 pg/kg of body weight per day of
oral ivermectin in solution or the same volume of placebo for
5 days. Ivermectin was provided by Tecnoquimicas SA in
bottles of 0.6% solution for oral administration. Patients were
asked to take the investigational product on an empty stom-
ach, except on the first study day, when it was administered
after screening and randomization procedures took place.
Up to August 26, 2020, the placebo was a mixture of 5%
dextrose in saline and 5% dextrose in distilled water, after
which placebo was a solution with similar organoleptic prop-
erties to ivermectin provided by the manufacturer. Because
blinding could be jeopardized due to the different taste and
smell of ivermectin and the saline/dextrose placebo, only 1
patient per household was included in the study until the
manufacturer’s placebo was available. Bottles of ivermectin
and placebo were identical throughout the study period to
guarantee double-blinding.

Procedures

A study physician contacted potential study participants by
telephone to verify selection criteria for eligibility and obtain
informed consent. Patients were then visited at home or in hos-
pital by a study nurse who drew blood for liver enzyme evalu-
ations and performed a urine pregnancy test. Eligible pa-
tients were revisited by a study nurse for enrollment,
documentation of baseline demographic and clinical informa-
tion, and dispensing of the investigational product. Investi-
gational product was left with the patient for self-
administration on days 2 through 5. Subsequently, patients
were contacted by telephone by study staff on days 2 through
5, 8,11, 15, and 21 for a structured interview. A study physi-
cian reviewed medical records of hospitalized patients to ob-
tain the information required by the protocol. After study end
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(day 21), unused or empty investigational product bottles were
collected to certify adherence. Data were entered into an elec-
tronic database and validated by the site’s quality manage-
ment department.

Outcome Measures

The primary outcome was the time from randomization to
complete resolution of symptoms within the 21-day
follow-up period. The 8-category ordinal scale used in this
trial has been used in different COVID-19 therapeutic
trials'®2° and is recommended by the World Health Organiza-
tion’s R&D Blueprint.?! It consists of the following categories:
0 = no clinical evidence of infection; 1 = not hospitalized and
no limitation of activities; 2 = not hospitalized, with limita-
tion of activities, home oxygen requirement, or both; 3 = hos-
pitalized, not requiring supplemental oxygen; 4 = hospital-
ized, requiring supplemental oxygen; 5 = hospitalized,
requiring nasal high-flow oxygen, noninvasive mechanical
ventilation, or both; 6 = hospitalized, requiring extracorpo-
real membrane oxygenation, invasive mechanical ventila-
tion, or both; and 7 = death. Time to recovery was defined as
the first day during the 21 days of follow-up in which the
patient reported a score of O.

Secondary outcomes included the proportion of patients
with clinical deterioration, defined as those with worsening
by 2 points (from the baseline score on the 8-category ordinal
scale) since randomization. Additional secondary outcomes
were the clinical conditions as assessed by the 8-category
ordinal scale on days 2, 5, 8, 11, 15, and 21; however, data for
days 2 and 15 are not reported here. The proportion of
patients who developed fever and the duration of fever since
randomization and the proportion of patients who died were
also reported. Proportions of patients with new-onset hospi-
talization in the general ward or intensive care unit or new-
onset supplementary oxygen requirement for more than
24 hours were combined into a single outcome called escala-
tion of care. Frequency of incident cases of escalation of care,
as well as the duration in both treatment groups, was
reported. Evaluation of adverse events (AEs) included solic-
ited AEs, AEs leading to treatment discontinuation, and seri-
ous AEs. AEs were classified according to the National Cancer
Institute’s Common Terminology Criteria for Adverse Events
version 5.0.%2

Post Hoc Analysis

Given that some patients’ need for escalation of care was im-
minent when randomized, the frequency of incident cases of
escalation of care occurring 12 or more hours after random-
ization and the duration up to day 21in both treatment groups
were reported. A comparison of the proportions of patients who
required emergency department (ED) or telemedicine consul-
tation was also performed.

Statistical Analysis

The primary outcome was originally defined as the time from
randomization until worsening by 2 points on the 8-category
ordinal scale. According to the literature, approximately 18%
of patients were expected to have such an outcome.?* How-
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ever, before the interim analysis, it became apparent that the
pooled event rate of worsening by 2 points was substantially
lower than the initial 18% expectation, requiring an unattain-
able sample size. Therefore, on August 31, 2020, the principal
investigator proposed to the data and safety monitoring
board to modify the primary end point to time from random-
ization to complete resolution of symptoms within the
21-day follow-up period. This was approved on September 2,
2020. The original sample size of 400 based on the log-rank
test for the new primary end point was kept, using an iver-
mectin to placebo assignment ratio of 1:1. This would allow
the detection of 290 events of interest (symptom resolution),
assuming that 75% of patients would have the outcome of
interest at 21 days,>* with a 2% dropout rate. This would pro-
vide an 80% power under a 2-sided type I error of 5% if the
hazard ratio (HR) comparing ivermectin vs placebo is 1.4, cor-
responding to a 3-day faster resolution of symptoms in
patients receiving ivermectin, assuming that time to resolu-
tion of symptoms is 12 days with placebo.?* With an HR of
1.4, 75% and 85% of patients in the placebo and ivermectin
groups, respectively, would experience the outcome of inter-
est at 21 days.

On October 20, 2020, the lead pharmacist observed that
a labeling error had occurred between September 29 and
October 15, 2020, resulting in all patients receiving ivermec-
tin and none receiving placebo during this time frame. The
study blind was not unmasked due to this error. The data and
safety monitoring board recommended excluding these
patients from the primary analysis but retaining them for
sensitivity analysis. The protocol was amended to replace
these patients to retain the originally calculated study power.
The primary analysis population included patients who were
analyzed according to their randomization group, but
excluded patients recruited between September 29 and
October 15, 2020, as well as patients who were randomized
but later found to be in violation of selection criteria. Patients
were analyzed according to the treatment they received in
the as-treated population (sensitivity analysis).

The primary end point of time from randomization to com-
plete resolution of symptoms with ivermectin vs placebo was
assessed by a Kaplan-Meier plot and compared with a log-
rank test. The HRs and 95% ClIs for the cumulative incidence
of symptom resolution in both treatment groups were esti-
mated using the Cox proportional hazards model. The propor-
tional hazards assumption was tested graphically using a log-
log plot and the test of the nonzero slope. There was no
evidence to reject the proportionality assumption.

The time to complete resolution of symptoms was
assessed after all patients reached day 21. Data for patients
who died or lacked symptom resolution before day 21 were
right-censored at death or day 21, respectively. Evaluation of
the effect of the treatment in each study visit using the
8-point ordinal scale was estimated using the proportional
odds ratio (OR) with its respective 95% CI with an ordinal
logistic regression. The proportional odds assumption was
met according to the Brant test. The 8-point ordinal scale was
inverted in its score, where O corresponded to death and 7 to
a patient without symptoms.
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For sensitivity analysis, primary and secondary end points
were compared in the as-treated population.

Clustered standard errors were estimated to adjust for the
correlation between multiple patients from the same house-
hold. Statistical significance was set at P < .05, and all tests were
2-tailed. Because of the potential for type I error due to mul-
tiple comparisons, findings for analyses of secondary end
points should be interpreted as exploratory. Statistical analy-
ses were done with Stata version 16.0 (StataCorp). Bootstrap-
ping 95% CIs for differences of medians were calculated with
R statistical package version 3.6.3 (The R Foundation).

. |
Results

Patients

Of the 476 patients who underwent randomization, 238
were assigned to receive ivermectin and 238 to receive pla-
cebo (Figure 1). Seventy-five patients were randomized
between September 29 and October 15, 2020, and were
excluded from the primary analysis population but remained
in the as-treated population. Three patients were excluded
from all analyses because they were identified as ineligible
after randomization (1 asymptomatic patient and 2 who
received ivermectin within 5 days prior to enrollment). The
primary analysis population included 398 patients (200 allo-
cated to ivermectin and 198 to placebo).

Patients in both groups were balanced in demographic
and disease characteristics at baseline (Table 1; eTable 1 in
Supplement 2). The median age of patients in the primary
analysis population was 37 years (interquartile range [IQR],
29-48), 231 (58%) were women, and 316 (79%) did not have
any known comorbidities at baseline. At randomization, the
median National Early Warning Score 2 was 3 (IQR, 2-4) and
most patients (n = 232, 58.3%) were at home and able to per-
form their routine activities. The most common symptoms
were myalgia (310 patients, 77.9%) and headache (305
patients, 76.6%), followed by smell and taste disturbances
(223 [56%] and 199 [50%], respectively) and cough (211
patients, 53%), which was most commonly dry (181 patients,
45.5%) (eTable 2 in Supplement 2).

Baseline characteristics of the 75 patients who received
ivermectin but were excluded from the primary analysis were
not significantly different from the 398 remaining patients in
the cohort (eTables 1 and 3 in Supplement 2).

Primary Outcome
Time to resolution of symptoms in patients assigned to iver-
mectin vs placebo was not significantly different (median, 10
days vs 12 days; difference, -2 days [IQR, -4 to 2]; HR for reso-
lution of symptoms, 1.07 [95% CI, 0.87 to 1.32]; P = .53)
(Figure 2 and Table 2). In the ivermectin and placebo groups,
symptoms resolved in 82% and 79% of patients, respectively,
by day 21 (Table 2).

The type of placebo that patients received did not affect
the results (HR for ivermectin vs dextrose in saline: 1.14 [95%
CI, 0.83-1.55]; HR for ivermectin vs manufacturer’s placebo:
1.07 [95% CI, 0.85 to 1.34] (eFigure 1 in Supplement 2).
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Similar results were observed in the as-treated popula-
tion (eFigure 2 and eTable 4 in Supplement 2).

Secondary Outcomes

Few patients had clinical deterioration of 2 or more points in
the ordinal 8-point scale, and there was no significant differ-
ence between the 2 treatment groups (2% in the ivermectin
group and 3.5% in the placebo group; absolute difference,
-1.53 [95% CI, —-4.75 to 1.69]). The OR for deterioration in
ivermectin vs placebo groups was 0.56 (95% CI, 0.16 to 1.93)
(Table 2).

The odds of improving the score in the ordinal scale were
not significantly different between both treatment groups, as
determined by proportional odds models (eFigure 3 and
eTable 5 in Supplement 2).

There was no significant difference in the proportion of
patients who required escalation of care in the 2 treatment
groups (2% with ivermectin, 5% with placebo; absolute dif-
ference, -3.05 [95% CI, -6.67 to 0.56]; OR, 0.38 [95% CI,
0.12 to 1.24]). The length of time during which patients
required escalation of care in the ivermectin vs placebo
groups was not significantly different (median difference,
7 days [IQR, -5.0 to 16.5]). The proportions of patients
who developed fever during the study period were not sig-
nificantly different between the 2 treatment groups (abso-
lute difference of ivermectin vs placebo, -2.61 [95% CI,
-8.31to 3.09]; OR, 0.73 [95% CI, 0.37 to 1.45]), nor was the
duration of fever (absolute difference of ivermectin vs pla-
cebo, -0.5 days [95% CI, -1.0 to 2.0]) (Table 2). One patient
in the placebo group died during the study period. No data
were missing for the primary or secondary outcomes. See
eTables 4 and 6 in Supplement 2 for the results in the
as-treated population.

Post Hoc End Points and Analyses

After excluding 4 patients who required hospitalization within
12 hours after randomization (median, 3.25 hours [IQR, 2-6]),
there were 4 patients (2%) in the ivermectin group and 6 (3%)
in the placebo group who required escalation of care (abso-
lute difference, -1.0 [95% CI, —4.11 to 2.05]; OR, 0.65 [95% CI,
0.18 to 2.36]) (Table 2).

The proportions of patients who sought medical care (ED
or telemedicine consultation) were not significantly differ-
ent between the 2 treatment groups (8.0% in the ivermectin
group and 6.6% in the placebo group; absolute difference, 1.43
[95% CI, -3.67 to 6.54]; OR, 1.24 [95% CI, 0.56 to 2.74])
(Table 2). See eTable 4 in Supplement 2 for the results in the
as-treated population.

Adverse Events

A total of 154 patients (77%) in the ivermectin group and 161
(81.3%) in the placebo group reported AEs between random-
ization and day 21. Fifteen patients (7.5%) in the ivermectin
group vs 5 patients (2.5%) in the placebo group discontinued
treatment due to an AE. Serious AEs developed in 4 patients,
2 in each group, but none were considered by the investiga-
tors to be related to the trial medication (Table 3; eTable 7 in
Supplement 2).
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Figure 1. Enrollment, Randomization, and Treatment Assignment

42850 Patients with RT-PCR or antigen test
positive results in Cali, Colombia

37131 Asymptomatic, with >7 d of symptoms
or with severe pneumonia?

‘ 5719 With mild disease

and <7 d of symptoms? ‘

l

781 Selecte:

d at random ‘

146 Excluded (previous use of ivermectin,
unwilling to participate, and pregnant
or lactating)®

635 Assessed for eligibility

238 Randomized to ivermectin
276 Received ivermectin

| |

476 Underwent randomization >

159 Excluded
115 Liver function test results >1.5
times the higher limit of normal®
32 Withdrew informed consent
12 Other reasonsd

238 Randomized to placebo
200 Received placebo

| |

1 Met exclusion criteria identified 38 Excluded from primary analysis
after randomization® due to error in labeling from
September 29 to October 15, 2020

275 Included in the as-treated
population

40 Excluded from primary analysis 2 Met exclusion criteria identified
38 Error in labeling from after randomizationf
September 29 to October
15, 2020 (including 1 who
met exclusion criteria identified
after randomization®)
2 Met exclusion criteria identified

after randomizationf

198 Included in the as-treated
population

200 Received 21 dose of ivermectin
173 Received all 5 doses
27 Did not receive 5 doses
15 Discontinued owing
to adverse events
10 Did not adhere to the
prescribed dose
2 Discontinued by primary
care physician’s
recommendation

|

198 Received 21 dose of placebo
176 Received all 5 doses
22 Did not receive 5 doses
17 Did not adhere to the
prescribed dose
5 Discontinued owing
to adverse events

200 Included in the primary analysis9 ‘

‘ 198 Included in the primary analysis9

RT-PCR indicates reverse transcriptase-polymerase chain reaction.

@ Patients with mild disease were at home or hospitalized but not receiving
high-flow nasal oxygen or mechanical ventilation (invasive or noninvasive).
Patients with severe pneumonia were receiving high-flow nasal oxygen,
mechanical ventilation (invasive or noninvasive), or extracorporeal membrane
oxygenation.

®The numbers of patients with these exclusion criteria were not collected.

© Aspartate aminotransferase and alanine aminotransferase.

9 Eight patients used ivermectin within 5 days prior to randomization, Thad a
positive pregnancy test, 1 was asymptomatic, 1lived in an inaccessible area,
and 1 had onset of symptoms 8 days prior to randomization.

€ Patient was asymptomatic and was randomized to receive placebo but
received ivermectin.

f Use of ivermectin before randomization.
8|ncludes deaths and recoveries.
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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline and Medications

Initiated Since Symptom Onset in the Primary Analysis Population

Characteristic

No. (%)

lvermectin (n = 200)

Placebo (n = 198)

Age, median (IQR), y
Age groups, y
<40
40-64
265
Sex
Male
Female
Race or ethnic group?
Mixed race
Black or African American
Colombian native
Health insurance
Private/semiprivate
Government subsidized
Uninsured
No. of persons in the same household, median (IQR)
Current smoker
BMI, median (IQR)

History of BCG vaccination, No./No. with available information (%)

Coexisting conditions®
Obesity (BMI 230), No./No. with available information (%)
Hypertension
Diabetes
Thyroid disease
Respiratory disease
Cardiovascular disease
Any coexisting condition
Median time (IQR) from symptom onset to randomization, d
NEWS2 score at randomization, median (IQR)©
Score on ordinal scale at randomization
1: Not hospitalized and no limitation of activities

2: Not hospitalized, with limitation of activities,
home oxygen requirement, or both

3: Hospitalized, not requiring supplemental oxygen

4: Hospitalized, requiring supplemental oxygen?
Medications initiated since symptom onset

NSAIDs

Other®

Macrolides

Other antipyretics

Nonmacrolide antibiotics

Glucocorticoids

Other immunomodulating agents®

Anticoagulants

37 (29-47.7)

119 (59.5)
73 (36.5)
8(4.0)

78 (39)
122 (61)

178 (89)
16 (8.0)
6(3.0)

177 (88.5)
20(10.0)
3(1.5)

4 (3-5)

3(1.5)
26.1(23.1-28.8)
183/199 (92.0)

37/200 (18.5)
28 (14.0)

10 (5.0)
7(3.5)
6(3.0)
4(2.0)

44 (22.0)

5 (4-6)
3(2-4)

123 (61.5)
75 (37.5)

1(0.5)
1(0.5)

57 (28.5)
41 (20.5)
27 (13.5)
26 (13.0)
13 (6.5)
6(3.0)
4(2.0)
1(0.5)

37(28.7-49.2)

112 (56.6)
70(35.3)
16 (8.1)

89 (44.9)
109 (55)

179 (90.4)
16 (8.1)
3(1.5)

174 (87.9)
23(11.6)
1(0.5)

3(3-4)

8(4.0)
26.4(22.7-29.0)
184/195 (90.4)

38/196 (19.4)
25 (12.6)

12 (6.1)
8(4.0)
6(3.0)
3(1.5)
38(19.2)

5 (4-6)
3(2-4)

109 (55.0)
87 (43.9)

1(0.5)
1(0.5)

61 (30.8)
38(19.2)
22(11.1)
23 (11.6)
11 (5.6)
12 (6.1)
2(1.0)
7(3.5)

Discussion

In this double-blind, randomized trial of symptomatic adults
with mild COVID-19, a 5-day course of ivermectin vs placebo
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Abbreviations: BCG, Bacille
Calmette-Guérin; BMI, body mass
index (calculated as weight in
kilograms divided by height in meters
squared); IQR, interquartile range;
NEWS2, National Early Warning
Score 2; NSAIDs, nonsteroidal
anti-inflammatory drugs.

@ Race/ethnic group was collected by
study personnel based on fixed
categories as selected by the
study participants. "Mixed race”
refers to an individual of mixed
European/Colombian native heritage.

b Coexisting conditions were
determined by self-report.

€ NEWS2 includes 6 physiological
measures; total scores range from O
to 20, with higher scores indicating
greater clinical risk. Score of 3
indicates low clinical risk.

9 Not high-flow nasal oxygen nor
mechanical ventilation.

¢ Acyclovir, antidiarrheals,
antiemetics, antihistamines,
antiparasitics, antispasmodics,
antitussives, natural or
homeopathic medications, proton
pump inhibitors, and salbutamol.

f Oral interferon and colchicine.

initiated in the first 7 days after evidence of infection failed to

significantly improve the time to resolution of symptoms.
Interest in ivermectin in COVID-19 therapy began from

an in vitro study that found that bathing SARS-CoV-2-
infected Vero-hSLAM cells with 5-uM ivermectin led to an
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Figure 2. Time to Resolution of Symptoms in the Primary Analysis Population

0.9+
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—
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(<4
Z 0.3 —
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3 0.2 —
01- |
— Hazard ratio, 1.07 (95% Cl, 0.87-1.32); P=.53
0o+ ‘ ‘ ‘ |
0 1 2 3 4 5 8 11 15 21
Days since randomization The cumulative rate of symptom
) resolution is the percentage of
No. at risk X . -
Ivermectin 200 195 186 169 158 127 96 75 37 patients who experienced their first
Placebo 198 196 186 179 160 127 106 77 41 day free of symptoms. All patients
were followed up for 21days.
Table 2. Outcomes in the Primary Analysis Population
No. (%)
lvermectin Placebo Absolute difference Effect estimate
Characteristic (n = 200) (n=198) (95% Cl) (95% Cl) P value
Primary outcome: resolution of symptoms®
Time to resolution of symptoms, 10 (9-13) 12 (9-13) -2 (-4to02)® 1.07 (0.87 to 1.32)° .53
median No. of days (IQR)
Symptoms resolved at 21 d 164 (82.0) 156 (79.0) 3.21(-4.58t011.01)¢ 1.23(0.75t02.01)¢
Secondary outcomes
Deterioration by 2 points 4(2.0) 7 (3.5) -1.53 (-4.75 to 1.69)¢ 0.56 (0.16 to 1.93)¢
in an ordinal 8-point scalef
Fever since randomization? 16 (8.0) 21(10.6) -2.61(-8.31t0 3.09)¢ 0.73(0.37 to 1.45)®
Duration of febrile episode, 1.5(1-3) 2(1-3) -0.5(-1.0t02.0)°
median (IQR), d
Escalation of care since randomization” 4(2.0) 10 (5.0) -3.05 (-6.67 t0 0.56) 0.38(0.12to0 1.24)¢
Duration, median (IQR) d 13 (3.5-21) 6(3.7-10.7) 7 (-5t016.5)°
Deaths 0 1(0.5)
Post hoc outcomes
Escalation of care occurring 212 h since 4(2.0) 6(3.0) -1.0 (-4.11 to 2.05)¢ 0.65(0.18 t0 2.36)¢
randomization”
Duration, median (IQR), d' 6.5 (4.5-21) 8(4.2-13.2) -1.5(-7.5t015.5)®
Emergency department visits 16 (8.0) 13 (6.6) 1.43 (-3.67 t0 6.54)¢ 1.24 (0.56 t0 2.74)¢

or telemedicine consultations,
No. of patients

Abbreviation: IQR, interquartile range.

2@ Resolution of symptoms was defined as the first day free of symptoms.

b Absolute difference is the median difference with 95% Cls estimated by
bootstrap sampling.

€ Hazard ratio for resolution of symptoms was estimated by the Cox
proportional-hazard model. The P value for this ratio was calculated with the
log-rank test.

d Absolute difference is the difference in proportions.

¢ Effect estimate is odds ratio (2-sided 95% Cl) from a logistic model.

f Ordinal scale: O = no clinical evidence of infection; 1= not hospitalized and no
limitation of activities; 2 = not hospitalized, with limitation of activities, home
oxygen requirement, or both; 3 = hospitalized, not requiring supplemental

oxygen; 4 = hospitalized, requiring supplemental oxygen; 5 = hospitalized,
requiring nasal high-flow oxygen, noninvasive mechanical ventilation, or both;
6 = hospitalized, requiring extracorporeal membrane oxygenation, invasive
mechanical ventilation, or both; and 7 = death.

8 Fever defined as an axillary temperature =38 °C. Patients took their own
temperatures while at home.

" Escalation of care defined as new-onset hospitalization in the general ward or
intensive care unit or new-onset supplementary oxygen requirement for more
than 24 hours.

" Number of days that patients required hospitalization or supplementary
oxygen. If both were required, the longer duration was recorded.
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Table 3. Summary of Adverse Events During the 21-Day Follow-up Period in the Primary Analysis Population

Any grade, No. (%)?

Event

Ivermectin (n = 200)

Placebo (n = 198)

Solicited adverse events®

Abbreviation: IQR, interquartile

Headache 104 (52.0) 111 (56.1)

Duration, median (IQR), d 2 (1-5) 2 (1-5) range. )

— 2 Grade refers to the severity of the
Dizziness 68 (34.0) 68 (34.3) adverse event, determined

Duration, median (IQR), d 1.5(1-3) 2 (1-3.7) according to the following: Grade 1,
BN 52 (26.0) 65 (32.8) mild: asymptomatic or mild

symptoms; clinical or diagnostic

Duration, median (IQR), d 2(1-4) 2(1-3) observations only; intervention not
Nausea 46 (23) 47 (23.7) indicated. Grade 2, moderate:

Duration, median (IQR), d 1(1-3.5) 2(1-4) minimal, local, or noninvasive

intervention indicated; limiting
Abdominal pain 36 (18.0) 49 (24.7) age-appropriate instrumental

Duration, median (IQR), d 2(1-4) 2(1-3) activities of daily living (ADL). Grade

Disturbances of vision 33 (16.5) 28 (14.4) 3 sgvere O'? medic.ally significe-mt but
- - not immediately life-threatening:

Duration, median (IQR), d 2(1-3) 2(1-4.7) hospitalization or prolongation of

Photophobia 7 (3.5) 4(2.0) hospitalization indicated; disabling;

Blurry vision 23(11.5) 23(11.6) limiting self-care ADL. Grade 4.

life-threatening consequences:

Reduction in visual acuity 4(2.0) 2(1.0) urgent intervention indicated.
Tremor 13 (6.5) 6(3.0) Grade 5, death related to adverse

Duration, median (IQR), d 1(1-6.5) 3.5(1-6.5) events. Grade 3 solicited adverse

events: headache, n = Tinthe
Skin discoloration 13 (6.5) 4(2.0) placebo group, duration of 6 days;

Duration, median (IQR), d 3(1.2-5.2) 4(2.5-13) dizziness, n = 1in the ivermectin

ST 12 (6.0) 19(9.6) group, duration of 6 daysandn = 3
- - in the placebo group (median

Duration, median (IQR), d 4.5 (3-7) 4(1-8) duration of 2 days [IQR, 1-8]); and
Swelling 4(2.0) 3(1.5) skin rash, n = 2in the ivermectin

Duration, median (IQR), d 3(1.2-4.7) 1(1-1) group (median duration of 8 days

[IQR, 7-9]). No grade 4 events
Vomiting 3(1.5) 6(3.0) occurred.

Duration, median (IQR), d 1(1-3) 1(1-1.5) b Adverse events were solicited by
No. of patients with 21 solicited adverse events 154 (77.0) 161 (81.3) telephone at each follow-up call.
Adverse events leading to treatment discontinuation 15 (7.5) 5(2.5) ¢ Serious adverse events were severe,
Serious adverse events© medically significant, or

life-threatening conditions
Respiratory failure 2(1.0) 1(0.5) occurring in study patients
Acute kidney injury 2(1.0) 1(0.5) documented from revision of

. . patients’ electronic medical records.

Multiorgan failure 2(1.0) 2(1.0) All were grade 3 or 4, except 1
Gastrointestinal hemorrhage 2(1.0) 0 patient in the placebo group who
Sepsis 1(0.5) 1(0.5) had grade 5 respiratory failure,
No. of patients with 21 serious adverse events 2(1.0) 2(1.0) acute kidney injury, multiorgan

approximately 5000-fold reduction in viral RNA.% However,
pharmacokinetic models indicated that the concentrations
used in the in vitro study are difficult to achieve in human
lungs or plasma,?® and inhibitory concentrations of iver-
mectin are unlikely to be achieved in humans at clinically
safe doses.?® Despite this, a retrospective study using logis-
tic regression and propensity score matching found an asso-
ciation between 200 pg/kg of ivermectin in a single dose
(8% of patients received a second dose) and improved sur-
vival for patients admitted with severe COVID-19.2” The
contrast with the findings in this trial may be related to dif-
ferences in patient characteristics, exposures and outcomes
that were measured, or unmeasured confounders in the
observational study. To our knowledge, preliminary reports
of other randomized trials of ivermectin as treatment for
COVID-19 with positive results have not yet been published
in peer-reviewed journals.?8-3!

JAMA Published online March 4, 2021

failure, and sepsis.

Daily doses were used in this trial because pharmacoki-
netic models have shown higher lung concentrations with
daily rather than intermittent dosing,®? and have proven to
be well tolerated.?*3* In addition, the US Food and Drug
Administration-approved dose for the treatment of helmin-
thic diseases (200 pg/kg) showed clinical benefit in an obser-
vational study,?” supporting a hypothesis that higher doses
could be clinically relevant.

This study did not find any significant effect of ivermec-
tin on other evaluated measures of clinical benefit for the
treatment of COVID-19. Although a numerically smaller pro-
portion of ivermectin-treated patients required escalation of
care (2.0% with ivermectin vs 5.0% with placebo), the differ-
ence was not statistically significant and was further attenu-
ated in a post hoc analysis after excluding 4 patients who
were hospitalized at a median time of 3.25 hours after ran-
domization. In addition, ivermectin did not reduce ED or
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telephone consultations, further supporting the lack of effi-
cacy for these outcomes. However, the relatively young and
healthy study population rarely developed complications,
rendering the study underpowered to detect such effects.
Therefore, the ability of ivermectin to prevent the progres-
sion of mild COVID-19 to more severe stages would need to
be assessed in larger trials.

The study was sufficiently powered to detect faster resolu-
tion of symptoms in patients soon after they became apparent,
and no significant difference was identified. However, the study
population was relatively young, with few comorbidities and with
liver enzyme levels less than 1.5 times the normal level, so the
findings may be generalizable only to such populations.

Cumulatively, the findings suggest that ivermectin does
not significantly affect the course of early COVID-19, consis-
tent with pharmacokinetic models showing that plasma total
and unbound ivermectin levels do not reach the concentra-
tion resulting in 50% of viral inhibition even for a dose level
10-times higher than the approved dose.>?

Limitations

This study has several limitations. First, the study was not con-
ducted or completed according to the original design, and the
original primary outcome to detect the ability of ivermectin
to prevent clinical deterioration was changed 6 weeks into the
trial. In the study population, the incidence of clinical dete-
rioration was below 3%, making the original planned analysis
futile. Ultimately, findings for primary and secondary end
points were not significantly different between the ivermec-

Original Investigation Research

Second, the study was well-powered to detect an HR
for resolution of symptoms of 1.4 in the ivermectin vs pla-
cebo groups, but may have been underpowered to detect a
smaller but still clinically meaningful reduction in the pri-
mary end point.

Third, virological assessments were not included, but the
clinical characteristics that were measured indirectly reflect
viral activity and are of interest during the pandemic.

Fourth, the placebo used in the first 65 patients differed
in taste and smell from ivermectin. However, patients from
the same household were not included until the placebo with
the same organoleptic properties was available, and the lack
of effect of ivermectin on the primary outcome was similar
when compared with either formulation of placebo.

Fifth, 2 secondary outcomes used an 8-category ordinal
scale that in initial stages requires patient self-reporting and
thus allows subjectivity to be introduced. Sixth, data on the
ivermectin plasma levels were not collected. Seventh, as al-
ready noted, the study population was relatively young and
results may differ in an older population.

. |
Conclusions

Among adults with mild COVID-19, a 5-day course of ivermec-
tin, compared with placebo, did not significantly improve the
time to resolution of symptoms. The findings do not support
the use of ivermectin for treatment of mild COVID-19, al-
though larger trials may be needed to understand the effects

tin and placebo groups.
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Archived: Thursday, January 20, 2022 11:12:24 AM
From: Jennifer Watson

Sent: Tuesday, January 18, 2022 7:36:13 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Please support the use of Ivermectin
Importance: Normal

Dear Health, Human, and Elderly Services:

There is growing evidence that ivermectin, a very safe drug that has been in use for decades, has
anti-viral properties and is being used successfully to help people recover from Covid. In arather
unusual and bizarre way, this inexpensive medicine has been denied to many Covid sufferers even
if they have alegitimate prescription for it. This practice needs to stop, and pharmacists must be
reassured that they can fill prescriptions for this medication without risking their licenses or in any
way suffering repercussions for doing so.

Please support HB1022 which requires pharmacists to dispense this medication to people with
Covid who have a prescription for it.

Thank you,

Joe and Jennifer Watson
Stephen and Christa Watson
188 Crockett Rd.

Laconia, NH


mailto:joeandjennyw@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:24 AM

From: Michael Padmore

Sent: Tuesday, January 18, 2022 7:35:20 AM

To: ~House Health Human Services and Elderly Affairs

Subject: Fw: lvermectin HB1022 - Opposition - Dr. Gus Emmick
Importance: Normal

Attachments:

Ivermectin_State.docxf

Members of the House HHS Committee,

Please see the attached message from Dr. Gus Emmick in opposition to HB1022.

Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society
7 North State St, Concord NH
(603) 858-4744 (cell)
michael.padmore@nhms.org

From: gge5472@comcast.net <gge5472@comcast.net>
Sent: Sunday, January 16, 2022 3:37 PM

To: Michael Padmore <Michael.Padmore@nhms.org>
Cc: gans71@comcast.net <gans71@comcast.net>
Subject: lvermectin


mailto:Michael.Padmore@nhms.org
mailto:HHSEA@leg.state.nh.us

Standing Orders for Ivermectin in the Age of Covid-19



	What separates good medicine from poor medicine?  What separates 21st century medicine from 16th century medicine?  The answer is simple.  It is a rigorous adherence to science.  Countries like the United States, the United Kingdom, France and Japan and many others have vastly improved the quality of world health through pharmacology and the development of hundreds of medicines used to treat both infectious and chronic disease. Chronic diseases like hypertension and diabetes,  and infectious diseases like pneumonia, meningitis and HIV have had massive improvements in treatment due to expanded pharmacology.   The common success has relied on evidence-based medicine which includes a rigorous use of double-blind controlled studies.  In other words neither the physician (or provider) nor the patient know if the patient is getting a placebo  vs. a therapeutic medicine.  This helps to limit bias that could result in patients self-reporting effective treatment or providers steering patients into certain treatment arms.  

	Well what about Ivermectin?  Without a doubt this is a super drug that has had dramatic health implications in treating both human and veterinary disease.  The medicine has been a tremendous medicine for both human parasitic disease treatment (strongyloidiasis, onchocerciasis) and treatment of veterinary illness (roundworms, lice, mites etc.)  Could Ivermectin be used in viral illnesses?  Possibly, however, when it comes to treating viral disease the evidence for Ivermectin is tenuous at best.  The in vitro (i.e. in the lab like cell cultures) level of Ivermectin needed to affect Sars-CoV-2 (the virus that causes COVID-19) is thought to be in the micrograms (i.e. 10-6), whereas the maximum safe blood concentrations that can be obtain in humans is around 20-80 ng/ml (10-9). This is a factor of 1000 different.  (F. Heidary, 2020).  This creates huge dosing questions and also risks for safety.  “Unguarded, off label use of this drug may create increased surge of resistance at previously effective therapeutic dosage, in addition to concerns for prior mentioned toxicities.  This situation may aggravate many clinical failures instead of promoting health and well-being of SARS-CoV-2 patients.”  (Zaheer, 2021)  

	Are there “good studies” of Ivermectin for treatment of SARS-CoV-2?  There are few quality studies, the highest quality being double-blinded placebo controlled.  Perhaps the most promising study was in patients who were hospitalized with COVID-19, published in the International Journal of Infectious disease in 2020.  The study uses three subgroups Ivermectin, Ivermectin + Doxycycline and a placebo control group.  This study did indeed show a reduction improved viral clearance in patients with Ivermectin vs. Placebo (9.7 vs 12.7 days, p=0.02).  It also showed no significant adverse effects.  Though the improvement in viral clearance was statistically significant, changes in clinical parameters including sore throat, fever, or cough were NOT significantly different between treatment and control groups.  Why should this study NOT be extended to permit generalized treatment? There are several concerns regarding this study.  First, the study was limited to patients without chronic illnesses including ischemic cardiac disease, CHF, chronic kidney or liver disease, those who were pregnant or lactating; these are all the same diseases and risk factors that place patients at highest risk for complications or death from COVID-19.  Second, the study size was small only 24 patients in each study arm (although reportedly randomized baseline table 1 showing characteristics of patients was not available and it is unclear if the patient groups were indeed similar after randomization.  Finally, the study was funded by Beximco Pharmaceutical Limited, Bangladesh; a company that produces and markets ivermectin on the world market.  (Ahmed, 2021)

	Another study, of lower quality due to the nature of it as a “retrospective observational” study did provide some additional support for using Ivermectin, however, again this study was a retrospective study following COVID-19 hospitalized patients at four Broward Health hospitals in Florida from March 15th to May 11th, 2020.  It followed 280 patients (173 treated with Ivermectin and 107 without Ivermectin).  Most of the patients in both groups also received hydroxychloroquine, azithromycin or both.  The data although promising including lower mortality rate, better outcomes for patients with severe pulmonary involvement of COVID are difficult to extrapolate for a variety of reasons. First, the patients who  received ivermectin were given this at discretion of treating physicians. There were not clear entry parameters Though the authors attempted to go back and “adjust confounding factors” this is often less than perfect.  Furthermore, patients were not just on Ivermectin, but other drugs as well.  Assessing the interactions of multiple drugs on outcomes are also less than precise.  (Rajter, 2021)

	The final, but perhaps most important question to ask is Ivermectin suitable for a standing order for pharmacists?  Examining the medicine in context of scientific literature shows that there is limited quality literature that Ivermectin is safe or efficacious for outpatient use in treatment of COVID-19. Furthermore, the medicine is known to have significant neurotoxicity and hepatotoxicity if doses are too high or if patient’s have underlying risk factors.  You are asking a patient to assess their own risks in context with a drug of limited benefit and asking a pharmacist to dispense such a drug when he or she may not be fully aware of a patient’s risks.  Why not just allow physicians and providers to stake their own medical reputation on prescribing this drug off label if it is truly beneficial?   Why a standing order for Ivermectin and not drugs for other diseases like Amyotrophic Lateral Sclerosis (ALS)- Lou Gehrig’s Disease, Muscular Dystrophy, Alzheimer’s disease etc. where morbidity and mortality may be even far higher than that of COVID-19?  Is New Hampshire going to opt for taking medicine back to the days of placebo and word of mouth?  Perhaps we can have snake-oil too by standing dose.  The legislature needs to allow health care professionals to continue to practice medicine using the best scientific evidence and not allow for easy access to an abundance of medicines that may produce countless side effects, interactions with other drugs etc.   Furthermore, these actions may promote resistance of both viruses and other parasites by prolific use and may deplete stores of ivermectin for proven human and veterinary uses.  New Hampshire must not allow politics of the internet and special interest groups to bring the practice of medicine (and pharmacy) to the lowest common denominator.  New Hampshire must not become a laughingstock of  American medicine with a triumph of ignorance over science.

Gus Emmick, MD, FAAP

>20 years of practice of Medicine

Board Certified Internal Medicine

Board Certified Pediatrics

Licensed for Medicine in NH and MA 
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Archived: Thursday, January 20, 2022 11:12:24 AM

From: Michael Padmore

Sent: Tuesday, January 18, 2022 7:34:43 AM

To: ~House Health Human Services and Elderly Affairs

Subject: Fw: 18 Jan 2 pm - HB1022 Opposition - Dr. Dan Collison
Importance: Normal

Members of the House HHS Committee,

Please see the forwarded message from Dr. Dan Collison in opposition to HB1022.

Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society
7 North State St, Concord NH
(603) 858-4744 (cell)
michael.padmore@nhms.org

From: Dan Collison <dan.collison@gmail.com>

Sent: Sunday, January 16, 2022 5:43 PM

To: Michael Padmore <Michael.Padmore@nhms.org>
Subject: 18 Jan 2 pm

Hi Mike,

| signed in to oppose ivermectin being dispensed by pharmacists. Do | need to attend, or isit
enough to express disapprova ?

| am a dermatologist, a specialty that deals with patients with diseases due to viruses, parasites and
other infectious causes. Ivermectin is a medicine we prescribe.

It isentirely inappropriate for the Legislature to carve out legisation for drugs with systemic
effects without the patient being under the care of a physician.

Dan Collison


mailto:Michael.Padmore@nhms.org
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:25 AM
From: Michael Padmore

Sent: Tuesday, January 18, 2022 7:33:42 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Fw: HB1022 Opposition - Dr. Mark Szal
Importance: Normal

Members of the House HHS Committee,
Please see the forwarded message from Dr. Mark Szal in opposition to HB1022.

Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society
7 North State St, Concord NH
(603) 858-4744 (cell)
michael.padmore@nhms.org

From: Mark Szal <mszal@cecnh.com>

Sent: Monday, January 17, 2022 2:01 PM

To: Michael Padmore <Michael.Padmore@nhms.org>
Subject: HB1022

This is a dangerous bill and a dangerous precedent. lvermectin should only be available by a
doctor's prescription. Pharmacists should not be granted a standing order for a potentially
dangerous prescription medication. There is no need for ivermectin to be more available than it
currently is. It will not help with the covid epidemic.

Mark Szal, MD


mailto:Michael.Padmore@nhms.org
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:25 AM
From: Michael Padmore

Sent: Tuesday, January 18, 2022 7:33:30 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Fw: HB1022 Opposition - Dr. Ken DolKart
Importance: Normal

Members of the House HHS Committee,
Please see the forwarded message from Dr. Ken Dolkart in opposition to HB1022.

Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society
7 North State St, Concord NH
(603) 858-4744 (cell)
michael.padmore@nhms.org

From: Kenneth Dolkart <kenneth.dolkart@gmail.com>
Sent: Monday, January 17, 2022 12:32 AM

To: Michael Padmore <Michael.Padmore@nhms.org>
Subject: Greetings and HB1022

Hi Mike - | suspect you will have lots of comments for opposition to HB1022. Enclosed is my reaction to this.

Dear Representatives

Why believe scientists about covid vaccines, ivermectin or any other issue? Perhaps, because scientists are the
first to admit that “we are ignorant but curious about that” and are the ones performing the daily research that's
led to remarkable medical achievements over the past 200 years. Such research over the past 4 decades prepared
the way for the remarkable mMRNA vaccines whose track record clearly demonstrates reduced death and
hospitalization from this virus, even in the face of changing variants. An overwhelming consensus of vaccine
benefit is shared by the people who do thisfor aliving. Thisincludes the medical virologists, infectious disease
specidlists, the critical care nurses and clinicians in our ICUs who are stressed with the volumes of mostly
unvaccinated covid patients, doctors who observe this daily and epidemiologists. These are the same researchers
and clinicians who devel oped the vaccines that eliminated smallpox and reduced parent’s anxieties over their
children suffering with polio and other serious childhood diseases. It's afact that these vaccines are remarkably
effective. But we now live in aworld of “alternative facts.”

So, isn't it datistically interesting that the very same non-scientist believers in hydroxychloroquine and
invermectin are aso the same disbelievers in the benefits of mMRNA vaccines to protect the public? Such
facebook warriors are rarely the people who actively care for those sick with this novel virus and certainly not
the folks who do and study the research. Studies on invermection indeed have been performed by viral
biochemists and clinical researchers, and again their consensus is, even at toxic levels conceivably achievablein
the bloodstream, that the drug is clinically worthless against covid-19. This misguided bill states:"Nothing on
the information sheet shall discourage the recipient from using ivermectin for the treatment of COVID-19” but
that is medical malpractice. If House Representatives wish to start practicing bad medicine without a license,
then they should be prosecuted for impersonating clinicians. Not that long ago, a political well of support may
have demanded that laetrile be provided by standing orders for cancer patients, and the same can apply for
various unproven remedies. And if they are not so prosecuted, then they should be held liable for any deaths or
hospitalizations resulting from covid among people who were persuaded to avoid genuine prevention and
treatment, or any consequences of toxicity from unwarranted “medical treatment by politician.”

Respectfully


mailto:Michael.Padmore@nhms.org
mailto:HHSEA@leg.state.nh.us

Ken Dolkart MD FACP



Archived: Thursday, January 20, 2022 11:12:25 AM

From: Renee Broze

Sent: Tuesday, January 18, 2022 6:44:14 AM

To: ~House Health Human Services and Elderly Affairs

Subject: NH House Remote Testify: 2:00 pm - HB1022 in House Health, Human Services and
Elderly Affairs

Importance: Normal

| am writing to oppose this bill. Ivermectin is not an approved or recommended therapy for covid-
19. Making it available without a prescription will certainly make the manufacturer alot

of money, as well as encourage people who have active Covid-19 to be out shopping for it,
exposing more peopleto the virus. Ivermectin is amedicine for parasites. Covid-19 isavirus.
Some may argue that covid is not the reason why this bill is being considered, but to alow ahill
like this to pass at the height of the pandemic is irresponsible and unethical. Furthermore, prior to
the pandemic, this was ararely prescribed medication because we have good sanitation and
drinking water. lvermectin isin my dogs flea and tick medicine. | require at veterinary
prescription to purchase it.

Renee Broze MSN, RN, NP-C


mailto:reneebroze@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:25 AM

From: Joseph Mirzoeff

Sent: Tuesday, January 18, 2022 6:34:08 AM

To: ~House Health Human Services and Elderly Affairs

Subject: NH House Remote Testify: 2:00 pm - HB1022 in House Health, Human Services and
Elderly Affairs

Importance: Normal

In Cheshire County, where | live there were 7 COVID deaths in 2020 the year that created an
"emergency"”. In 2021, the year of the inoculations 65 died with COVID. In thefirst two weeks
of 2022 14 died with COVID. Clearly thereis more of an emergency now and the governments
and medical |eadership have failed us. Please facilitate our ability to protect ourselves. Live Free
or Die has never been more true.


mailto:mrzvyp@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:25 AM
From: D S

Sent: Tuesday, January 18, 2022 5:28:42 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

Importance: Normal

To Whom it May Concern,
Please support the bill presented which will see that Pharmacists dispense Ivermectin.
Thank you.

Julia Sharpton
Sent from Y ahoo Mail on Android



mailto:dcs0929@yahoo.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:25 AM
From: Donna Kendrick

Sent: Tuesday, January 18, 2022 2:50:26 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Bills

I mportance: Normal

Hi please support HB1022 it is obvious therapeutics are being withheld for too long. Please support this
bill.

Please oppose HB 1369 No place has the right to impose experimental invasive treatments on their
customers. Thankyou.

Sent from my iPhone
Donna Kendrick


mailto:kendrickdonna7@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:25 AM
From: Elizabeth Lidman

Sent: Monday, January 17, 2022 11:01:23 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Please Support HB1022

Importance: Normal

Dear Committee Members,

Please support HB1022 allowing pharmacists to dispense ivermectin with a standing order.
People should be able to access the drugs that they need especially during a pandemic.

Sincerely,
Elizabeth Sylvia
Nashua, NH


mailto:elizabethlidman@hotmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:25 AM
From: James Johnson

Sent: Monday, January 17, 2022 10:53:39 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

Importance: Normal

To the Health, Human Services and Elderly Affairs.

Dear Committee Members,

Please keep the government out of patient - doctor relationship. Please read
https://www.scstatehouse.gov/Committeel nfo/ SenateM edi cal AffairsCommittee/horse-dewormer-
ivermectin-pdf.pdf

| ask this committee to consider the above articlein it’s entity. The contemplate why the
government is encroaching on our personal lives.

Sincerely,
Jim Johnson
Brentwood NH

Sent from Mail for Windows


mailto:jamjohn16@outlook.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:26 AM
From: Heather

Sent: Monday, January 17, 2022 10:23:45 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

Importance: Normal

To whom it may concern.
Please support HB1022

Decisions regarding prescriptions should be between a doctor and patient. Currently it is difficult to have a prescription for
Ivermectin be fulfilled amost anywherein NH. This Bill will eliminate that difficulty.

Thank you for your time.
Sincerdly,

Mrs. Froumy


mailto:hastingsfroumy@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:26 AM
From: Elizabeth Fleming

Sent: Monday, January 17, 2022 9:56:09 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

Importance: Normal

Please SUPPORT this legislation.

Decisions regarding prescriptions should be between a doctor and patient. Currently it is
difficult to have a prescription for Ivermectin be filled almost anywhere in NH. This Bill will
eliminate that difficulty. There is now overwhelming evidence that lvermectin is both SAFE and
EFFECTIVE and could have saved thousands of lives if it was made available to patients.
Pharmacists and doctors must be able to prescribe it to their patients and Pharmacists must
make it available- IT COULD SAVE THEIR LIVES.

E. FLeming


mailto:eamf1@hotmail.co.uk
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:26 AM

From: Zeli B

Sent: Monday, January 17, 2022 9:34:43 PM

To: ~House Health Human Services and Elderly Affairs; ~House Election Law Committee
Subject: legisation

Importance: Normal

HB1022 - MANDATES PHARMACISTS MUST DISPENSE
IVERMECTIN WHEN PRESCRIBED

Please SUPPORT this legidlation.

WHY : Decisions regarding prescriptions should be between a
doctor and patient. Currently it is difficult to have a prescription for
lvermectin be fulfilled amost anywherein NH. This Bill will
eliminate that difficulty.

Thankyou,

Hazel Bourassa


mailto:bourassazeli@gmail.com
mailto:HHSEA@leg.state.nh.us
mailto:HouseElectionLawCommittee@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:26 AM
From: Bonnie Faulkner

Sent: Monday, January 17, 2022 9:02:14 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Support HB1022

Importance: Normal

Good evening, Congressmen:

| am asking that you please support this legislation. The use of Ivermectin has saved many lives. If
adoctor believes that a patient could benefit from this drug, and prevent the patient from being
admitted to the hospital, then Ivermectin should be easily accessible. Thiswill help our hospitals
from being overwhelmed and save lives.

Thank you for your service and time.

Bonnie St.Onge


mailto:bstonge1021@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:26 AM
From: Julie Laughner

Sent: Monday, January 17, 2022 8:54:34 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Please vote OTP on HB1022

Importance: Normal

Hello,
Please vote OTP on this bill, to require pharmacists to fill ivermectin prescriptions.
Decisions regarding prescriptions should be between a doctor and patient.

Thank you,
Julie Laughner
Raymond NH


mailto:julielaughner@comcast.net
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:26 AM
From: Linda McGrath

Sent: Monday, January 17, 2022 8:51:56 PM

To: ~House Health Human Services and Elderly Affairs
Subject: From a pharmacist for 40 years - HB1022
Importance: Normal

Never in my 40 years as a pharmacist have | been blocked from dispensing an RX for an approved
medication...for an “off label use”!

It is unbelievable to me.

The doctor knows that Ivermectin is safe, it is one of the safest medications on the market, safer
than Tylenol!

Please support

HB1022 - MANDATES PHARMACISTS MUST DISPENSE IVERMECTIN WHEN
PRESCRIBED

Pharmacist WANT to dispense this much needed medication but are being blocked, we need your
support.

WHAT ISAN OFF LABEL USE?

For instance the blood pressure medication propranolol was found to stop migraines in patients
with high blood pressure AND migraines...HENCE doctors started prescribing it for headaches
although it was not tested for this condition...off label...doctors knew it was safe.

Thank you for your consideration
Linda McGrath
Hampton, NH


mailto:bigisland@me.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:26 AM
From: NinaMucha

Sent: Monday, January 17, 2022 8:51:40 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Support HB1022

I mportance: Normal

| urge your support for this bill. Ivermectin is a safe, antiviral that works. There is voluminous data that
supports this. FLCCC has the data. Most importantly my health care is between me and my physicians.
Not a administration. Ivermectin is an approved drug. There is no issue to prescribe this.

Sent from my iPhone
Nina Mucha
518-796-8697


mailto:nina.mucha@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:26 AM

From: Janet Aveni

Sent: Monday, January 17, 2022 8:46:12 PM

To: ~House Health Human Services and Elderly Affairs

Subject: NH House Remote Testify: 2:00 pm - HB1022 in House Health, Human Services and
Elderly Affairs

Importance: Normal

Please support thishill. I had Covid recently, was treated with Ivermectin as well as Quercetin,
Vitamins D and C, and Zinc. | recovered quickly and fully. Thisis an inexpensive, safe
medicine that is well documented and researched to be effective in treating viruses including
Covid 19. NH hospitals are overwhelmed with Covid patients that are not alowed this
treatment. Too many people have died due to lack of accessto thislife saving medicine. | have
many friends that have the same experience with Ivermectin. Please support this bill.

Thank you for your time and attention,

Janet Surman

Spofford, NH

603-313-3158

Sent from Y ahoo Mail on Android



mailto:vjsblues@yahoo.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:26 AM

From: Janet Aveni

Sent: Monday, January 17, 2022 8:24:06 PM

To: ~House Health Human Services and Elderly Affairs

Subject: NH House Remote Testify: 2:00 pm - HB1022 in House Health, Human Services and
Elderly Affairs

Importance: Normal

Please support thishill. | had Covid recently, was treated with Ivermectin as well as Quercetin,
Vitamins D and C, and Zinc. | recovered quickly and fully. Thisis an inexpensive, safe medicine
that is well documented and researched to be effective in treating viruses including Covid 19. NH
hospitals are overwhelmed with Covid patients that are not allowed this treatment. Too many
people have died dueto lack of accessto thislife saving medicine. | have many friends that have
the same experience with Ivermectin. Please support this bill.

Thank you for your time and attention,

Janet Surman

Spofford, NH

603-313-3158

Sent from Y ahoo Mail on Android



mailto:vjsblues@yahoo.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:26 AM
From: DonnaF.

Sent: Monday, January 17, 2022 7:29:55 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Vote Yesfor HB1022

Importance: Normal

Dear Committee :Representative Leaders:

We are concerned with saving lives and Ivermectin has effectively

curtailed Covid demise in many people. The results and research show it to be
amost desirable treatment for Covid. It is anti-viral and anti-inflammatory.
Numerous ethical and responsible physicians have treated patients

successfully.

Moreover, citizens should have the right to decide what treatment he/she will take.
Doctors should have the right to recommend and/or prescribe Ivermectin to patients
who seek treatment that has potentially positive results.

| am shocked at those who would thwart the freedom of this health choice
especially when it has proven to prevent demise in patients who have not
responded to other treatments. This bill will ensure that pharmacists must dispense
Ivermectin when prescribed.

| strongly urge you to protect the rights of doctors and patients to seek Ivermectin
treatments that may save their lives and/or decrease the severity of Covid symptoms.

Sincerely Yours,

Donna Ferrantello, Ph.D.
84 Woodland Ave.
Keene, NH 03431


mailto:shimjung1@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:27 AM
From: Peter Geremia

Sent: Monday, January 17, 2022 7:25:58 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022 and HB1369

Importance: Normal

Hello,

| am urging you to please SUPPORT HB1022 which permits pharmacists to dispense Ivermectin.
To meit isunbelievable that our PRESS and even many in heathcare paint that drug as
dangerous when we see time and time again how many livesit is saving. Do you realize how
many stories of people on their death bed and hospitals DENY the use of this drug resulting in
someone dying from Covid that did not have to die? And there are other stories of COURT
ORDERS being required to FORCE hospitals to allow the use of Ivermectin SAVING these
patients lives. Quite honestly | never believed that partisan HEALTHCARE would bea THING
here in the USA!!! There should be NO POLITICSHERE. The DRUG WORKS!! Please do not
allow more peopleto die!

| am also urging you to OPPOSE HB1369 which would allow performing arts Venus to create
their OWN COVID protocols including requiring vaccination cards in order to attend. 1 think at
this point in the pandemic it is 100% clear vaccinated or not COVID will be spreading. You
cannot stop it and thus this type of bill will basically BAN a group based on a personal health
decision for what reason???? That iswrong and against everything NH stands for. Please please
please OPPOSE HB1369.

Thank you for your consideration.

Peter P. Geremia

315 Maplewood Ave.
Portsmouth, NH 03801
603-531-3102


mailto:p.geremia@icloud.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:27 AM
From: Terry

Sent: Monday, January 17, 2022 7:10:42 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

Importance: Normal

Dear Members,

Please consider the personal relationship for a patient and their doctor when the doctor makes a
decision to prescribe any medication. It's imperative that you respect the patient-

doctor relationships and allow pharmacies the ability to fulfill their obligations as well.

If there are options for treatment no one should be denied,

Please consider this bill with your own health and family’ s health in the greatest regard. We
should all be allowed to choose our own coursein life.

Regards,

Theresa Chabot
New Hampshire

Sent from Y ahoo Mail for iPhone



mailto:west5160@yahoo.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:27 AM
From: J

Sent: Monday, January 17, 2022 6:58:01 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Please SUPPORT HB1022

Importance: Normal

Dear Committee members,

Please support HB1022 to allow pharmacies to make available Ivermectin to the public. | believe it is the
decision of a person and his or her doctor as to what is best for that person. A pharmacy should not have the
authority to keep medications/treatments away from people and interfere with that physician/patient
relationship.

Thank you for supporting HB1022!
Sincerely,

Janice Hagenow
Warner Resident


mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:27 AM

From: Greg Marshall

Sent: Monday, January 17, 2022 6:29:00 PM

To: ~House Health Human Services and Elderly Affairs

Subject: NH House Remote Testify: 2:00 pm - HB1022 in House Health, Human Services and
Elderly Affairs

Importance: Normal

My father was not feeling good a couple days before Thanksgiving so he waited a couple days and
mom took him to Exeter hospital on Thanksgiving and they told him he had covid!l was
wondering why none of us had it and he had just gotten his booster afew weeks before?My dad
was sent home after 5hrsso | figured he was ok but afew more days not eating or drinking and
mom tried another hospital Portsmouth but after 4 days there his heart couldn't take two weeks of
covid!l know the morning he told me he didn't feel right last night and wasn't going deer hunting
he could have been easily saved within that week but NH following the rules of the terrible

pissed off with the state of NH and the support of the hospitals making cash off death!Y ou the
state of NH have BLOOD on your hands and | want revenge!l pray you read this to everyone
there!Greg Marshall. PS| talked to a Dr and he was told that he would be fired if he gave out a
prescription for ivermectin,what the hell kindaworld are we living in when aDr can't treat a


mailto:g.37.marshall@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:27 AM
From: mbwadlinger@gmail.com

Sent: Monday, January 17, 2022 11:38:34 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Please help your people!

I mportance: Normal

Please support HB1022 permitting pharmacists to dispense ivermectin in NH. There is so much good data
on this drug being an effective tool against covid19. It is a safe drug that has been used by human beings
for decades.

Also please oppose HB1369 - no vax passes in our state!
Sincerely,

Marybeth Wadlinger

Wolfeboro, NH

Sent from my iPhone


mailto:mbwadlinger@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:27 AM

From: Hershel Nunez

Sent: Monday, January 17, 2022 11:29:08 AM

To: ~House Health Human Services and Elderly Affairs

Subject: Testimony and support documents for HB1022

Importance: Normal

Attachments:

Testimony HB1022 - Ivermectin.odthCCC-ProtocoI s—A-Guide-to-the-Management-of-
COVID-19(1).pdf f/ermecti n_for_Prevention_and Treatment of .7.pdff

| plan to give testimony tomorrow at the hearing for HB1022 - permitting pharmacists to
dispense the drug Ivermectin by means of standing order.

| do not want to give handouts during the testimony so as not to approach the committee
members. But | will be there to testify in person.

Thank you for the opportunity.

Hon. R. Hershel Nunez, Jr.
State Representative

New Hampshire General Court
Hillsborough County District 37
Pelham/Hudson

603-260-9630 (cell)


mailto:/O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=C2D2A91886C54E2DBEFC21BF172B26DE-NUNEZ, HERS
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Good afternoon.  For the record, I am Representative Hershel Nunez, Hillsborough 37, towns of Pelham and Hudson, I live in Pelham.  I am not a doctor and in no way want to represent myself as a professional in the health or medical industry.  I am however a licensed minister in the state.



I want to tell you a personal story today about my Covid-19 journey, twice, and how I believe Ivermectin actually saved me.  In the beginning of November I was notified that I had been exposed to the Sars-Cov-2 virus.  I began watching for symptoms and very soon after that I tested positive through a PCR test from my doctor.  I was given instruction to go home, quarantine for at least 10 days and that if my symptoms became threatening to go to the emergency room, do not show up at the office.  I was not offered any type of prescriptive prophylaxis treatment of any kind nor was I given any instruction of any type of over the counter medicine that could assist with the infection.



That evening I became very ill.  After 2 days of being home with me and quarantining, my partner also became very ill.  On the night of day 2 I was running a fever of 103.6.  I had horrendous body aches and needed assistance just to walk to the facilities.  That was a rough night and the next day was no better.  Fortunately, there was a knock on my door, from someone I knew who I now consider an Angel. That friend placed an envelope  on my doorstep and inside was a note describing where I could do a tele-health appointment to have Ivermectin prescribed.  Immediately, with assistance from my partner, I went online and went through the tele-health process and a doctor prescribed Ivermectin to me and then shipped the medicine to me.  It arrived the next morning around 11 a.m.  



At this point both my partner and I were extremely sick.  So sick that we talked about going to the hospital but we decided we’d rather take our chances at home.  We literally made our peace with each other and our Creator and asked that He watch over us.  We both took the Ivermectin, and amazingly around 3 hours later for both of us the fever broke, the body aches left completely, but we were still very sick.  We continued the Ivermectin use as prescribed by our doctor, which was also following the FLCCC guidelines (Front Line COVID-19 Critical Care Alliance Prevention & Treatment Protocols for COVID-19)  for Ivermectin use for Covid-19 patients.  Each day we got better and better.  We still experienced many of the same symptoms that other patients would experience, but I believe the Ivermectin was the saving grace or medication in our illnesses.



Because we were so sick and I knew there could be a chance of contracting the disease again I acquired another prescription of Ivermectin for us to have on hand.  A larger one.  We both tested negative 12 days after infection.  However we still dealt with the residual effects of the disease.



I had researched the FLCCC protocals  for post covid infections and continued a reduced dosage as instructed.  During the holidays we decided to travel to our vacation home in the US Virgin Islands.  We tested negative and traveled.  A week prior to travel we increased our dosage for protection, during our stay we took Ivermectin daily.  Omicron was beginning to move rampant through the island, there were 127 cases reported when we arrived and there were over 1300 when we left, all in 10 days time.  We were fine, we were around hundreds of people, on island, in the airports, on the plane.  



When we came home we stopped our Ivermectin protocol.  5 days later I was exposed to the Omicron Variant and became ill and tested positive once again.  Why didn’t I just keep taking the post covid protocol?  I’m happy I had the Ivermectin on hand, I only had 2 1/ 2 days of fever, one tough day, and then the virus presented itself as a nasty cold.  I tested negative on day 6, 7, 8 and now I am here testifying before you.  This was very recent.  I am negative, I tested negative this morning.



I truly believe had I not been following the Ivermectin protocol the illness in both respects would have and could have been much worse.  



Our doctors would not prescribe us anything, we were left to our own defenses.  We ordered all of the vitamin supplements that our research determined we should use.  D3, K2, C, Quercetin, Bromelain, Zinc/Copper.  It was like a pill fest every morning along with our dosage of Ivermectin as prescribed following the FLCCC guidelines.  I am now using the long haul protocol for post Covid Ivermectin treatment because of contracting the disease more than once.  I will be visiting my local doctor regularly for lung checks and blood work.  My partner and I both have auto immune diseases that will not allow us to take the vaccine.  Therefore we must be allowed to be involved with post covid protocals to keep ourselves safe from the virus during the duration of this pandemic and we both believe that Ivermectin use is the protocal we choose to follow.



I am a firm believer that Ivermectin is a drug that can assist in the weakening of the virus, allowing the patient to be able to work through the disease/infection much easier.  





I’ve included a link to the FLCC guildines for Ivermectin use for Covid-19 and the report

https://covid19criticalcare.com/wp-content/uploads/2020/12/FLCCC-Protocols-%E2%80%93-A-Guide-to-the-Management-of-COVID-19.pdf  



I’ve also included a link to the American Journal of Theraputics where they’ve listed

“Review of the Emerging Evidence Demonstrating the Efficacy of 

Ivermectin in the Prophylaxis and Treatment of COVID-19  and the report

https://covid19criticalcare.com/wp-content/uploads/2020/11/FLCCC-Ivermectin-in-the-prophylaxis-and-treatment-of-COVID-19.pdf



All have been emailed directly to the committee members.  I will have no handouts.



I urge you to consider my testimony when it comes time to vote on this bill in Executive session and I would strongly suggest an Ought to Pass outcome.



I can now take any questions.

Rep. R. Hershel Nunez, Jr.

HB1022 

permitting pharmacists to dispense the drug Ivermectin by means of standing order




An overview of the MATH+, I-MASK+ and

I-RECOVER Protocols
A Guide to the Management of COVID-19

(updated as of 01 January 2022)

Developed and updated by Paul Marik, MD, FCP (SA), FRCP (C), FCCP, FCCM for
the COVID-19 Critical Care Alliance (FLCCC Alliance).

This is our recommended approach to COVID-19 based on the best (and most recent) literature. This is a
highly dynamic topic; therefore, we will be updating the guideline as new information emerges. Please
check on the FLCCC Alliance website for updated versions of this protocol. www.flccc.net

Disclaimer: The information in this document is provided as guidance to physicians worldwide
on the prevention and treatment of COVID-19. Our guidance should only be used by medical
professionals in formulating their approach to COVID-19. Patients should always consult with
their physician before starting any medical treatment.

The FLCCC Alliance™ is registered as a 501(c)(3) non-profit organization.
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1. Introduction

1.1. THE VACCUM OF TRUTH

“The first step is to give up the illusion that the primary purpose of modern medical research is to
improve Americans’ health most effectively and efficiently. In our opinion, the primary purpose of
commercially funded clinical research is to maximize financial return on investment, not health.”

—John Abramson, M.D., Harvard Medical School

We are living through a period of time characterized by a Vacuum of Truth, with misinformation,
disinformation, blatant lies, censorship, and nefarious intentions being the order of the day. It is difficult
to dissect out the actual truth and discern whom to trust. Furthermore, it is no longer controversial to
acknowledge that drug makers rigorously control medical publishing and that The Lancet, NEJM, and
JAMA are utterly corrupted instruments of Big Pharma. The Lancet editor, Richard Horton, confirms,
“Journals have devolved into information laundering operations for the pharmaceutical industry.”

Dr. Marcia Angell, who served as an NEJM editor for 20 years, says journals are “primarily a marketing
machine.” [1] Pharma, she says, has co-opted “every institution that might stand in its way. Complex
scientific and moral problems are not resolved through censorship of dissenting opinions, deleting
content from the Internet, or defaming scientists and authors who present information challenging to
those in power. Censorship leads instead to greater distrust of both government institutions and large
corporations. [2]

1.2 The use of “Off Label Drugs”

Once the FDA approves a prescription medication, federal laws allow any U.S. physician to prescribe the
duly approved drug for any reason. [3] Thirty percent of all prescriptions written by American doctors,
exercising their medical judgment, are for off-label uses. The Attorney General of Nevada as well as
many other states have asserted the right of physicians to prescribe “off-label” drugs such as ivermectin
and hydroxychloroquine for the treatment of COVID-19. The office of Nebraska Attorney General Doug
Peterson released a legal opinion on October 15 2021 saying it didn’t see data to justify legal action
against health care professionals who prescribe ivermectin or hydroxychloroquine.

1.3. Overview of the treatment of COVID-19

While there is no cure or “magic bullet” for COVID-19, recently, a number of therapeutic agents have
shown great promise for both the prevention and treatment of this disease including lvermectin,
Vitamin D, quercetin, melatonin, fluvoxamine, spironolactone, corticosteroids, curcumin (turmeric),
Nigella sativa and antiandrogen therapy. It is critical to recognize that infection with SARS-CoV-2
progresses through a number of stages/phases and that treatment is highly stage-specific (see Figures 1-
4 and Table 1). It is likely that no single drug will be effective in treating this complex disease and that
multiple drugs with different mechanisms of action used in specific phases of the disease will be
required. A growing body of evidence suggests that many of these agents may act synergistically in
various phases of the disease. [4-6] Furthermore, an understanding of the structure of SARS-CoV-2 (see
Figure 5) as well as the pathophysiology/pathogenesis of COVID-19 is critical in treating the disease. [7]
Finally, the relentless malpractice of deliberately withholding effective early COVID treatments, and of
forcing the use of toxic remdesivir in hospitalized patients, may have unnecessarily killed up to 500,000
Americans (see Figures 6a-c). [2]
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As the pandemic has played out over the last year, over four million patients have died worldwide, and
the pandemic shows no signs of abating. Most countries across the globe have limited resources to
manage this humanitarian crisis. We developed the MATH+ protocol to provide guidance for the
treatment of the pulmonary phase of this disease with the goal of reducing the hospital mortality from
this devastating disease. However, it soon became obvious that our emphasis needed to shift to the
prevention and early (home) treatment of this catastrophic disease to prevent patients progressing to
the pulmonary phase and requiring hospitalization (see Figure 5). Hence, we developed the I-MASK+
and the Test and Treat protocols. While we strongly believe that such an approach can mitigate the
development and progression of this disease, limit deaths, and allow the economy to re-open, so-called
“health care authorities” across the globe have been silent in this regard, including the WHO, CDC, NIH,
etc .(see NIH Guidance, Figure 6a and 6b).

While vaccination is part of the solution, it will take many months if not years to vaccinate 70-85% of the
world’s population of 7.8 billion people required for “herd immunity”. We believe that the I-MASK+
protocol provides a bridge to universal vaccination. Furthermore, we have developed the I-MASS
protocol for a MASS Distribution campaign to lessen the impact of COVID-19 in resource-poor countries.

Mutant strains of SARS-CoV-2 have recently appeared, demonstrating increased transmissibility.[8,9]
[10] Many of these mutations involve the spike protein (which almost all of the vaccines have targeted),
raising the real possibility that the vaccines may become less effective against the mutating strains of
SARS-CoV-2.[9,11,12] And, finally the Post-COVID syndrome or “long-hauler syndrome” has emerged as
a common and disabling disorder, and its pathophysiology is poorly understood. We offer the I-
RECOVER protocol to help treat this disabling disorder. Recently, the post-vaccination syndrome has
emerged as a problematic entity; we believe that the I-RECOVER protocol has utility in treating this
syndrome.

Figure 1. Treatment phases of COVID-19
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Figure 2. The course of COVID-19 and general approach to treatment

THIS IS A STEROID-RESPONSIVE DISEASE:
HOWEVER, TIMING IS CRITICAL.

Not too early. Not too late.
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Figure 3. Timing of the initiation of anti-inflammatory therapy

Note: Viral Replication in Figures 2 and 3 are typical for the original Wuhan SARS-CoV-2 virus (alpha
strain). SARS-CoV-2 delta and gamma (P1) variants may present prolonged duration of viral replication.
Furthermore, the time course from incubation to symptom onset and to the pulmonary phase may be
shortened. The time course of Omicron is unclear at this time.
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Figure 4. Time course of laboratory tests for COVID-19

Figure 5. SARS-Co-V-2 structure and RNA genome
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Table 1. Pharmacological therapy for COVID by stage of iliness: What has
worked and what has failed*

Pre—exposure/ Post- Sylnptoma.tic Phase Pulmonary/

Exposure/ Incubation inﬂa.mmatory pha.se

LMWH n/a

Monoclonal Abs _ BENEFIT (early)

Hydroxychloroquine Benefit** Benefit#*

Remdesivir n/a ? Benefit

Lopivinar-Ritonavir n/a

Interferon a/ B Inhaled ? Benefit

Tocilizumab n/a n/a Unclear Benefit
Convalescent Serum n/a

Colchicine n/a Unclear benefit

* Based on randomized controlled trials (see supporting information below)
** Due to extensive fraudulent activity around the design and conduct of RCTs, the benefit of
HCQ is supported largely by numerous consistently positive observational trials.
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Figure 6a. NIH recommendations for the treatment of COVID-19 across the
stages of the disease. (Last Updated: October 19, 2021)

Figure 6b. Therapeutic management of hospitalized adults with COVID-19 based
on disease severity. (Last Updated: December 16, 2021)
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Figure 6¢c. NIH recommendations for prevention of SARS-CoV-2 infection. (Last
Updated: December 16, 2021)
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2. Pre and Postexposure Prophylaxis (The I-MASK+ protocol)

The components of the I-MASK+ Prophylaxis and Early Treatment protocol are illustrated in Figures 7a-c.
Recent data suggests that ivermectin, melatonin as well as the combination of quercetin (or mixed
flavonoids) and Vitamin C as well as oropharyngeal sanitation may play an important role in both pre-
exposure and postexposure prophylaxis. [5,13] The evidence supporting the use of ivermectin for the
prophylaxis of COVID-19 is provided by the comprehensive review by Kory et al. [14] It is important to
emphasize that ALL of the medications included in our prophylactic regimen are inexpensive, safe, and
widely available. The I-MASK+ protocol MUST be part of an overall strategy that includes common sense
public health measures, i.e., masks (only for prolonged exposure in confined, poorly ventilated
environments), short term quarantine of infected patients, and high risk individuals (advanced aged and
comorbidities) avoiding large public and family gatherings. [15] Standard surgical and cloth masks likely
only reduce risk of transmission for finite periods in confined environments. For prolonged protection in
such settings, N95 type masks would be required.

2.1 Core Components of the I-MASK Prophylactic Protocol

e |vermectin for post-exposure prophylaxis (see ClinTrials.gov NCT04422561). 0.4 mg/kg immediately
then repeat 2" dose in 48 hours. lvermectin is best taken with a meal or just following a meal
(greater absorption). [16] Oropharyngeal sanitation also suggested (see section on home treatment
below).

e lvermectin for pre-exposure prophylaxis (in healthcare workers) and for prophylaxis in high-risk
individuals (> 60 years with co-morbidities, morbid obesity, long term care facilities, etc). 0.2 mg/kg
per dose; start treatment with one dose, take 2" dose 48 hours later, then 1 dose every 7 days (i.e.
weekly). [17-22] For those at high risk of contracting COVID-19, we now recommend twice weekly
dosing. See Dosing Table below. Ivermectin has a number of potentially serious drug-drug
interactions); please check for potential drug interactions at Ivermectin Drug Interactions -
Drugs.com (also see Table 4 below). The most important drug-drug interactions occur with
cyclosporin, tacrolimus, anti-retroviral drugs, and certain antifungal drugs. While ivermectin has a
remarkable safety record, [23] fixed drug eruptions (diffuse rash) and Stevens Johnson Syndrome
have rarely been reported. [24,25] While hepatitis is commonly quoted as a side effect, we are
aware of one published case report of reversible hepatitis. [26] The safety of ivermectin in
pregnancy has not been determined. [27] Ivermectin may increase the risk of congenital
malformations particularly when used in the first trimester. [27] US Food and Drug Administration
(FDA) has classified ivermectin as pregnancy category C—i.e, “Animal reproduction studies have
shown an adverse effect on the fetus and there are no adequate and well-controlled studies in
humans, but potential benefits may warrant use of the drug in pregnant women despite potential
risks.” In pregnant patients with symptomatic COVID-19 infections, the risk and benefits of
ivermectin should be discussed with the patient, and informed consent obtained from the patient
should the drug be prescribed. Additionally, women should be counselled that low concentrations of
ivermectin are present in breast milk; the implications of this finding are unclear. [28]

e Melatonin (slow release/extended release): Begin with 0.3 mg and increase as tolerated to 6 mg at
night. [4,13,29-35]. Melatonin has anti-inflammatory, antioxidant, immunomodulating and
metabolic effects that are likely important in the mitigation of COVID-19 disease. [36-38] Multiple
studies have demonstrated the benefit of melatonin at various stages of the disease. [39-41] A
recent large retrospective study demonstrated that the use of melatonin in intubated patients with
COVID-19 significantly reduced the risk of death (HR 0.1; p=0.0000000715). [37] It is intriguing to
recognize that bats, the natural reservoir of coronavirus, have exceptionally high levels of melatonin,
which may protect these animals from developing symptomatic disease. [42] Similarly, children have
high levels of circulating melatonin approximating those of bats, while elderly people — particularly
those over the age of 60 — have very low melatonin levels; this may partly explain the increased
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vulnerability of the elderly to COVID-19. The slow release (extended release) formulations of
melatonin are preferred as they more closely replicate the normal circadian rhythm. [29] There is
marked inter-individual variation in the metabolism of melatonin (first pass metabolism), hence the
dose must be individualized. [29] High serum levels are associated with hyper-REM sleep and bad
dreams. Rapid release melatonin (usual over-the-counter formulation) results in early high peaks
that do not replicate the normal circadian pattern; hence it is important to take the slow
release/extended-release formulation.

Oropharyngeal hygiene with twice daily antiviral mouthwash/gargle (see Figure 7 and below).
Monoclonal antibodies for post-exposure prophylaxis. A single subcutaneous injection of REG-COV2
(a combination of the monoclonal antibodies casirivimab and imdevimab) has been demonstrated
to reduce the risk of symptomatic COVID-19 infection in close contacts by 92.6% (7.8% to 1.5%). [43]
Monoclonal antibodies are recommended in high-risk individuals, namely, > 65 years, obesity,
pregnancy, chronic kidney disease, diabetes mellitus, immunosuppressed, coronary heart disease,
etc. See infusioncenter.org and call 1-877-332-6585 In USA for eligibility and location.

Optional: Famotidine 20-40 mg/day [44-50]. Low level evidence suggests that famotidine may
reduce disease severity and mortality. However, the findings of some studies are contradictory.
While it was postulated that famotidine inhibits the SARS-CoV-2 papain-like protease (PLpro) as well
as the main protease (3CLpro), this mechanism has been disputed. [47] Furthermore, a number of
studies have demonstrated an association between the use of proton pump inhibitors (PPIs) with an
increased risk of contracting COVID-19 and with worse outcomes. [51,52] This data suggest that
famotidine may be the drug of choice when acid suppressive therapy is required.

Optional: Hydroxychloroquine (HCQ) 200 mg BID for 5 days together with ZINC (75-100mg elemental
zinc) post COVID-19 exposure. [53-56]

Disclaimer: The safety of ivermectin in pregnancy has not been established. Particularly the use in the
1st trimester should be discussed with your doctor beforehand.

Ivermectin dosing table: 200 ug/kg (0.2 mg/kg) or fixed dose of 12 mg (< 80kg) or 18 mg (> 80kg). [57]
Depending on the manufacturer ivermectin is supplied as 3mg, 6 mg or 12 mg tablets.

Body weight Dose
50-64.9 kg 12 mg
65-79.9 kg 15 mg
80-94.9 kg 18 mg
95-109.9 kg 21 mg
> 110 kg 24 mg

2.2 Nutritional Supplements (in order of priority, not all required)

Curcumin (Turmeric). Curcumin has antiviral activity against a number of viruses including SARS-
CoV-2. In addition, this spice has anti-inflammatory, antioxidant and immune modulating properties.
[58-62] Emerging data suggests that curcumin improves the clinical outcome of patients with COVID-
19. [63,64]

Nigella Sativa (black cumin) and honey. Both honey and Nigella Sativa have anti-viral, anti-microbial,
anti-inflammatory, and immune-modulatory effects with proven safety profiles. [65-72] It should be
noted that thymoquinone (the active ingredient of Nigella Sativa) decreases the absorption of
cyclosporine and phenytoin. [73] Patients taking these drugs should therefore avoid taking Nigella
Sativa. Furthermore, two cases of serotonin syndrome have been reported in patients taking Nigella
Sativa who underwent general anaesthesia (probable interaction with fentanyl. [74]
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e Vitamin D3 3000- 5000 1U/day (75-125 mcg) (this is the default dosing when the baseline vitamin D
level is not available). An alternative strategy is 40 000 IU weekly. Note RDA (Recommended Daily
Allowance) is 800-1000 IU/day. The safe upper-dose daily limit is quoted as < 5000 IU/day. It is
however EXTREMELY IMPORTANT to stress that the optimal regimen for Vitamin D
supplementation for both the prophylaxis and treatment of COVID-19 should be based on the
baseline vitamin D level (see Tables 2 & 3. The OPTIMAL target vitamin D level is > 50 ng/ml; at this
level the risk of acquiring COVID-19 approximates ZERO. [75] It may take many months/years to
achieve optimal levels in a patient with a vitamin D level of < 12 ng/ml taking 5000 IU /day. Vitamin
D has numerous immunological properties that play a vital role in limiting the acquisition and
severity of COVID-19.[76] Vitamin D insufficiency has been associated with an increased risk of
acquiring COVID-19 and from dying from the disease. [77-103] Vitamin D supplementation may
therefore prove to be an effective and cheap intervention to lessen the impact of this disease,
particularly in vulnerable populations, i.e., the elderly, those of color, obese and those living > 45°
latitude. [83-98,101] In addition, vitamin D supplementation may be important in pregnant
patients.[104] It is likely that the greatest benefit from vitamin D supplementation will occur in
vitamin D insufficient individuals who take vitamin D prophylactically; once vitamin D insufficient
individuals develop COVID-19 the benefits will likely be significantly less. [105] This concept is
supported by a recent study that demonstrated that residents of a long-term care facility who took
vitamin D supplementation had a much lower risk of dying from COVID-19. [99]

e Probiotics. There appears to be a bi-directional relationship between the microbiome esp.
Bifidobacterium and COVID-19. Low levels of Bifidobacterium may predispose to COVID-19 and
increase its severity. [106-109] COVID-19 depletes the microbiome of Bifidobacterium, which may
then increase the severity and duration of COVID-19 symptoms. Kefir (a fermented milk drink) is
high in Bifidobacterium and other probiotics that have demonstrated health benefits. [110,111]
Kefir, probiotic yogurt and/or the addition of Bifidobacterium Probiotics (e.g., Daily Body Restore)
together with Prebiotics (e.g. XOS Prebiotic, Bio Nutrition Pre-Biotic) may normalize the
microbiome, which may reduce the risk and severity of COVID-19.

e Vitamin C 500 — 1000 mg BID (twice daily) and Quercetin 250 mg daily. [112-124] Due to the possible
drug interaction between quercetin and ivermectin (see below) these drugs should not be taken
simultaneously (i.e. should be staggered morning and night). Vitamin C has important anti-
inflammatory, antioxidant, and immune enhancing properties, including increased synthesis of type
| interferons. [115,125,126] Quercetin has direct virucidal properties against a range of viruses,
including SARS-CoV-2, and is a potent antioxidant and anti-inflammatory agent.
[113,118,123,123,127-135] Quercetin is a potent inhibitor of inflammasome activation, which is
believed to play a major role in the pathophysiology of the COVID-19 immune dysfunction. [135] In
addition, quercetin acts as a zinc ionophore. [136] It is likely that vitamin C and quercetin have
synergistic prophylactic benefit. [5] A mixed flavonoid supplement containing quercetin, green tea
catechins and anthrocyanins (from berries) may be preferable to a quercetin supplement alone;
[137-141] this may further minimize the risk of quercetin related side effects. It should be noted that
in vitro studies have demonstrated that quercetin and other flavonoids interfere with thyroid
hormone synthesis at multiple steps in the synthetic pathway. [142-145] The use of quercetin has
rarely been associated with hypothyroidism. The clinical impact of this association may be limited to
those individuals with pre-existent thyroid disease or those with subclinical thyroidism. [146] In
women, high consumption of soya was associated with elevated TSH concentrations. [147] The
effect on thyroid function may be dose dependent, hence for chronic prophylactic use we suggest
that the lowest dose be taken. Quercetin should be used with caution in patients with
hypothyroidism and TSH levels should be monitored. It should also be noted quercetin may have
important drug-drug interactions; the most important drug-drug interaction is with cyclosporin and
tacrolimus. [148] In patients taking these drugs it is best to avoid quercetin; if quercetin is taken
cyclosporin and tacrolimus levels must be closely monitored.
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Serum vitamin D (ng/mL) | Frequency of administration (per week)

<5
6-10
11-15
16-20
21-25
26-30

e Zinc 30-40 mg/day (elemental zinc). [119,121,122,149-153] Zinc is essential for innate and adaptive
immunity. [151] In addition, Zinc inhibits RNA dependent RNA polymerase in vitro against SARS-CoV-
2 virus. [150] Due to competitive binding with the same gut transporter, prolonged high dose zinc (>
50mg day) should be avoided as this is associated with copper deficiency. [154] Commercial zinc
supplements contain 7 to 80 mg of elemental zinc, and are commonly formulated as zinc oxide or
salts with acetate, gluconate, and sulfate. 220 mg zinc sulfate contains 50 mg elemental zinc.

e B complex vitamins [155-159].

2.3 Prevention Protocol in Children and Adolescents
Multivitamin with age-appropriate dosages of Vitamin C, D and B complex
Oropharyngeal sanitization with mouth gargle twice daily (very important)

Curcumin
Nigella sativa and honey

Kefir, probiotic yogurt and/or Bifidobacterium probiotics (e.g., Daily Body Restore) together with
Prebiotics (e.g. XOS Prebiotic, Bio Nutrition Pre-Biotic).

Children’s Zinc lozenges/chewable 3-5mg/day

Table 2. Guidance on upfront loading dose regimens to replenish Vitamin D
stores in the body

100,000 IU, one dose; 50,000 twice a week

50,000 twice a week
50,000 twice a week
50,000 twice a week
50,000 once a week
50,000 once a week

50,000 IU, or
1,000 to 2,000 [U

Maintenance regimens

Reproduced with permission from Wimalawansa SJ. [160]

4,000 or 5,000

Duration of therapy
(weeks)

14
12
10
8
10
6

Monthly
Daily
Daily

Total dose for correction *
(IU millions)

1.3to 1.5
1.0to 1.2
0.8to 1.0
0.6t0 0.8
0.4 to 0.5
0.2t0 0.3
Maintenance

Maintenance
High risk persons

Table 3. Rapid and effective Vitamin D supplementation in patients with COVID-
19 infection
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Reproduced with permission from Gonen et al. [161]
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Table 4. Drug interactions with ivermectin (From Medscape).

https://reference.medscape.com/drug/stromectol-ivermectin-342657#3

Patients taking any of these medications should discuss with their treating physicians.

(**) Not clear. May increase ivermectin levels

Page 18 of 68 | FLCCC Alliance — COVID-19 Management Protocol 01-01-2022 Version 65



https://reference.medscape.com/drug/stromectol-ivermectin-342657#3



3. Symptomatic patients at home (I-MASK+ EARLY Treatment Protocol)

3.1 First Line Treatments (in order of priority, not all required)

e |vermectin 0.3- 0.6 mg/kg — one dose daily for 5 days or until recovered. [19,23,77-80,162-177].
Higher doses (0.6 mg/kg) are often required: a) in regions with more aggressive variants, b) if
treatment started on or after 5 days of symptoms or c) in patients in pulmonary phase, d)
extensive CT involvement or e) extensive comorbidities/risk factors (older age, obesity,
diabetes). A dose of 0.3-0.4 mg/kg may be appropriate for the Omicron variant. lvermectin is
best taken with a meal or just following a meal (greater absorption). See drug-drug interactions
above. It should be noted that multiday treatment has been shown to be more clinically
effective than single-day dosing.

e Nitazoxanide (NTZ) 600 mg BID for 5 days was shown to reduce disease progression,
hospitalization and death when used early in outpatients with mild to moderate disease. [178]
The combination of NTZ and ivermectin has been shown to reduce viral clearance and symptom
progression in outpatients with COVID-19. [179,180] NTZ is an oral antiparasitic drug having
activity against many protozoa and helminths and — similar to ivermectin — has been shown to
have antiviral and immune-modulatory effects. [181,182] Like ivermectin, NTZ has broad
spectrum antiviral activity that includes SARS-CoV-2. [182-185] Furthermore, as NTZ and
ivermectin have differing modes of action, it is likely that these two drugs have synergistic
antiviral and anti-inflammatory effects.[180,183,186] NTZ should therefore be considered as an
alternative to ivermectin, or as part of a multi-drug combination that includes ivermectin. It
should be noted that while NTZ is relatively cheap in most of the world it is very expensive in the
USA.

e Oropharyngeal sanitization (see figure 7b and c). [187] Inhaled steam supplemented with
antimicrobial essential oils (e.g VapoRub™ inhalations) has been demonstrated to have virucidal
activity. [188] Antiseptic-antimicrobial mouthwashes (chlorhexidine, povidone-iodine,
cetylpyridinium chloride and the combination of eucalyptus, menthol and thymol [Listerine™])
have been shown to inhibit SARS-CoV-2 replication and to reduce viral load in research
studies. [189-196] A mouthwash containing cetylpyridinium chloride (CPC) has broad
antimicrobial properties and has been shown to be effective in controlling gingivitis and gingival
plague. [196-198] An in-vitro study demonstrated that CPC was highly viricidal against a human
coronavirus. [199] In a primary prophylaxis study, a povidone-iodine throat spray administered
three times daily proved to be highly effective in reducing the risk of laboratory confirmed SARS-
CoV-2 infection. In patients with symptomatic disease treated at home with a 1% povidone
iodine mouthwash/gargle, together with nasal and eye drops, resulted in a dramatic reduction
in morbidity, hospitalization and death. [200] A nasal spray with 1% povidone-iodine (for
example Immune Mist™) administered 2-3 times per day is recommended in post-exposure
prophylaxis and in symptomatic patients (early phase of COVID-19 infection). [191] Due to low
level systemic absorption, povidone-iodine nasal spray should not be used for longer than 5-7
days in pregnant women. While the use of an iodine-containing mouthwash over a six-month
period was demonstrated to increase serum iodine levels, thyroid function tests remained
unchanged. [201] Oropharyngeal sanitization will likely reduce the viral load in the upper
airways, thereby reducing the risk of symptomatic disease and likely reducing disease severity.
This may be particularly important with the Delta variant, which replicates to achieve viral high
loads in the nasopharynx/oropharynx.

e ASA 325 mg/day (unless contraindicated). ASA has anti-inflammatory, antithrombotic,
immunomodulatory, and antiviral effects. [202-204] Platelet activation plays a major role in
propagating the prothrombotic state associated with COVID-19. [205-207]
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e Melatonin 10 mg at night. [35-41] The slow release/extended-release preparation is preferred
as it minimizes the risk of bad dreams.

e Curcumin (turmeric). Curcumin has antiviral activity against SARS-CoV-2. In addition, this spice
has anti-inflammatory and immune modulating properties. [58-62]

e Nigella Sativa (black cumin) and honey. A randomized placebo-controlled study demonstrated
that the combination of honey and Nigella sativa (HNS) hastened recovery, decreased viral
shedding and reduced mortality in patients with both moderate and severe COVID-19 infection.
(67]

e Kefir and/or Bifidobacterium Probiotics (e.g., Daily Body Restore) together with Prebiotics (e.g.
XOS Prebiotic, Bio Nutrition Pre-Biotic) to normalize the microbiome.

e Vitamin D 3000 - 5000 IU daily (125 mcg) if baseline Vitamin D level is unknown. The optimal
dose of Vitamin D in the acute setting is controversial. [208,209] However, the dosing schedule
as outlined in Table 3 is suggested. [161]

e Vitamin C 500 — 1000 mg BID and Quercetin 250 mg BID (or mixed flavonoid supplement). Due
to the possible drug interaction between quercetin and ivermectin (see above) these drugs
should not be taken simultaneously (i.e., should be staggered morning and night).

e Zinc 75-100 mg/day (elemental zinc).

e Hydroxychloroquine (HCQ) 200 mg BID for 5-10 days. [53-56] HCQ may be taken in place of
ivermectin or together with ivermectin. While ivermectin should be avoided in pregnancy, the
FDA considers HCQ safe in pregnancy. Some 200 peer-reviewed studies (C19Study.com) by
government and independent researchers deem HCQ safe and effective against Coronavirus,
especially when taken prophylactically or when taken in the initial stages of illness along with
zinc and azithromycin. Unfortunately, most of the RCTs that have been conducted to date used
toxic doses of HCQ and/or were given very late in the disease and were clearly designed by the
“captured” agencies to fail. [2] Instead of using the standard treatment dose of 400 mg/day, the
17 WHO studies administered a borderline lethal daily dose starting with 2,400 mg on Day 1 and
using 800 mg/day thereafter. Brazilian prosecutors have accused the authors of one study with
committing homicide by purposefully poisoning and murdering the elderly subjects of their
study. [210]

e In symptomatic patients, monitoring with home pulse oximetry is recommended (due to
asymptomatic hypoxia). The limitations of home pulse oximeters should be recognized, and
validated devices are preferred. [211] Multiple readings should be taken over the course of the
day, and a downward trend should be regarded as ominous. [211] Baseline or ambulatory
desaturation < 94% should prompt hospital admission. [212] The following guidance is
suggested: [211]

o Use the index or middle finger

o Only accept values associated with a strong pulse signal

o Observe readings for 30—-60 seconds to identify the most common value
o Remove nail polish from the finger on which measurements are made

o Warm cold extremities prior to measurement

3.2 Second Line Treatments

e B complex vitamins

e Anti-androgen therapy. Androgens augment SARS-CoV-2 infectivity by promoting the expression
of transmembrane protease (TMPRSS2) that primes the spike viral entry protein. [213] In
addition androgens are pro-inflammatory. [214] Spironolactone is the anti-androgen of choice
(in both men and women). Spironolactone has pleiotropic effects in COVID-19 including anti-
androgen, anti-inflammatory, anti-fibrotic and restores the RAAS (angiotensin 1-7). [215-218]
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The optimal anti-androgenic dose of spironolactone appears to be 100 mg BID. Proxalutamide is
the most potent antiandrogen; this agent has been demonstrated to have remarkable efficacy in
patients with COVID. [219] The 5-alpha reductase inhibitors dutasteride or finasteride are
second line anti-androgen agents (in both men and women). These drugs block the conversion
of testosterone to the biologically more active hormone dihydrotestosterone. Finasteride has a
very short half-life of 6 hours, compared to 5 weeks for dutasteride. [220,221] Both
spironolactone and dutasteride decrease expression of TMPRSS2. [222] Multiple clinical studies
support the notion that androgens exacerbate COVID-19 and that anti-androgen therapy
improves clinical outcomes. The anti-androgens dutasteride, proxalutamide and spironolactone
have been demonstrated to reduce time to viral clearance, improved time to recovery and
reduced hospitalization (outpatients) as well as reduced mortality (hospitalized patients) in both
men and women. [219,223-228] Dutasteride has been used in women with alopecia and
reported to be safe. [229,230] However, this agent MUST be avoided in pregnant women. We
therefore recommend dutasteride 2 mg day 1, followed by 1.0 mg for 10 days.

e Fluvoxamine 50 — 100 mg BID. [231-238] This selective serotonin reuptake inhibitor (SSRI) is
recommended in those patients with more severe symptoms/more advanced disease.
Fluvoxamine is a SSRI that activates sigma-1 receptors decreasing cytokine production.
[231,232] In addition, fluvoxamine reduces serotonin uptake by platelets, reduces histamine
release from mast cells, interferes with lysosomal trafficking of virus and inhibits melatonin
degradation.[239,240] Antidepressant medications (SSRI) deplete platelet serotonin content,
thereby diminishing the release of serotonin following platelet aggregation. [241-243] The use
of antidepressants has be associated with a lower risk of intubation and death in patients
hospitalized with COVID-19. [234,235,244,245] Fluoxetine (Prozac; 20-40mg daily), has activity
against the sigma-1 receptor and is an alternative should fluvoxamine not be available. [246]

e Monoclonal antibodies for early outpatient treatment (within 7 days of symptom onset). In the
REG-COV2 outpatient study, 4057 patients with at least one risk factor for severe COVID were
randomized to a single intravenous infusion of REG-COV2 (a combination of the monoclonal
antibodies casirivimab and imdevimab) or placebo. [247] In this study the median duration of
symptoms prior to enrollment was 3 days. The composite endpoint of hospitalization and death
was reduced by 71% (4.6 % to 1.3%). While not reported in the publication, the mortality rate
was not significantly different between groups!!! [247] The duration of symptoms was 4 days
shorter in the REG-COV2 group. Monoclonal antibodies appear to reduce the risk of
hospitalization in patients with mild to moderate disease if administered within 4 days of
symptoms.[248,249] The timely administration of monoclonal antibodies are recommended in
high-risk individuals, namely, > 65 years, obesity, pregnancy, chronic kidney disease, diabetes
mellitus, immunosuppressed, coronary heart disease, etc. See infusioncenter.org and call 1-877-
332-6585 In USA for eligibility and location. Sotrovimab is a monoclonal antibody that
neutralizes SARS-CoV-2 by targeting an evolutionarily conserved epitope that lies outside the
rapidly evolving receptor binding motif. [250] In vitro, data suggests that Sotrovimab retained
activity against variants of interest and concern (VOC), including the alpha, beta, gamma, delta,
and lambda variants. With the rapid emergence of VOC Sotrovimab may be the preferred
monoclonal antibody.

3.3 Optional treatments and those of uncertain benefit

e Optional: Vascepa (Ethyl eicosapentaenoic acid) 4g daily or Lovaza (EPA/DHA) 4g daily;
alternative DHA/EPA 4g daily. Vascepa and Lovaza tablets must be swallowed and cannot be
crushed, dissolved, or chewed. Omega-3 fatty acids have anti-inflammatory properties and play
an important role in the resolution of inflammation. Omega-3 fatty acids reprogram
macrophages/monocytes from a M1 phenotype to a M2 phenotype.[251-253] As discussed later
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this is critical in the management of COVID-19. In addition, omega-3 fatty acids may have
antiviral properties. [121,254-257]

e Optional: Maraviroc 300 mg BID for 10 days. Maraviroc is a C-C-chemokine 5 receptor blocker
(CCR5). Genomic and proteomic data have demonstrated that the CCR5 axis plays a major role
in the pathophysiology of coronavirus infection, largely by recruiting activated monocytes to the
lung. [258-260] Preliminary data demonstrated that disruption of the CCR5 axis with monoclonal
antibodies was associated with an improved outcomes in patients with COVID-19. [261-263]
Maraviroc is a CCR5 blocker that has been extensively used in patients with HIV, with a good
safety record. [264-266] Clinical data suggests that maraviroc may be useful as an adjunctive
agent in both acute COVID-19 infection and in the long-haul syndrome. However, at this time
there is limited published data on the utility of this drug. Due to the very low risk of
hepatotoxicity monitoring LFT’s are recommended. Price and availability may however be an
issue.

e Optional: Famotidine 40 mg BID (reduce dose in patients with renal dysfunction) [44-50].

e Optional: Interferon-a/p nasal spray, inhalation or s/c injection. [267-271] It should be noted
that Zinc potentiates the effects of interferon. [272,273]

e Unclear benefit. Losartan 50-100 mg q day (reduce to 25-50 mg with impaired renal function) or
telmisartan 40-80 mg BID (reduce to 40 mg g day /BID with impaired renal function). [296-298]
SARS -CoV-2 binds the ACE-2 receptor with internalization of the receptor and decreased ACE-2
activity. This results in increased circulating levels of angiotensin Il with decreased levels of the
vasodilator angiotensin 1-7. Increased angiotensin Il levels have been demonstrated to be
linearly associated with viral load and lung injury.[299] The role of ARBs in patients with COVID-
19 is controversial as clinical studies have produced conflicting results. [274,275] However, it
should be noted that ARBs may act synergistically with statins. [302] ARBs are contraindicated in
pregnancy.

e Unclear benefit: Inhaled corticosteroids (budesonide). Two recent RCTs have demonstrated more
rapid symptomatic improvement in ambulatory patients with COVID-19 treated with inhaled
budesonide, however, with no difference in the rate of hospitalization. [276,277] It should be
noted that both these studies were open label (no placebo in the control arm) and that the
primary end-point was subjective (time to symptom resolution). Corticosteroids downregulate
the expression of interferons (hosts primary antiviral defenses) and downregulate ACE-2
expression (harmful). Furthermore, two population level studies suggest that inhaled
corticosteroids may increase the risk of death in patients with COVID-19. [278,279] In a more
recent RCT, the inhaled corticosteroid Ciclesonide failed to achieve the primary efficacy end
point of reduced time to alleviation of all COVID-19 related symptoms. [280] Based on these
data, the role of inhaled corticosteroids in the early phase of COVID-19 is unclear.

e Unclear benefit (best avoided). Colchicine 0.6mg BID for 3 days then reduce to 0.6mg daily for a
total of 30 days. In the COLCORONA study, colchicine reduced the need for hospitalization (4.5
vs 5.7%) in high risk patients. [281] Colchicine was associated with an increased risk of side
effects, most notably diarrhea and pulmonary embolism. It should be noted that in the
RECOVERY trial colchicine failed to demonstrate a survival benefit in hospitalized patients. Due
to potentially serious drug interactions with ivermectin (and other CYP 3A4 and p-glycoprotein
inhibitors) as well as with statins, [282] together with its marginal benefit ,colchicine is best
avoided.

e Not recommended: Systemic corticosteroids. In the early symptomatic (viral replicative phase),
corticosteroids may increase viral replication and disease severity. [283]

e Not recommended: Prophylactic azithromycin, as well as doxycycline, or quinolone antibiotics
are of little benefit in patients with COVID-19. [284-286]
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7a. i-MASK Early treatment protocol

EARLY TREATMENT PROTOCOL" (for pelta variant)

1. Firstline aAgents (use any or all medicines; listed in order of priority/importance)

ANTI-VIRALS

Ivermectin?
0.4-0.6 mg/kg per dose (take with or after a meal) — one dose daily, take for 5 days or until recovered.

Use upper dose if: 1) in regions with aggressive variants (e.g. Delta); 2) treatment started on or after
day 5 of symptoms or in pulmonary phase; or 3) multiple comorbidities/risk factors.

and/or Nitazoxanide
500 mg 2 x daily for 5 days after meals. Combine with ivermectin (preferred) or substitute if ivermectin
is not available. (Nitazoxanide is often unavailable or high-priced in the USA.)

ANTI-SEPTIC ANTI-VIRALS

Antiviral mouthwash: Gargle 3 x daily (do not swallow; must contain chlorhexidine, povidone-iodine,
or cetylpyridinium chloride). lodine nasal spray/drops: Use |1% povidone-iodine commercial product
as per instructions 2—3 x daily. If 1%-product not available, must first dilute the more widely available
10%-solution® and apply 4-5 drops to each nostril every 4 hours. (No more than 5 days in pregnancy.)

ANTI-COAGULANTS / IMMUNE FORTIFYING SYNERGISTIC THERAPIES

Aspirin 325 mg daily (unless contraindicated) Quercetin  250mg 2 x daily
Vitamin D Vitamin D3 5,000 U daily. Zinc lﬂﬂmg,’day_
See dosing Table 3 (elemental zinc)

. Vitamin C  500-1,000 mg 2 x daily
Melatonin 10mg before bedtime (causes drowsiness)

NUTRITIONAL THERAPEUTICS IS EREVIE PULSE OXIMETER

Curcumin (turmeric) 500 mg 2 x daily Monitoring of oxygen saturation
Nigella Sativa (black cumin seed) 80mg/kg daily is recommended
Honey 1gram/kg daily (for instructions see page 3)
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Figure 7b. Naso-oropharyngeal sanitization

Figure 7c. Commercial products available for Naso-oropharyngeal sanitization
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4. Mildly Symptomatic patients (on floor/ward in hospital).
4.1 First Line Therapies (in order of priority)

e ltisimportant to note that ivermectin, LMWH and corticosteroids form the foundation of care
for the hospitalized patient. Multiple RCTs have demonstrated that these drugs reduce the
mortality of patients hospitalized with COVID-19 (See independent meta-analysis Figure 8).

e |lvermectin 0.4 — 0.6 mg/kg daily for 5 days or until recovered. A higher dose may be required in
patients with more severe disease and in those in whom treatment is delayed. [19,23,77-
80,162-171,173,175-177]. While ivermectin retains full efficacy against the variants (as best we
know), the Delta variant results in very high viral loads and may take longer to eradicate.
Ivermectin is best taken with a meal or just following a meal (greater absorption). It should be
noted that ivermectin has potent anti-inflammatory properties apart from its antiviral
properties.[287-290] Preliminary data suggest that lvermectin in a dose of 0.3-0.4 mg/kg is
highly effective against the Omicron variant; however, in keeping with the general treatment
principles, early treatment is preferred. See drug-drug interactions above.

e Nitazoxanide (NTZ) 600 mg BID for 7 days.[291] NTZ should therefore considered as an
alternative to ivermectin, or as part of a multi-drug combination that includes ivermectin. It
should be noted that while NTZ is relatively cheap in most of the world it is very expensive in the
USA.

e Methylprednisolone 80 mg bolus followed by 40 mg q 12 hourly (alternative: 80 mg bolus
followed by 80 mg/240 ml normal saline IV infusion at 10 ml/hr); increase to 80 mg and then
125 mg q 12 hourly in patients with progressive symptoms and increasing CRP. There is now
overwhelming and irrefutable evidence that corticosteroids reduce the risk of death in patients
with the pulmonary phase of COVID-19 i.e., those requiring supplemental oxygen or higher
levels of support. [292-304] We believe that the use of low-fixed dose dexamethasone is
inappropriate for the treatment of the pulmonary phase of COVID-19. The role of inhaled
corticosteroids (budesonide) is unclear and appears to be rather limited (as reviewed above).
While 1) methylprednisolone is the corticosteroid of choice (see below) in those
regions/counties where it is not available the following (in order of preference) may be
substituted for methylprednisolone (dose adjusted according to methylprednisolone dosages),
2) prednisolone, 3) prednisone, 4) hydrocortisone, and 5) LASTLY dexamethasone.

e Enoxaparin 1mg/kg 12 hourly (see dosage adjustments and Xa monitoring below). The ATTACC,
ACTIV-4a & REMAP-CAP trials demonstrated a significant reduction of the primary end point
(composite of organ support days and hospital mortality) regardless of D-Dimer levels.[305]

e Vitamin C 500-1000 mg q 6 hourly and Quercetin 250-500 mg BID (if available)

e Zinc 75-100 mg/day (elemental zinc)

e Melatonin 10 mg at night . [35-41]

e Anti-androgen therapy (both men and women). Spironolactone 100 mg BID for 10 days. Second
line anti-androgen: Dutasteride 2 mg day 1, followed by 1.0 mg for 10 days. AVOID IN
PREGNANCY. [219,223,224]

e Fluvoxamine 50 -100 mg BID. Fluoxetine 20-40mg daily is an alternative.

4.2 Second Line and optional treatments
e Vitamin D. The optimal dose and vitamin D formulation for the treatment of acute disease is
highly controversial. Vitamin D3 takes many days to be converted to 25-OH vitamin D; [306] this

may explain the lack of benefit of vitamin D3 in patients hospitalized with severe COVID-
19.[105] Vitamin D stores are best repleted in the weeks to months before patients contract
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COVID-19. Nevertheless, for patients hospitalized with COVID-19 the dosing scheme as listed in
table 3 is suggested.

e ASA 325 mg (if not contraindicated). Moderate-severe COVID infection results in profound
platelet activation contributing to the pro-thrombotic state and increasing the inflammatory
response. [206,207,307,308]

e B complex vitamins

e Atorvastatin 40-80 mg/day (reduce dose to 40 mg if taken with ivermectin due to possible drug-
drug interaction). Statins have pleiotropic anti-inflammatory, immunomodulatory, antibacterial,
and antiviral effects. Statins reprogram macrophages/monocytes from a M1 phenotype to a M2
phenotype. [309,310] As discussed later, this is critical in the management of COVID-19. In
addition, statins decrease expression of PAI-1. Simvastatin has been demonstrated to reduce
mortality in the hyper-inflammatory ARDS phenotype. [311] Preliminary data suggests
atorvastatin may improve outcome in patients with COVID-19. [312-316] Due to numerous drug-
drug interactions (including ivermectin) simvastatin should be avoided.

e Optional: Maraviroc 300 mg BID for 10 days (see above and section on Long-Covid).

e Optional: Famotidine 40 mg BID (20-40 mg/day in renal impairment). [44-50] Famotidine may
be useful for its protective effect on gastric mucosa, its anti-viral properties and histamine
blocking properties.

e Optional: JAK inhibitors ruxolitinib or baricitinib. JAK inhibitors target JAK1, JAK2, JAK3, and
whose inhibition downregulates the JAK/STAT signaling pathway decreasing cytokine
concentrations. [317] These drugs have been shown to decrease the use of mechanical
ventilation and the risk of death. [318,319] In these studies low doses of corticosteroids were
used. The role of JAK inhibitors with appropriate corticosteroid dosing is unclear

e Optional: The anti-serotonin agent, cyproheptadine 4—8 mg PO q 6 hour should be considered in
patients with more severe disease. [320,321] Patients with COVID-19 have increased circulating
levels of serotonin likely the result of increased platelet activation and decreased removal by the
pulmonary circulation due to an extensive microcirculatory vasculopathy. [320,322-324]
Increased circulating serotonin is associated with pulmonary, renal and cerebral
vasoconstriction, and may partly explain the V/Q mismatch and reduced renal blood flow noted
in patients with severe COVID-19 infection. [325-328] Furthermore, serotonin itself enhances
platelet aggregation creating a propagating immuno-thrombotic cycle.[329] In addition,
serotonin receptor blockade may reduce progression to pulmonary fibrosis. [330]

e Optional: Vascepa (Ethyl eicosapentaenoic acid) 4g daily or Lovaza (EPA/DHA) 4g daily;
alternative DHA/EPA 4g daily. [331] Vascepa and Lovaza tablets must be swallowed and cannot
be crushed, dissolved, or chewed

e Not recommended: Remdesivir. The recently published SOLIDARITY trial demonstrated no
mortality benefit of this agent in the entire treatment cohort or any subgroup. [332] The VA
study showed no mortality benefit with Remdesivir and a longer length of hospital stay. [333]
Most recently, the DisCoVeRy trial reported no outcome benefit from remdesivir. [334] A meta-
analysis of the six published RCTS demonstrate no mortality reduction with Remdesivir;
interestingly enough, the independent studies demonstrate a trend to harm while the two
studies conducted by Gilead demonstrate a mortality benefit. (See figure 9).

e Not recommended: Azithromycin, doxycycline, or quinolone antibiotics. [172,173]

e Not recommended: Colchicine. Recruitment to the colchicine arm of the RECOVERY trial has
been closed as no mortality benefit was noted with colchicine (Mortality 20% colchicine, 19%
standard of care). In addition, potentially serious drug-drug interactions exist with the use of
colchicine and CYP 3A4 and p-glycoprotein inhibitors (ivermectin, macrolide antibiotics,
cyclosporin, etc) as well as with the use of statins. [282]

Page 26 of 68 | FLCCC Alliance — COVID-19 Management Protocol 01-01-2022 Version 65





N/C 2L/min if required (max 4 L/min; consider early t/f to ICU for escalation of care).
Avoid Nebulization and Respiratory treatments. Use “Spinhaler” or MDI and spacer if required.

T/f EARLY to the ICU for increasing respiratory signs/symptoms, increasing oxygen requirements and

arterial desaturation.

Figure 8. lIvermectin real-time meta-analysis of 71 studies (from ivmeta.com).
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Figure 9. Meta-analysis of the Remdesivir RCTs grouped by independent studies
(1) and those done by Gilead™ (P)
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5. MATH+ PROTOCOL (for patients admitted to the ICU) [335,336]

5.1 Core Components

1.

Methylprednisolone 80 mg loading dose followed by 40 mg g 12 hourly for at least 7 days and
until transferred out of ICU. In patients with an increasing CRP or worsening clinical status
increase the dose to 80 mg q 6 hourly, then titrate down as appropriate. [292-304] Pulse
methylprednisolone 500-1000 mg/day for 3 days (followed by taper) may be required. [302] We
suggest that all patients admitted to the ICU have a chest CT scan on admission to allow risk
stratification based on the extent of the disease; those with extensive disease should be initiated
on high dose corticosteroids (see section below on severe COVID). As depicted in Table 2,
methylprednisolone is the corticosteroid of choice. Observational and randomized studies have
clearly demonstrated the superiority of methylprednisolone over low dose dexamethasone.
[337,338] These clinical findings are supported by a genomic study.[204] Methylprednisolone
should be weaned slowly over two weeks once oxygen is discontinued to prevent
relapse/recurrence (20mg twice daily once of oxygen, then 20 mg/day for 5 days, then 10 mg/day
for 5 days). While 1) methylprednisolone is the corticosteroid of choice (see below) in those
regions/countries where it is not available the following (in order of preference) may be
substituted for methylprednisolone (dose adjusted according to methylprednisolone dosages), 2)
prednisolone, 3) prednisone, 4) hydrocortisone, and 5) LASTLY dexamethasone.

Ascorbic acid (Vitamin C) 50 mg/kg (or 3000 mg) IV g 6 hourly for at least 7 days and/or until
transferred out of ICU. [116,125,126,339-349]. Mega-dose vitamin C should be considered in
severely ill patients, those with progressive respiratory failure and as salvage therapy: 25 g
vitamin C in 200-500 cc saline over 4-6 hours every 12 hourly for 3-5 days, then 3g IV q 6 hourly
for total of 7-10 days of treatment [350] (also see https://www.youtube.com/watch?v=Au-
mMp6RZjCQ). Mega-dose Vitamin C appears safe in patients with ARF and ESRD. In patients with
CRF a dose of 12.5 g g 12 hourly may be an adequate compromise. [351] In the study by
Lankadeva et al, mega-dose vitamin C increased renal cortical blood flow and renal cortical pO2;
oxalate crystals were not detected.[ 350] Note caution with POC glucose testing (see below). Oral
absorption is limited by saturable transport proteins and it is difficult to achieve adequate levels
with PO administration. However, should IV Vitamin C not be available, it would be acceptable to
administer PO vitamin C at a dose of 1g every 4—6 hours.

Anticoagulation: The ATTACC, ACTIV-4a & REMAP-CAP trials demonstrated a marginally increased
mortality in ICU patients treated with full anti-coagulation (35.3% vs. 32.6%).[305] Critically ill
COVID-19 patients frequently have impaired renal and it is likely that in the absence of Xa
monitoring patients were over-anticoagulated. However, full anti-coagulation should be
continued on floor patients transitioned to the ICU who have normal renal function. In all other
patients we would suggest intermediate dose enoxaparin i.e 60 mg/day (enhanced
thromboprophylaxis) or 0.5 mg/kg q 12 hourly.[352] Full anticoagulation (enoxaparin or heparin)
may be required in patients with increasing D-dimer or with thrombotic complications. Due to
augmented renal clearance some patients may have reduced anti-Xa activity despite standard
dosages of LMWH.[236] We therefore recommend monitoring anti-Xa activity aiming for an anti-
Xa activity of 0.5 — 0.9 IU/ml. Heparin is suggested with CrCl < 15 ml/min. It should also be
appreciated that vitamin C is a prerequisite for the synthesis of collagen and vitamin C deficiency
is classically associated with vascular bleeding.[125,126] This is relevant to COVID-19, as vitamin C
levels are undetectable in severely ill COVID-19 patients and this may partly explain the increased
risks of anticoagulation in ICU patients (not treated with vitamin C). [353-355] The use of the
novel oral anticoagulants (NOAC/DOAC) is not recommended. [356]
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Note: A falling Sa02 and the requirement for supplemental oxygen should be a trigger to start

anti-inflammatory treatment.

Note: Early termination of ascorbic acid and corticosteroids will likely result in a rebound effect with

clinical deterioration.

5.2 Additional Treatment Components

4,

10.

11.

Highly recommended: Ivermectin 0.6 — 0.8 mg/kg day orally for 5 days or until recovered [23,77-
79,162,165-172,287-289,357-363]. A higher dose (up to 1.0 mg/kg) is suggested in patients with
severe disease and/or those with delayed initiation of therapy. Note that ivermectin has potent
antiviral and anti-inflammatory effects. As noted above clinical outcomes are superior with multiday
as opposed to single day dosing. Furthermore, as indicated above, higher dosages and a longer
treatment course are suggested with the Delta variant.

Nitazoxanide (NTZ) 600 mg BID for 7 days.[291] NTZ should therefore considered as an alternative to
ivermectin, or as part of a multi-drug combination that includes ivermectin. It should be noted that
while NTZ is relatively cheap in most of the world it is very expensive in the USA???

Melatonin 10 mg at night.[36-38]

Thiamine 200 mg IV g 12 hourly for 3-5 days then 200mg daily [364-369] Thiamine may play a role in
dampening the cytokine storm. [365,370]

ASA 325 mg. COVID infection results in profound platelet activation contributing to the severe pro-
thrombotic state and increasing the inflammatory response.[206,207,307,308] As the risk of
significant bleeding is increased in patients receiving both ASA and heparin, ASA should therefore
not be used in patients at high risk of bleeding. In addition (as noted below) patients should receive
famotidine concurrently.

The anti-serotonin agent, cyproheptadine. Platelet activation results in the release of serotonin,
which may contribute to the immune and vascular dysfunction associated with COVID-19. [215-219]
Therefore, the serotonin receptor blocker cyproheptadine 4-8 mg PO q 6 hours should be
considered.

Anti-androgen therapy (both men and women). Spironolactone 100 mg BID for 10 days. Second line:
Dutasteride 2 mg day 1, followed by 1.0 mg for 10 days. Finasteride 10 mg is an alternative
(dutasteride cannot be crushed).[221] [371] AVOID IN PREGNANCY. [219,224] Bicalutamide 150
mg daily is also an option.

Fluvoxamine 50 -100 mg BID. Fluoxetine 20-40 mg daily is an alternative.

5.3 Second line treatments

12.
13.
14.

15.

16.

B complex vitamins.

Vitamin D3. Dosing as suggested in Table 3.

Vascepa (Ethyl eicosapentaenoic acid) 4g daily or Lovaza (EPA/DHA) 4g daily; alternative DHA/EPA
4g daily. Vascepa and Lovaza tablets must be swallowed and cannot be crushed, dissolved, or
chewed.

Atorvastatin 40- 80 mg/day (reduce dose to 40 mg if taken with ivermectin due to possible drug-
drug interaction. Preliminary data suggests atorvastatin may improve outcome in patients with
COVID-19.[238-242] Due to numerous drug-drug interactions simvastatin should be avoided.
Magnesium: 2 g stat IV. Keep Mg between 2.0 and 2.2 mmol/I. [158] Prevent hypomagnesemia
(which increases the cytokine storm and prolongs Qtc). [372-374]
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5.4 Optional Treatments and those of uncertain benefit

17.
18.
19.

20.

21.

22.

23.

24.
25.

26.

27.

28.

29.

Optional: Famotidine 40 mg BID (20-40 mg/day in renal impairment). [44-50].

Optional: JAK inhibitors ruxolitinib or baricitinib.

Unclear benefit. Losartan 50- 100 mg q day (reduce to 25 -50 mg with impaired renal function) or
telmisartan 40-80 mg BID (reduce to 40 mg q day /BID with impaired renal function). [275,375,376]
Unclear benefit. Maraviroc 300 mg BID for 10 days. Maraviroc is a CCR5 antagonist. [263] CCR5 is a
chemokine that activates macrophages/monocytes and whose circulating levels are significantly
increased in COVID-19.[260,377] Blocking the CCR5 receptor (CCR5R) repolarizes
macrophages/monocytes and decreases the production of proinflammatory cytokines (see section
on repolarizing macrophages/monocytes and section on Long-Covid).

Not recommended: The best information to date suggests that prophylactic azithromycin as well as
doxycycline and quinolone antibiotics are of little benefit in patients with COVID-19.[284,378,379]
Patients with COVID-19 are at an increased risk of developing bacterial superinfections and
prophylactic antibiotics may increase the risk of infection with multi-resistant organisms.

Not recommended: Remdesivir. This drug has no benefit at this stage of the disease.

Not recommended. Convalescent serum [380-385] nor monoclonal antibodies. [386] However,
convalescent serum/ monoclonal antibodies may have a role in patients with hematologic
malignancies.[387]

Not recommended. Colchicine (see above).

Not recommended. Tocilizumab. Five RCTS have now failed to demonstrate a clinical benefit from
tocilizumab. [388-392] Considering the effect of IL-6 inhibitors on the profile of dysregulated
inflammatory mediators this finding is not surprising. [393] Tocilizumab may have of benefit in
patients receiving an inadequate dose of corticosteroids.[394] In patients who receive an adequate
therapeutic dose of corticosteroid the role of this drug appears limited.

Broad-spectrum antibiotics added if complicating bacterial pneumonia is suspected based on
procalcitonin levels and respiratory culture (no bronchoscopy). Due to the paradox of hyper-
inflammation and immune suppression (a major decrease of HLA-DR on CD14 monocytes, T cell
dysfunction and decreased CD4 and CD8 counts) secondary bacterial and fungal infections (Candida
and Aspergillus species) and viral reactivation is not uncommon. [395-397] Patients with non-
resolving fever, increasing WBC count and progressive pulmonary infiltrates should be screened for
COVID-19-associated pulmonary aspergillosis (CAPA). [398] Recommended first-line therapy for
CAPA is either voriconazole or isavuconazole (beware drug-drug interactions). While low CD4 counts
are typical of severe COVID-19 infection, PJP infections have not been reported; therefore PJP
prophylaxis is not required.

Maintain EUVOLEMIA (this is not non-cardiogenic pulmonary edema). Due to the prolonged
“symptomatic phase” with flu-like symptoms (6—8 days) patients may be volume depleted. Cautious
rehydration with 500 ml boluses of Lactate Ringers may be warranted, ideally guided by non-
invasive hemodynamic monitoring. Diuretics should be avoided unless the patient has obvious
intravascular volume overload. Avoid hypovolemia.

Early norepinephrine for hypotension. It should however be appreciated that despite the cytokine
storm, vasodilatory shock is distinctly uncommon in uncomplicated COVID-19 (when not
complicated by bacterial sepsis). This appears to be due to the fact that TNF-a which is “necessary”
for vasodilatory shock is only minimally elevated.

Escalation of respiratory support (steps); Try to avoid intubation if at all possible. Intubation is
indicated in patients who have failed non-invasive ventilation and in those patients with excessive
work of breathing. A subgroup of patients with COVID-19 deteriorates very rapidly. Intubation and
mechanical ventilation may be required in these patients.
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a. Accept “permissive hypoxemia” (keep O2 Saturation > 84%); follow venous lactate and

Central Venous O; saturations (ScvO,) in patents with low arterial O, saturations

N/C 1-6 L/min

High Flow Nasal canula (HFNC) up to 60—80 L/min [399]

Trial of inhaled Flolan (epoprostenol)

Attempt proning (cooperative repositioning-proning) [400-403]

Intubation ... by Expert intubator; Rapid sequence. No Bagging; Full PPE.

Crash/emergency intubations should be avoided.

g. Volume protective ventilation; Lowest driving pressure and lowest PEEP as possible.
Keep driving pressures < 15 cm H,0.

h. Moderate sedation to prevent self-extubation

i. Trial of inhaled Flolan (epoprostenol)

j. Prone positioning.

~0oo0oT

There is widespread concern that using HFNC could increase the risk of viral transmission. There is
however, no evidence to support this fear.[404,405] HFNC is a better option for the patient and the
health care system than intubation and mechanical ventilation. HFNC is preferred over conventional

oxygen therapy. [399] Intermittent CPAP/BiPAP may be used in select patients, notably those with COPD
exacerbation or heart failure.

Figure 10. “Typical” progression of Chest CT findings.
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Table 5: Comparison of Methylprednisolone, Dexamethasone and
Hydrocortisone - Number Need to Treat (NNT)

PUBLISHED RCT’s/OCT’s OF CORTICOSTEROID ABSOLUTE

DIFFERENCE IN

NUMBER NEEDED
TO TREATTO SAVE

THERAPY IN COVID-19 MORTALITY

METHYLPREDNISONE — HOSPITAL PATIENTS (Edalatifard et al, Italy)

0 0
250mg methylprednisone daily x 3 days 5.9% vs. 42.9%
METHYLPREDNIS(')NE — IC'U PATIENTS (:Confalonieri et al, ltal}-') 7.9% vs. 23.3%
80mg methylprednisone daily x 8 days
METHYLPREDNISONE- ARDS PATIENTS (OCT - Wu C et al- China
" ( u € etal- China) 46.0% vs. 61.8%
1-2 mg/kg/day for 3-5 days
METHLPREDNISONE — HOSPITAL PATIENTS, (OCT - Fadel et al, USA

> ( adel et al, USA) 13.6% vs. 26.3%
0.5-1.0mg/kg/day x 3 days
METHYLPREDNISONE - Pts on oxygen — (Fernandez—Cruz atal, Spa.in) 13.9% vs. 23.9%
1lmg/kg/day
METHYLPREDNISONE VS. DEXAMETHASONE (Ranjbar et al, Iran) o o
2mg/kg/day MP vs. 6mg/day Dexamethasone 18.6% vs 37.5%
METHYLPREDNISONEVS. DEXAMETHASONE OVERALL 16.4% vs. 26.5%
(OCT - Ko et al, USC) >= Img/kg/day MP for min. 3
days vs. 6mg/day Dex for min. 7 days PTS ON MV 31% vs. 54%
HYDROCORTISONE -CAPE-COVID — ICU Patients (Dequin et al France) 14.7% s 27.4%

200mg/day with taper over 14 days —stopped early
HYDROCORTISONE - REMAP-CAP — ICU Patients (Angus et al)
200 - 400 mg/day x 7 days — stopped early

DEXAMETHASONE — CODEX — ICU Patients

28% vs 33% (NS)

0 0
20 mg x 5 "_1(1}'5, 10 mg x 5 da}'s 36.3% vs 61.5%
PTS ON OXYGEN .39 . 26.2%
DEXAMATHASONE — RECO VERY ( H<:11'nsb}' et al) B ONE B T
6mg/day x 10 days
mg/day x 2 PTS ON MV 29.3% vs. 41.4%
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6. An approach to the patient with SEVERE life threatening COVID-19 Organizing
Pneumonia

The first task of the clinician is to determine the reversibility of the pulmonary disease. This is a critical
assessment. Aggressive anti-inflammatory treatment is futile in patients with advanced fibrotic lung
disease. The horse has already bolted and allowing the patient a “peaceful death” is the most
compassionate and humane approach. The reversibility of the pulmonary disease is dependent on a
number of factors superseded by a good deal of clinical judgement; these include:

a) The length of time that has elapsed since the onset of symptoms. Early aggressive
treatment is critical to prevent disease progression. With each day the disease becomes
more difficult to reverse. The ‘traditional’ approach of supportive care alone is simply
unacceptable.

b) The level of inflammatory biomarkers particularly the CRP. In general the CRP tracks the
level of pulmonary inflammation. [406] A high CRP is indicative of a hyper-inflammatory
state and potentially reversible pulmonary inflammation.

c) Itislikely that advanced age is a moderating factor making the pulmonary disease less
reversible.

d) A chest CTis extremely helpful in determining the reversibility of disease. BEWARE this
is not ARDS but organizing pneumonia. [407] The extent of the pulmonary involvement
may be determined qualitatively or preferably quantitatively (see Figure 10). [406,408-
414] The Ichikado CT Score is a useful quantitative score to evaluate the extent of lung
involvement with COVID-19.[415,416] The changes in the CT follow a stereotypic
progressive pattern:

l. Peripheral, patchy, predominantly basal ground glass opacification (GGO). GGO
is defined an increase in density of lung with visualization of bronchial and
vascular structures through it

Il. Progressive widespread bilateral GGO

I.  Crazy-paving (CGO with interlobular and intralobular septal thickening)

Il. Air space consolidation (air bronchograms)

M. Dense airspace consolidation
IV.  Coalescent consolidation
V.  Segmental/subsegmental pulmonary vessel dilatation

VL. Bronchial wall thickening
VII. Linear opacities
VIII. Traction bronchiectasis

IX. Cavitation
X. Fibrotic changes with bullae and reticulation

GGO pattern is significantly more prevalent in early-phase disease compared with late-phase disease
while crazy-paving and consolidation patterns are significantly more common in late-phase. [406]
Therefore widespread GGO suggests reversibility while widespread consolidation with other features of
more advanced disease suggest irreversible lung disease. However, when in doubt (borderline cases) a
time limited therapeutic trial of the aggressive “Full Monty” approach may be warranted.
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7. The “FULL MONTY” for SEVERE COVID Pulmonary disease

VI.
VII.
VIII.
IX.

X.
XI.
XIl.
X,
XIV.

Methylprednisolone 250-500 mg g 12 hourly for at least 3 days then titrate guided by clinical
status and CRP.

Ivermectin 1.0 mg/kg for 5 days

Melatonin 10 mg PO at night

Enoxaparin 60 mg daily; critically ill patients usually have some degree of renal impairment and
will require a renally adjusted lower dose. Patients with very high D-dimer and or thrombotic
complications may require full anticoagulant doses of Lovenox. It may be prudent to monitor Xa
levels aiming for 0.4-0.8 IU/ml (a somewhat lower anti-Xa).

Vitamin C 3 g 6 hourly to 25g q 12 hourly

Cyproheptadine 4-8 mg PO q 6 hourly

Fluvoxamine 50- 100 mg BID or fluoxetine 20-40mg daily

Spironolactone 100 mg BID

Atorvastatin 80 mg/day (reduce dose to 40mg if taken with ivermectin due to possible drug-drug
interaction)

Thiamine 200 mg g 12 hourly

Finasteride 10 mg daily or dutasteride 2mg day 1 then 1mg daily or bicalutamide 150mg daily
Omega-3 fatty acids 4g/day

Famotidine 40 mg BID

Consider plasma exchange on admission to the ICU.

While it is unclear which of the above medications included in the “Severe Covid-19” cocktail
contributes to improved outcomes, all of these drugs have been shown to be safe and independently to

improve the outcome of patients with COVID-19. Ultimately it is irrelevant as to the contribution of each

element as long as the patient improves and survives his/her ICU stay. We are in the midst of a

pandemic caused by a virus causing devastating lung disease, and there is no place for “ivory tower

medicine.”
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8. Salvage Treatments

High dose bolus corticosteroids; 500-1000 mg/day methylprednisolone for 3 days then taper.
[300,302]

Plasma exchange [417-423]. Should be considered in patients with progressive oxygenation
failure despite corticosteroid therapy as well as in patients with severe MAS. Patients may
require up to 5 exchanges. FFP is required for the exchange; giving back “good humors” appears
to be more important than taking out “bad humors”.

Mega-dose vitamin C should be considered in severely ill patients and as salvage therapy: 25g
vitamin C in 200-500 cc saline over 4-6 hours, 12 hourly for 3-5 days, then 3g IV q 6 hourly for
total of 7-10 days of treatment.[350,351] (also see https://www.youtube.com/watch?v=Au-
mp6RZjCQ)

In patients with a large dead-space ventilation i.e. high PaCO, despite adequate minute
ventilation consider “Half-dose rTPA” to improve pulmonary microvascular blood flow; 25mg of
tPA over 2 hours followed by a 25mg tPA infusion administered over the subsequent 22 hours,
with a dose not to exceed 0.9 mg/kg followed by full anticoagulation.[424,425]

Combination inhaled nitric oxide (or epoprostenol) and intravenous almitrine (10— 16
ug/kg/min). The combination of inhaled nitric oxide, a selective pulmonary vasodilator, and
almitrine, a specific pulmonary vasoconstrictor, may improve the severe V/Q mismatch in
patients with severe COVID-19 “pneumonia”. [426-429]

ECMO [430-432]. Unlike “typical ARDS”, COVID-19 patients may not progress into a resolution
phase. Rather, patients with COVID-19 with unresolved inflammation may progress to a severe
fibro-proliferative phase and ventilator dependency. ECMO in these patients would likely serve
little purpose. ECMO however may improve survival in patients with severe single organ failure
(lung) if initiated within 7 days of intubation. [433]

Lung transplantation. [434]

9. Salvage treatments of unproven/no benefit.

*

Convalescent serum/monoclonal antibodies: Four RCT’s failed to demonstrate a clinical benefit
with the use of convalescent serum. [380-382,384,385] Eli Lilly suspended the ACTIV-33 clinical
trial as their monoclonal antibody failed to demonstrate a clinical benefit in hospitalized
patients.[435] It is noteworthy that the only RCT demonstrating efficacy of convalescent plasma
for an infectious disease was conducted more than 40 years ago, for treating Argentine
hemorrhagic fever. [211] Furthermore, giving antibodies directed against SARS-CoV-2 appears
pointless when the virus is already DEAD (pulmonary phase). In addition, 1gG is a large protein
which penetrates tissues poorly, and is unlikely to achieve submucosal concentrations required
for mucosal immunity.[436] And lastly, COVID-19 pulmonary disease is immune mediated, and it
would therefore appear paradoxical to enhance the antibody response with convalescent
serum. [437]

In patients hospitalized with severe COVID-19, Canakinumab, an anti-interleukin-1 3 antibody
failed to improve any outcome measure. [438]

In patients with progressive fibrosis the combination of anti-fibrotic therapy with corticosteroids
should be considered. [439-442] It should however be recognized that unlike all the medications
in the MATH+ protocol, pirfenidone and nintedanib have complex side-effects and drug
interactions and should be prescribed by pulmonary physicians who have experience with these
drugs.

CVVH/D with cytokine absorbing/filtering filters [443,444] This treatment strategy appears to
have an extremely limited role.
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10. Treatment of Macrophage Activation Syndrome (MAS)

e Severe-COVID pneumonia/organizing pneumonia is in essence caused by the “pulmonary
macrophage activation syndrome” and the distinction between severe COVID and MAS is
unclear (see below). [7,407,445,446]

e Aferritin > 4400 ng/ml is considered diagnostic of MAS. Other diagnostic features include
increasing AST/ALT and CRP and progressive multisystem organ failure.[447]

e “High dose corticosteroids.” Methylprednisolone 500-1000 mg daily for three days and then
wean according to Ferritin, CRP, AST/ALT. Ferritin should decrease by at least 15% before
weaning corticosteroids.

e Consider plasma exchange.

11. Approach to the DELTA/P1 Variant

e Both the Delta and P1 variants are highly virulent strains of SARS-COv-2. These variants replicate
to achieve very high concentrations in the nasopharynx; hence they are much more
transmissible and the time from exposure to symptom onset and to the pulmonary phase is
much shorter. It is not uncommon for patients to be symptomatic for as little as 3 days prior to
ICU admission.

e Early (day 1) outpatient treatment (MASK +) is critical to prevent progression to the more lethal
pulmonary phase.

e ICU patients frequently present with very high levels of inflammatory markers (CRP, Ferritin, D-
Dimer)

e The ‘Full Monty” should be started on the first ICU Day.

e In those patients with very high inflammatory markers plasma exchange should be considered
on admission.

12. Approach to the Omicron Variant

Omicron, the SARS-CoV-2 variant responsible for a cluster of cases in South Africa and that is now
spreading around the world, is the most heavily mutated variant to emerge so far and carries mutations
similar to changes seen in previous variants of concern associated with enhanced transmissibility and
partial resistance to vaccine induced immunity. [448,449] In South Africa, Omicron has completely
displaced the Delta variant, with Omicron being the major variant. [449,450] In total, the variant’s
genome has around 50 mutations, including more than 30 in the spike protein. One of the omicron
variant’s mutations leads to “S gene target failure” (or “S gene dropout”), meaning that one of several
areas of the gene that are targeted by PCR testing gives a false negative. Omicron is highly infectious,
spreading rapidly among communities with neutralizing antibodies against SARS-CoV-2 acquired by
natural infection or vaccination appearing to have limited protection. [448,451,452] In a case series of
785 cases from Denmark, 76% of patients were fully vaccinated. [453] Despite the apparent lack of
efficacy of vaccination and monoclonal antibodies, antivirals directed at SARS-CoV-2 remain effective.
[454] A high infectivity rate has been reported in large group gatherings. [453] While Omicron is highly
infectious, it appears to cause much milder disease. Anosmia and ageusia are uncommon, which may
distinguish Omicron from previous variants. Furthermore, Omicron appears less likely to cause
pulmonary disease; this may be related to altered ACE-2 binding to pulmonary alveolar cells. [455]
Nevertheless, the elderly and those with significant comorbidities may suffer severe disease.

At this time the prevention and early treatment for Omicron should not differ from that of the previous
variants, i.e., the I-MASK+ protocol should be followed. Early treatment is critical to limit spread of the
virus, and as this variant is highly infectious prophylaxis of close contacts is important. Those infected
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with omicron should be quarantined for up to 5 days. The optimal dose of ivermectin for early
treatment is unclear, however, it is likely that a lower dose may suffice i.e. 0.3- 0.4 mg/kg. It is likely
that the early treatment of Omicron may limit the progression to Long Covid.

13. Monitoring

e On admission: Procalcitonin (PCT), CRP, BNP, Troponins, Ferritin, Neutrophil-Lymphocyte ratio,
D-dimer and Mg. CRP and D-dimer are important prognostic markers.[456] A PCT is essential to
rule out coexisting bacterial pneumonia.[457]

e Asindicated above (corticosteroid section), a chest CT scan on admission to the ICU is very
useful for risk stratification and for the initial corticosteroid dosing strategy. The Ichikado Score
is a quantitative method to assess the extent of lung involvement on the CT scan.[415,458]
Follow-up CXR, CT scan (if indicated) and chest ultrasound as clinically indicated.

e Daily: CRP, Ferritin, D-Dimer and PCT. CRP and Ferritin track disease severity closely (although
ferritin tends to lag behind CRP). Early high CRP levels are closely associated with the degree of
pulmonary involvement and the CT score. [459]

e In patients receiving IV vitamin C, the Accu-Chek™ POC glucose monitor will result in spuriously
high blood glucose values. Therefore, a laboratory glucose is recommended to confirm the
blood glucose levels. [460,461]

e ECHO as clinically indicated; Patients may develop a severe “septic” cardiomyopathy and/or
COVID-19 myocarditis. [462,463]

14. Post ICU management
e Enoxaparin 40—-60 mg s/c daily
e Methylprednisolone 40 mg day, then wean slowly, follow CRP and oxygen requirements — wean
off over two weeks once oxygen is discontinued to prevent relapse/recurrence
e Vitamin C 500 mg PO BID
e Melatonin 3-6 mg at night
e Vascepa, Lovaza or DHA/EPA 4g day
e Atorvastatin 40mg daily

15. Post Hospital Discharge management

a. Patients have an increased risk of thromboembolic events post-discharge. [464,465] Extended
thromboprophylaxis (? with a DOAC) should be considered in high-risk patients. Risk factors
include: [466]

i Increased D dimer (> 3 times ULN)
ii. Increased CRP (> 2 times ULN) [467]
iii. Age > 60
iv. Prolonged immobilization

b. Patients with unresolved pulmonary infiltrates and/or those who remain dyspneic and/or
oxygen dependent should be discharged on a tapering course of corticosteroids (prednisone).

c. Patients should continue to receive vitamin C, melatonin, omega-3 fatty acids and a statin.
These agents may reduce this risk of developing the post-COVID syndrome.

d. Nigella sativa and Kefir.

e. Patients should be followed/monitored for developing the post-COVID/long hauler syndrome.

Page 38 of 68 | FLCCC Alliance — COVID-19 Management Protocol 01-01-2022 Version 65





16. Pathophysiology of COVID-19

Basic Concept: Need to Understand the Disease to Treat
the Disease

The pathophysiology of COVID-19
@ Pulmonary Macrophage Activation Syndrome

@ Severe hyperinflammatory status
@ Microvascular endothelialitis and thrombosis
@ Activation of clotting esp. platelet thrombi in lung and
brain
= High circulating serotonin
Arterial vasoconstriction
V/Q mismatch
@ Organ ischemia
@ Multiple autoantibodies
= Mast cell activation — histamine release
= ACE-2 deficiency
@ Excess angiotensin ll/ angiotensin 1-7
@ T cell dysfunction

Based on clinical, proteomic, and genomic studies as well as autopsy data ,severe COVID-19 disease can
be considered to be the connection of three basic pathologic processes, namely a pulmonary
macrophage activation syndrome with excess production of cytokines and chemokines and uncontrolled
inflammation, a complement mediated endothelialitis together with a procoagulant state with a
thrombotic microangiopathy (see figure 11). In addition, platelet activation with the release of serotonin
and the activation and degranulation of mast cells contributes to the hyper-inflammatory state.
Autoantibodies have been demonstrated in a large number of hospitalized patients which adds to the
end-organ damage and prothrombotic state. However, activated M1 macrophages appear to be the
major driver of severe COVID-19 infection. Similarly, recent data suggests that the Long Haul Covid
Syndrome (LHCS) results due to increased circulating levels of activated monocytes with ongoing
cytokine production. [377] Interestingly, these monocytes contain high levels of the spike protein. [468]
Both activated macrophages and activated monocytes express the same surface activation markers
(CD14+, CD16+). This suggests that treatment aimed at repolarizing the macrophage/monocyte should
have an important adjunctive role in the treatment of both acute COVID and the LHCS. Those
interventions that have been demonstrated to repolarize macrophages/monocytes (from M1 to M2
phenotype) are listed below.
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Figure 11. Pathogenetic mechanism of severe COVID-19 disease
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17. The Long Haul COVID syndrome (post-COVID syndrome)

The Long Haul COVID Syndrome (LHCS) is characterized by prolonged malaise, headaches, generalized
fatigue, sleep difficulties, hair loss, smell disorder, decreased appetite, painful joints, dyspnea, chest
pain and cognitive dysfunction.[474-485] Up to 80% of patients experience prolonged illness after Covid-
19. LHCS is not only seen after the COVID infection but it is being observed in some people that have
received vaccines (likely due to monocyte activation by the spike protein from the vaccine). LHCS may
persist for months after the acute infection and almost half of patients report reduced quality of life.
Patients may suffer prolonged neuropsychological symptoms, including multiple domains of
cognition.[483,486] A puzzling feature of the LHCS syndrome is that it is not predicted by initial disease
severity; post-COVID-19 frequently affects mild-to-moderate cases and younger adults that did not
require respiratory support or intensive care. [485] The symptom set of LHCS is in majority of the cases
very similar to the chronic inflammatory response syndrome (CIRS)/ myalgic encephalomyelitis/chronic
fatigue syndrome.[485] An important differentiating factor from CIRS is the observation that LHCS
continues to improve on its own albeit slowly in majority of the cases. Another important observation is
that LHCS includes more young people compared to severe COVID that affects older people or persons
with comorbidities. Furthermore, the similarity between the mast cell activation syndrome and LHCS has
been observed, and many consider post-COVID to be a variant of the mast cell activation
syndrome.[487]

The LHCS syndrome is highly heterogeneous and likely results from a variety of pathogenetic
mechanisms Furthermore, it is likely that delayed treatment (with ivermectin) in the early symptomatic
phase will results in a high viral load which increase the risk and severity of LHCS. The following theories
have been postulated to explain LHCS: [485]

1. Ongoing respiratory symptoms (SOB, cough, reduced effort tolerance) may be related to
unresolved organizing pneumonia (activate pulmonary macrophages).

2. Monocyte activation syndrome. Persistence of viral debris in monocytes results in an ongoing
immune response in an attempt by the immune system to clear the offending protein(s) and
viral RNA fragments.

3. The neurological symptoms may be related micro- and/or macrovascular thrombotic disease
which appears to be common in severe COVID-19 disease.[488] Brain MRIs’ 3 months post-
infection demonstrated micro-structural changes in 55% of patients. [489] In addition, features
of encephalopathy may be related to encephalitis and auto-reactive brain antibodies [490] as
well as severe cerebral vasoconstriction. [491] The brain microvasculature expresses ACE-2
receptors and SARS-CoV-2 “pseudovirions” may bind to the microvascular endothelium causing
cerebral microvascular inflammation and clotting.[492].

4. An unmasking of mast cell activation syndrome (MCAS), or triggering of mast cell activation
syndrome. Mast cells are present in the brain, especially in the median eminence of the
hypothalamus, where they are located perivascularly close to nerve endings positive for
corticotropin releasing hormone.[493] Following stimulation, mast cells release
proinflammatory mediators such as histamine, tryptase, chemokines and cytokines which may
result in neurovascular inflammation.[493] The “brain-fog”, cognitive impairment and general
fatigue reported in long-COVID may be due to mast cell related neurovascular inflammation.

Clinical signs and symptoms can be grouped in the following clusters. The reason for this grouping is to
allow organ specific targeted therapy/individualized therapy.
1. Respiratory: shortness of breath, congestion, persistent cough, etc.
2. Neurological/psychiatric: brain fog, malaise, tiredness, headaches, migraines, depression,
inability to focus/concentrate, altered cognition, insomnia, vertigo, panic attacks, tinnitus,
anosmia, phantom smells, etc.
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3. Musculoskeletal: myalgias, fatigue, weakness, joint pains, inability to exercise, post-exertional
malaise, inability to perform normal activities of daily life (ADL’s).

4. Cardiovascular: Palpitations, arrhythmias, Raynaud like syndrome, hypotension, and

tachycardia on exertion.

Autonomic: Postural tachycardia syndrome (POTs), abnormal sweating.

Gastrointestinal disturbance: Anorexia, diarrhea, bloating, vomiting, nausea, etc.

Dermatologic: Itching, rashes, dermatographia

Mucus membranes: Running nose, sneezing, Burning and itchy eyes.

© N

17.1 Approach to Treatment:

The treatment approach should be individualized according to the grouping of clinical signs and
symptoms. However, in general, it is likely that patients who did not receive adequate antiviral
treatment (e.g. ivermectin) during the acute symptomatic phase and adequate anti-
inflammatory/macrophage repolarization therapy (e.g. corticosteroids, statins, omega-3 fatty acids,
fluvoxamine, ivermectin, etc.) during the acute phase of COVID-19 are much more likely to develop the
Post-COVID-19 Syndrome. In patients with ongoing respiratory symptoms, chest imaging is suggested
(preferably a chest CT scan). Those with unresolved pulmonary inflammation (organizing pneumonia)
should be treated with a course of corticosteroids (prednisone) and closely followed. A CRP should be
measured, and extended corticosteroids (titrated to the CRP) offered to these patients. Similar to
patients who have recovered from septic shock, [494] a prolonged (many months) immune disturbance
with elevated pro- and anti-inflammatory cytokines may contribute to the LHCS. This is likely the
consequence of monocyte activation syndrome and monocyte repolarization therapy is therefore
indicated. In addition, a cytokine panel may allow targeted anti-inflammatory therapy (Maraviroc in
patients with high CCR5 levels). It should be noted that much like omega-3 fatty acids, corticosteroids
have been demonstrated to increase expression of pro-resolving lipids including Protectin D1 and
Resolvin D4. [495] An unknown number of patients who have recovered from COVID-19 organizing
pneumonia will develop pulmonary fibrosis with associated limitation of activity. Pulmonary function
testing demonstrates a restrictive type pattern with decreased residual volume and DLCO.[480] These
patients should be referred to a pulmonologist with expertise in pulmonary fibrosis. Anti-fibrotic therapy
may have a role in these patients, [439-442] however additional data is required before this therapy can
be more generally recommended. As discussed above, the serotonin receptor blocker cyproheptadine
may reduce the risk of pulmonary fibrosis. [330]
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17.2 The I-RECOVER Protocol for the treatment of the “Long-haul COVID Syndrome”.

Although numerous reports describe the epidemiology and clinical features of LHCS, [474-484] studies
evaluating treatment options are glaringly sparse. [312] Indeed, the NICE guideline for managing the
long-term effects of COVID-19 provide no specific pharmacologic treatment recommendations. [496] In
general, while the treatment of ‘Long COVID” should be individualized, the following treatments may
have a role in the treatment of this disorder. In addition, the I-RECOVER protocol may have a role in the
treatment of post-vaccination syndrome. Patients with Long Covid should be managed by clinicians who
have experience treating this troublesome disorder.

Ivermectin has been reported to have a role in the treatment of post-COVID-19 syndrome. [312] A
dose of 0.2-0.4 mg/kg day for 3-5 days, followed by once or twice weekly dosing for ongoing
symptoms for up to 4 weeks. A repeat course is recommended in those who respond poorly or
relapse once the treatment is stopped. The anti-inflammatory properties of ivermectin may mediate
this benefit.

Prednisone if inadequate response to ivermectin. Prednisone 0.5mg/kg daily for 5 days, 0.25mg/kg
for 5 days followed by 0.12 mg/kg for 5 days. Patients with persistent organizing pneumonia may
require higher doses for a more prolonged period of time.

Vitamin C 500 mg BID (vitamin C inhibits histamine and repolarizes monocytes).[125]

Omega-3 fatty acids: Vascepa, Lovaza or DHA/EPA 4 g day. Omega-3 fatty acids play an important
role in the resolution of inflammation by inducing resolvin production. [256,257]

Melatonin 2- 10 mg at night (slow release/extended release) with attention to sleep hygiene.
Increase dose from 2mg as tolerated (may cause severe nightmares at high dosages)

Curcumin has anti-inflammatory and immunomodulating properties and has been demonstrated to
repolarize macrophages. [59]

Maraviroc (a CCR5 receptor antagonist). C-C chemokine receptor type 5 (CCR5) is a cell surface G
protein-coupled receptor expressed on macrophages and dendritic cells. CCR5 interacts with
multiple ligands, notably the chemokines CCL3 (macrophage inflammatory protein-1), CCL4
(macrophage inflammatory protein-1), and CCL5 (RANTES). CCR5 and its ligands are overexpressed
in COVID-19. [262,263,497] The activated CCR5 pathway may partly explain the persistence of
activated monocytes in long-COVID. [377,468] Maraviroc has been extensively used in HIV infected
patients, as CCR5 is a co-receptor for HIV. This drug has proven to have a remarkable safety record.
[264,498] The approved dose of maraviroc for adults is 300 mg twice daily (BID) in the absence of
potent CYP3A inducers or inhibitors. Evolving clinical experience suggests that maraviroc may be
particularly effective in the treatment of long-COVID (no published data to date).

Kefir, probiotic yogurt and/or Bifidobacterium Probiotics (e.g., Daily Body Restore) together with
Prebiotics (e.g. XOS Prebiotic, Bio Nutrition Pre-Biotic) to normalize the microbiome. Prolonged
dysbiosis has been reported following COVID-19 infection. [499]

Nigella sativa which like curcumin has anti-inflammatory and immunomodulating properties.
Atorvastatin 40 mg daily (increase resolvin synthesis and repolarizes macrophages) [408]
Functional rehabilitation with light aerobic exercise paced according to individual capacity. [485]
Behavioral modification, mindfulness therapy [500] and psychological support may help improve
survivors’ overall well-being and mental health. [485]

Optional: Luteolin 100-200 mg day or quercetin 250 mg day (or mixed flavonoids). Luteolin and
guercetin have broad spectrum anti-inflammatory properties. These natural flavonoids inhibit mast
cells,[493,501-504] and have been demonstrated to reduce neuroinflammation. [505]

Optional: Famotidine 20-40 mg day (histamine-2 blocker for Mast Cell Activation syndrome). [487]
Optional: Fluvoxamine, especially in those with neurocognitive issues. Start at 25 mg daily, Increase
slowly to 50 -100 mg per day. Monitor response closely as some patients will respond poorly to this
medication. Teens and young adults who are prescribed fluvoxamine can experience acute anxiety
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which needs to be monitored for and treated by the prescribing clinician to prevent rare escalation
to suicidal or violent behavior.

e Optional: Antiandrogen therapy which results in macrophage repolarization. [471-473]
Spironolactone 50-100 mg BID and dutasteride 1mg daily.

e Optional: H1 receptor blockers (for mast cell activation syndrome). Loratadine 10mg daily, Cetirizine
5-10mg daily, Fexofenadine 180mg daily.

e Optional: H2 receptor blockers (for mast cell activation syndrome). Famotidine 20 mg, or Nizatidine
150 mg — twice daily as tolerated.

e Optional: Montelukast 10 mg/day (for mast cell activation syndrome). Caution as may cause
depression is some patients.

Macrophage/monocyte Repolarization Therapy for COVID-19 and Long Haul COVID Syndrome
e Corticosteroids [469]
e Statins [309,310]
e Omega-3 fatty acids [251-253]
e Melatonin [470]
e VitaminC
e Anti-androgen therapy [471-473]
e Curcumin (turmeric) [59]
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I-RECOVER

3

Management Protocol for Long-haul COVID Syndrome (LHCS)

Thie approach outlined below is a simplified, consensus protocsl based on a cellaboration led by Dr. Mobeen Syed (“Dr. Been®), Dr. Ram
Yogendra, Dr. Bruce Patterson, Dr. Tina Peers, and the FLCCC Alliance. Given the lack of dinical treatment trials of Long-haul Covid Sym-
drome, these recommendations are based on the pathophysiclegic mechanisms of COVID and post-viral illnesses along with our collec-
tive experience cbserving profound and sustained dinicl responses adhieved with the treatment approaches below.

Thiz protoco! has alse been used to treat post~vaccine inflammatory syndromes with similar success. As with all FLOOC Alliance protocols,
the components, doses, and durations will evolve as more dinical data acoumulates. Several members of this collaboration employ
varicus adjunctive therapies they have found benefidal. Info on these approaches can be found on page 3.

Initial theropy of
Long-haul Covid Syndrome:

| IVERMECTIN | -

0.2—0.4mg/kg dose once daily with meals* for 3-5 days
(higher doses are sometimes needed in ansomia).

* Take on empty stomach if presenting with nawsea/diarrhea/
anorexia.

after 3-5 days, change to once or twice weekly depending

on the time to symptom recurrence,persistence.

Discontinue after 2—4 weeks if all syriptoms have resohved

and do not recur.

Relative Contraindications:

— Patients on Warfarin require close monitoring and dose
adjustment.

= Pregnant or lactating women require 3 more in-depth risk/
benefit ascecsment.

I

if not all symptoms
resolve with ivermectin:

CORTICOSTEROID THERAPY

A& tapering dose of prednisone as follows:
1. 0.5mg kg daily for 5 days

2. 0.25mg/ kg daily for 5 days

3. DA2mgfkg daily for 5 days

Take im morning to lessen impact on sleep.

Side effects may include: Increased sppetite, mood changes,
insomniz, raised blood glucose, dyspepsia.

Recommended to support
the LHCS theropy:

— Witamin C:  500mg twice daily.

— Vitamin D3: 2,004,000 U daily.

— Malatonin:  2-10mg nightly — start with low
dose, increase as tolerated in
absence of sleep disturbance.

If presenting with neurologic
symptoms, i.e. poor concentration,
forgetfuiness, mood distrubance:

FLUVDXAMINE

50 mg — twice daily for 15 days.

Reduce dose or discontinue if side
effects develop. Doses as low as 9mg

if presenting with shortness of
breath or low oxygen lewvels:

PULMONARY EVALUATION

Refer to lung specialist if available,
otherwise perform chest imaging
[CT preferred) to assess for second-

ary organizing Pneumonia (OP).

If fimdings consistent with secondary
OP found, initiate Corticosteroid
Therapy as below. May nead to
repeat or prolong course of treat-
mient if symptoms or oxyzen needs
persist.

twice daily have shown effiacy.

If symptoms s6ll unresolved or recur after
ivermectin and corficosteroid regimens:

TREATMENT OF SUSPECTED MAST CELL ACTIVATION

choose a Type | and Type Il anthistamine along with a mast cell stabilizer —
for example, Loratidine, Famotidine, and Rupatadine. Change medicines if
poor response. Us FDA approved doses of many of the below medicines are
daily, but can increase to three times daily with caution and close monitor-
ing if poor response.
irstl |
— Low histamine diet
Type | antihistomines:
— Wse up to TDS: Loratadine 10mg, or Cetirizine 10mg, or Fexofenadine 180 mg
Type Il anthistamines:
— twice daily: Famotidine 20 mg, or Mizatidine 150mg
Mast cells stabilizers:
— Rupatadine 10 mg, or Ketotifen 1 mg, plus or minus
— Sodium Cromoghycate 200 mg TDS [increase slowly) or Quercetin S00mg TDS
Second-line Therapy
— Montelukast 10 mg (beware depression in some)
— Low Dose Maltrexone (LDN; avoid if taking opiates), start with 0.5 mg daily
increasing by 0.5 mg weekly up to 4.5mg daily
— Diazepam 0.5-1mg twice daily
— S5RIs

BID twice daily
CT computed tomography scan 0P
GIT gastrointestinal tract RDA

L international units TD= 3 times daily

mg/kg dose in mg per kg body weight
organizing preumonia
recommended dietary allowances

Please regard our disclaimer on page 3.
For more information on the treatment protocols of the
FLCCC alliance please see; flocc.nat
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18. Key Concepts of the I-MASK+ and MATH+ Treatment Protocols

This is an extraordinarily complex disease; many of the mysteries are still unravelling. However, a
number of concepts are key to the management of this “treatable disease;” they include.

10.

11.

It is important to focus on the totality of the evidence and not just on RCTs (see figure 11). We
are in the midst of a global pandemic and the use of cheap, effective, and safe repurposed drugs
has and will continue to have a major role in the prevention and treatment of this disease.
Patients transition through a number of different phases (clinical stages). The treatment of each
phase is distinct ... this is critically important (see Figures 1 & 2).

Antiviral therapy is likely to be effective only during the viral replicative phase, whereas anti-
inflammatory therapy is expected to be effective during the pulmonary phase and possibly the
post-COVID-19 phase. While Remdesivir is a non-specific antiviral agent that targets RNA
viruses, it is likely that agents specifically designed to target SARS-CoV-2 will be developed.

The SARS-CoV-2 PCR remains positive for at least 2 weeks following detection of whole virus (by
culture, See figure 3). Patients who progress to the pulmonary phase are usually PCR positive
despite cessation of viral replication (and are therefore less likely to be infectious).

Due to the imperfect sensitivity of the PCR test, as many as 20% of patients who progress to the
pulmonary phase will be PCR negative (even on repeat testing). At symptom onset PCR will be
positive in approximately 60% of patients; maximal positivity rate is on day 8 (post infection)
when 80% of patients will be positive (see Figure3). [506] COVID-19 is essentially a clinical
diagnosis supported by laboratory tests.

Symptomatic patients are likely to be infectious during a narrow window starting 2—3 days
before the onset of symptoms and to up to 6 days after the onset of symptoms (see Figure 3).
[507]

It is important to recognize that COVID-19 patients present with a variety of phenotypes, likely
dependent on inoculum size and viral load, SARS-CoV-2 variant, genetic heterogeneity
mutations and polymorphisms, biotypes, blood type, sex and androgen status, age, race, BMI
(obesity), immunological and nutritional status, and co-morbidities.[295,508-518] The
phenotype at presentation determines the prognosis and impacts the optimal approach to
treatment. It is noteworthy that obesity and increasing BMI are critical prognostic factors. This
may be related to the fact that there are more ACE-2 receptors in visceral fat than in the lung.
[519]

The pulmonary phase is characterized by immune dysregulation, [488,511,520-533] a
pulmonary microvascular injury (vasculopathy), [488,533-536] with activation of clotting and a
procoagulant state together with the characteristics of an organizing pneumonia. [407,537]
Endothelial damage and an imbalance of both innate and adaptive immune responses, with
aberrant macrophage activation, plays a central role in the pathogenesis of the severe COVID-19
Disease. [488]

As patients, progress down the pulmonary cascade the disease becomes more difficult to
reverse. The implications of this are two-fold.

a. Early treatment (of the pulmonary phase) is ESSENTIAL to a good outcome.

b. Treatment in the late pulmonary phase may require escalation of the dose of
corticosteroids as well as the use of salvage methods (i.e., plasma exchange). However,
patients who present in the late pulmonary phase may have progressed to the
irreversible pulmonary fibroproliferative phase.

The pulmonary phase of COVID-19 is a treatable disease; it is inappropriate to limit therapy to
“supportive care” alone. Furthermore, it is unlikely that there will be a single “silver bullet” to
treat severe COVID-19 disease. Rather, patients will require treatment with multiple

drugs/interventions that have synergistic and overlapping biological effects. Repurposed FDA
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12.

13.

14.

15.

16.

17.

18.

19.

20.

approved drugs that are safe, inexpensive, and “readily” available are likely to have a major
therapeutic effect on this disease. The impact of COVID-19 on middle- and low-income countries
is enormous; these countries are not able to afford expensive propriety “designer” molecules.
The radiographic and pathological findings of COVID-19 lung disease are characteristic of a
Secondary Organizing Pneumonia (and not ARDS). [407,538,539]

THIS is NOT ARDS (at least initially), but rather an organizing pneumonia. The initial pulmonary
phase neither looks like, smells like nor is ARDS. [540-542] The ground glass infiltrates are
peripheral and patchy, [538] and do not resemble the dependent air space consolidation
(sponge/baby lung) seen with “typical ARDS”. [543] Extravascular lung water index (EVLWI) is
normal or only slightly increased; this by definition excludes non-cardiogenic pulmonary edema
(ARDS). Lung compliance is normal (this excludes ARDS). Patients are PEEP unresponsive.
Treating patients as if they ARDS is an extremely dangerous approach. The hypoxia is due to an
organizing pneumonia with severe ventilation/perfusion mismatch likely due to the
microvascular narrowing, thrombosis and vasoplegia.

The core principles of the pulmonary phase (MATH+) is the use of anti-inflammatory agents to
dampen the “cytokine storms” together with anticoagulation to limit the microvascular and
macrovascular clotting and supplemental oxygen to help overcome the hypoxia.

Ivermectin has emerged as a highly effective drug for the prophylaxis and treatment of COVID-
19. Ivermectin inhibits viral replication and has potent anti-inflammatory properties. Emerging
clinical data (including RCTs) suggest that ivermectin may have an important clinical benefit
across the spectrum of phases of the disease, i.e pre-exposure prophylaxis, post-exposure
prophylaxis, during the symptomatic phase and during the pulmonary phase. [23,77-79,162,165-
171,287-289,357-363,544] In the recommended dosages, ivermectin is remarkably safe and
effective against SARS-CoV-2. However, as noted above, there is the potential for serious drug-
drug interaction.

The pulmonary phase of COVID-19 is characterized by PROLONGED immune dysregulation that
may last weeks or even months. The early and abrupt termination of anti-inflammatory agents
will likely result in rebound inflammation. [545]

SARS-CoV-2, as compared to all other respiratory viruses, upregulates cytokines and chemokines
while at the same time down regulating the expression of Interferon alpha (the hosts primary
antiviral defence mechanism). [131,155] Low innate antiviral defenses and high pro-
inflammatory mediators contribute to ongoing and progressive lung injury.

An unknown percentage of patients with COVID-19 present with “silent hypoxia” with a blunted
respiratory response. This phenomenon may be related to involvement of chemoreceptors of
the carotid bodies and/or brain stem dysfunction, [546,547] and necessitates pulse oximetry in
symptomatic patients managed at home (as discussed above).

It should be recognized that LWMH has non-anticoagulant properties that are likely beneficial in
patients with COVID-19, these include anti-inflammatory effects and inhibition of histones. [548]
in addition, in vitro studies demonstrate that heparin inhibits SARS-CoV-2 interaction with the
ACE-2 receptor and viral entry,[549,550] as well as viral replication [170,551]. Most importantly
LWWH inhibits heparanase (HPSE).[552] HSE destroys the endothelial glycocalyx increasing
endothelial leakiness, activating clotting and potentiating endothelialitis.[552] HPSE levels have
been reported to be increased in patients with severe COVID-19 infection. [553] Due to the
ease of administration, greater anti-Xa activity and better safety profile we prefer low molecular
weight heparin (LMWH) to unfractionated heparin (UFH).

The combination of steroids and ascorbic acid (vitamin C) is essential. Both have powerful
synergistic anti-inflammatory actions. [341,346] Vitamin C protects the endothelium from
oxidative injury. [125,554-556] Furthermore, vitamin C Increases the expression of interferon-
alpha [115] while corticosteroids (alone) decrease expression of this important protein. [557-
560] It should be noted that when corticosteroids are used in the pulmonary phase (and not in
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the viral replicative phase) they do not appear to increase viral shedding or decrease the
production of type specific antibodies. [297,561] It is likely that heparin (LMWH) acts
synergistically with corticosteroids and vitamin C to protect the endothelium and treat the
endothelialitis of severe COVID-19 disease.

21. Notwithstanding the particularly important and impressive results of the Recovery-
Dexamethasone study, methylprednisolone is the corticosteroid of choice for the pulmonary
phase of COVID-19. This is based on pharmacokinetic data (better lung penetration),[562]
genomic data specific for SARS-CoV-2,[204] and a long track record of successful use in
inflammatory lung diseases (see Table 2).

22. It should be noted that animal studies have demonstrated that ivermectin has
immunostimulatory effects.[563,564] For this reason patients taking ivermectin do not need to
stop taking ivermectin when vaccinated. Indeed, ivermectin may boost the immune response to
the vaccine.

And finally: “If what you are doing ain’t working, change what you are doing.”

Figure 12. Evaluating the totality of evidence.
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Background: Repurposed medicines may have a role against the SARS-CoV-2 virus. The antiparasitic
ivermectin, with antiviral and anti-inflammatory properties, has now been tested in numerous clinical trials.

Areas of uncertainty: We assessed the efficacy of ivermectin treatment in reducing mortality, in sec-
ondary outcomes, and in chemoprophylaxis, among people with, or at high risk of, COVID-19 infection.

Data sources: We searched bibliographic databases up to April 25, 2021. Two review authors sifted for
studies, extracted data, and assessed risk of bias. Meta-analyses were conducted and certainty of the
evidence was assessed using the GRADE approach and additionally in trial sequential analyses for
mortality. Twenty-four randomized controlled trials involving 3406 participants met review inclusion.

Therapeutic Advances: Meta-analysis of 15 trials found that ivermectin reduced risk of death com-
pared with no ivermectin (average risk ratio 0.38, 95% confidence interval 0.19-0.73; n = 2438; I =
49%; moderate-certainty evidence). This result was confirmed in a trial sequential analysis using the
same DerSimonian-Laird method that underpinned the unadjusted analysis. This was also robust
against a trial sequential analysis using the Biggerstaff-Tweedie method. Low-certainty evidence
found that ivermectin prophylaxis reduced COVID-19 infection by an average 86% (95% confidence
interval 79%-91%). Secondary outcomes provided less certain evidence. Low-certainty evidence
suggested that there may be no benefit with ivermectin for “need for mechanical ventilation,”
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whereas effect estimates for “improvement” and “deterioration” clearly favored ivermectin use.
Severe adverse events were rare among treatment trials and evidence of no difference was assessed
as low certainty. Evidence on other secondary outcomes was very low certainty.

Conclusions: Moderate-certainty evidence finds that large reductions in COVID-19 deaths are pos-
sible using ivermectin. Using ivermectin early in the clinical course may reduce numbers progressing
to severe disease. The apparent safety and low cost suggest that ivermectin is likely to have a
significant impact on the SARS-CoV-2 pandemic globally.

Keywords: ivermectin, prophylaxis, treatment, COVID-19, SARS-CoV-2

INTRODUCTION

To date, very few treatments have been demonstrated to
reduce the burden of morbidity and mortality from
COVID-19. Although corticosteroids have been proven
to reduce mortality in severe disease,! there has been little
convincing evidence on interventions that may prevent
disease, reduce hospitalizations, and reduce the numbers
of people progressing to critical disease and death.

Ivermectin is a well-known medicine that is
approved as an antiparasitic by the World Health
Organization and the US Food and Drug Administra-
tion. It is widely used in low- and middle-income
countries (LMICs) to treat worm infections.>?® Also
used for the treatment of scabies and lice, it is one of
the World Health Organization’s Essential Medicines.*
With total doses of ivermectin distributed apparently
equaling one-third of the present world population,®
ivermectin at the usual doses (0.2-0.4 mg/kg) is con-
sidered extremely safe for use in humans.®” In addi-
tion to its antiparasitic activity, it has been noted to
have antiviral and anti-inflammatory properties, lead-
ing to an increasing list of therapeutic indications.®

Since the start of the SARS-CoV-2 pandemic, both
observational and randomized studies have evaluated
ivermectin as a treatment for, and as prophylaxis
against, COVID-19 infection. A review by the Front
Line COVID-19 Critical Care Alliance summarized
findings from 27 studies on the effects of ivermectin
for the prevention and treatment of COVID-19 infec-
tion, concluding that ivermectin “demonstrates a
strong signal of therapeutic efficacy” against COVID-
19.% Another recent review found that ivermectin
reduced deaths by 75%.10 Despite these findings, the
National Institutes of Health in the United States
recently stated that “there are insufficient data to rec-
ommend either for or against the use of ivermectin for
the treatment of COVID-19,”!! and the World Health
Organization recommends against its use outside of
clinical trials.!?

www.americantherapeutics.com

Ivermectin has exhibited antiviral activity against a
wide range of RNA and some DNA viruses, for exam-
ple, Zika, dengue, yellow fever, and others.!®> Caly
et al'* demonstrated specific action against SARS-
CoV-2 in vitro with a suggested host-directed mecha-
nism of action being the blocking of the nuclear import
of viral proteins'41> that suppress normal immune
responses. However, the necessary cell culture ECs
may not be achievable in vivo.'® Other conjectured
mechanisms include inhibition of SARS-CoV-2 3CLPro
activity'718 (a protease essential for viral replication), a
variety of anti-inflammatory effects,'® and competitive
binding of ivermectin with the viral S protein as shown
in multiple in silico studies.?’ The latter would inhibit
viral binding to ACE-2 receptors suppressing infec-
tion. Hemagglutination via viral binding to sialic acid
receptors on erythrocytes is a recently proposed path-
ologic mechanism?! that would be similarly disrupted.
Both host-directed and virus-directed mechanisms
have thus been proposed, the clinical mechanism
may be multimodal, possibly dependent on disease
stage, and a comprehensive review of mechanisms of
action is warranted.

Developing new medications can take years; there-
fore, identifying existing drugs that can be repurposed
against COVID-19 that already have an established
safety profile through decades of use could play a crit-
ical role in suppressing or even ending the SARS-CoV-
2 pandemic. Using repurposed medications may be
especially important because it could take months,
possibly years, for much of the world’s population to
get vaccinated, particularly among LMIC populations.

Currently, ivermectin is commercially available and
affordable in many countries globally.® A 2018 appli-
cation for ivermectin use for scabies gives a direct cost
of $2.90 for 100 12-mg tablets.?? A recent estimate from
Bangladesh?? reports a cost of US$0.60—US$1.80 for a
5-day course of ivermectin. For these reasons, the
exploration of ivermectin’s potential effectiveness
against SARS-CoV-2 may be of particular importance
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for settings with limited resources.?* If demonstrated
to be effective as a treatment for COVID-19, the cost-
effectiveness of ivermectin should be considered
against existing treatments and prophylaxes.

The aim of this review was to assess the efficacy of
ivermectin treatment among people with COVID-19
infection and as a prophylaxis among people at higher
risk of COVID-19 infection. In addition, we aimed to
prepare a brief economic commentary (BEC) of ivermec-
tin as treatment and as prophylaxis for COVID-19.2

METHODS

The conduct of this review was guided by a protocol
that was initially written using Cochrane’s rapid
review template and subsequently expanded to a full
protocol for a comprehensive review.26

Search strategy and selection criteria

Two reviewers independently searched the electronic
databases of Medline, Embase, CENTRAL, Cochrane
COVID-19 Study Register, and Chinese databases for
randomized controlled trials (RCTs) up to April 25,
2021 (see Appendix 1-3, Supplemental digital con-
tent 1, http:/ /links.lww.com/AJT/A95); current guid-
ance? for the BEC was followed for a supplementary
search of economic evaluations. There were no lan-
guage restrictions, and translations were planned to
be performed when necessary.

We searched the reference list of included studies,
and of two other 2021 literature reviews on ivermec-
tin,? as well as the recent WHO report, which included
analyses of ivermectin.'?> We contacted experts in the
field (Drs. Andrew Hill, Pierre Kory, and Paul Marik)
for information on new and emerging trial data. In
addition, all trials registered on clinical trial registries
were checked, and trialists of 39 ongoing trials or
unclassified studies were contacted to request informa-
tion on trial status and data where available. Many
preprint publications and unpublished articles were
identified from the preprint servers MedRxiv and
Research Square, and the International Clinical Trials
Registry Platform. This is a rapidly expanding evi-
dence base, so the number of trials are increasing
quickly. Reasons for exclusion were recorded for all
studies excluded after full-text review.

Data analysis

We extracted information or data on study design
(including methods, location, sites, funding, study author
declaration of interests, and inclusion/exclusion criteria),
setting, participant characteristics (disease severity, age,
gender, comorbidities, smoking, and occupational risk),
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and intervention and comparator characteristics (dose
and frequency of ivermectin/comparator). The primary
outcome for the intervention component of the review
included death from any cause and presence of COVID-
19 infection (as defined by investigators) for ivermectin
prophylaxis. Secondary outcomes included time to poly-
merase chain reaction (PCR) negativity, clinical recovery,
length of hospital stay, admission to hospital (for out-
patient treatment), admission to ICU or requiring
mechanical ventilation, duration of mechanical ventila-
tion, and severe or serious adverse events, as well as post
hoc assessments of improvement and deterioration. All
of these data were extracted as measured and reported
by investigators. Numerical data for outcomes of interest
were extracted according to intention to treat.

If there was a conflict between data reported across
multiple sources for a single study (eg, between a pub-
lished article and a trial registry record), we contacted
the authors for clarification. Assessments were con-
ducted by 2 reviewers (T.L., T.D., A.B., or G.G.) using
the Cochrane RCT risk-of-bias tool.?” Discrepancies
were resolved by discussion.

Continuous outcomes were measured as the mean
difference and 95% confidence intervalss (CI), and
dichotomous outcomes as risk ratio (RR) and 95% CI.

We did not impute missing data for any of the out-
comes. Authors were contacted for missing outcome
data and for clarification on study methods, where
possible, and for trial status for ongoing trials.

We assessed heterogeneity between studies by
visual inspection of forest plots, by estimation of the
I? statistic (I? 260% was considered substantial hetero-
geneity),?® by a formal statistical test to indicate statis-
tically significant heterogenei’cy,29 and, where possible,
by subgroup analyses (see below). If there was evi-
dence of substantial heterogeneity, the possible rea-
sons for this were investigated and reported. We
assessed reporting biases using funnel plots if more
than 10 studies contributed to a meta-analysis.

We meta-analyzed data using the random effects
model (DerSimonian and Laird method)* using RevMan
54.1 software.?”3! The results used the inverse variance
method for weighting.?” Some sensitivity analyses used
other methods that are outlined below and some calcula-
tions were performed in R3? through an interface® to the
netmeta package.3* Where possible, we performed sub-
group analyses grouping trials by disease severity, inpa-
tients versus outpatients, and single dose versus multiple
doses. We performed sensitivity analyses by excluding
studies at high risk of bias. We conducted further post
hoc sensitivity analyses using alternative methods to test
the robustness of results in the presence of zero events in
both arms in a number of trials®® and estimated odds
ratios [and additionally RR for the Mantel-Haenszel
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(MH) method] using a fixed effects model. The models
incorporate evidence from single-zero studies without
having to resort to continuity corrections. However,
double-zero studies are excluded from the analysis; so,
the risk difference was also assessed using the MH
method as this approach can adequately incorporate trials
with double-zero events. This method can also use a
random-effects component. A “treatment-arm” continuity
correction was used, where the values 0.01, 0.1, and 0.25
were added where trials reported zero events in both
arms. It has been shown that a nonfixed continuity cor-
rection is preferable to the usual 0.5.% Other methods are
available but were not considered due to difficulty in
interpretation, sensitivity of assumptions, or the fact they
are rarely used in practice.36-%0

Trial sequential analysis

When a meta-analysis is subjected to repeated statisti-
cal evaluation, there is an exaggerated risk that
“naive” point estimates and confidence intervals will
yield spurious inferences. In a meta-analysis, it is
important to minimize the risk of making a false-
positive or false-negative conclusion. There is a
trade-off between the risk of observing a false-
positive result (type I error) and the risk of observing
a false-negative result (type II error). Conventional
meta-analysis methods (eg, in RevMan) also do not
take into account the amount of available evidence.
Therefore, we examined the reliability and conclusive-
ness of the available evidence using trial sequential
analyses (TSA).#1%3 The DerSimonian-Laird (DL)
method was used because this is most often used in
meta-analytic practice and was also used in the pri-
mary meta-analysis.°

The TSA was used to calculate the required infor-
mation size (IS) to demonstrate or reject a relative
reduction in the risk (RRR) of death in the ivermectin
group, as found in the primary meta-analysis. We
assumed the estimated event proportion in the control
group from the meta-analysis because this is the best
and most representative available estimate. Recom-
mended type I and II error rates of 5% and 10% were
used, respectively (power of 90%),*® powering the
result on the effect observed in the primary meta-
analyses. We did not identify any large COVID-19 tri-
als powered on all-cause mortality, so powering on
some external meaningful difference was not possible.
Any small RRR is meaningful in this context, given the
scale of the pandemic, but the required IS would be
unfeasibly high for this analysis if powered on a small
difference. The only reliable data on ivermectin in its
repurposed role for treatment against COVID-19 will
be from the primary meta-analysis. Therefore, assum-
ing it does not widely deviate from other published
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systematic reviews, a pragmatic decision was therefore
made to power on the pooled meta-analysis effect esti-
mate for all-cause mortality a priori. This is more
reflective of a true meaningful difference. We used a
model variance-based estimate to correct for heteroge-
neity. A continuity correction of 0.01 was used in trials
that reported zero events in one or both arms. The
required IS is the sample size required for a reliable
and conclusive meta-analysis and is at least as large as
that needed in a single powered RCT. The heterogene-
ity corrected required IS was used to construct
sequential monitoring boundaries based on the
O’Brien-Fleming type alpha-spending function for
the cumulative z-scores (corresponding to the cumula-
tive meta-analysis),*> analogous to interim monitoring
in an RCT, to determine when sufficient evidence had
been accrued. These monitoring boundaries are rela-
tively insensitive to the number of repeated signifi-
cance tests. They can be used to further contextualize
the original meta-analysis and enhance our certainty
around its conclusions. We used a two-sided test, so
also considered futility boundaries (to test for no sta-
tistically significant difference) and the possibility that
ivermectin could harm. Sensitivity analyses were per-
formed excluding the trial of Fonseca,** which was a
cause of substantial heterogeneity (but retained in the
core analysis because it was at low risk of bias). Its
removal dramatically reduced I? and D? (diversity)
estimates, thus reducing the model variance-based
estimate to correct for heterogeneity. Two further sen-
sitivity analyses were performed using 2 alternative
random effect models, namely the Biggerstaff-
Tweedie (BT) and Sidik—Jonkman (S]) methods.*3

All outcomes have been assessed independently by
2 review authors (T.D. and A.B.) using the GRADE
approach,* which ranks the quality and certainty of
the evidence. The results of the TSAs will also form
part of the judgment for the primary all-cause mortal-
ity outcome. The results are presented in a summary of
findings table. Any differences in judgments were
resolved by discussion with the wider group. We used
Cochrane Effective Practice and Organisation of Care
guidance to interpret the evidence.4®

RESULTS

Search results and risk-of-bias assessment

The combined and preliminary deduplicated total was
n = 583. We also identified 11 records from other
sources (reference lists, etc). See PRISMA flow diagram
for inclusion and exclusion details of these references
(Figure 1).
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The supplementary search for the BEC identified 17
studies, of which 4 were retrieved in full. No full trial-
or model-based economic evaluations (cost—utility
analyses, cost—effectiveness analyses, or cost-benefit
analyses) were identified.

Twenty-one trials in treatment and 2 trials in pro-
phylaxis of COVID-19 met review inclusion. One
further study*” reported separate treatment and pro-
phylaxis components; we label this study “Elgazzar”
under both questions. In effect, there were 22 trials
in treatment and 3 in prophylaxis. All of these con-
tributed data to at least one review outcome and
meta-analysis. Fifteen trials contributed data for
the primary outcome for ivermectin treatment
(death); 3 studies reported the primary outcome for
prophylaxis (COVID-19 infection). Characteristics of
included studies are given in Table 1. Seventeen
studies?”%3 were excluded as they were not RCTs
and we identified 39 ongoing studies®*192 and 2
studies!®3104 are awaiting classification.

A risk-of-bias summary graph is given in Figure 2.
Eleven studies?3244447,105106-111 ysed satisfactory ran-
dom sequence generation and allocation concealment.
Two trials described satisfactory sequence generation,
but it was wunclear whether allocation was
concealed. 12113

Ten trials reported adequate blinding of the
participants/personnel and/or the outcome asses-
sors.2324/44,105,107,109,110,111,113,114 The others were
either unclear or high risk for blinding. We consid-
ered blinding to be a less important criterion for
evaluation of evidence related to the review’s pri-
mary outcomes, namely death and laboratory-
confirmed COVID-19 infection, which are objective
outcomes.

We did not consider publication on preprint web
sites to constitute a risk of bias because all studies were
scrutinized and peer reviewed by us during the review
process and, where additional information was
needed, we contacted the authors for clarification.

Main findings

Twenty-four RCTs (including 3 quasi-RCTs) involv-
ing 3406 participants were included, with sample
sizes ranging from 24 to 476 participants. Twenty-
two trials in treatment and 3 trials in prophylaxis
met review inclusion, including the trial of Elgazzar
et al, which reported both components. For trials of
COVID-19 treatment, 16 evaluated ivermectin
among participants with mild to moderate COVID-
19 only; 6 trials included patients with severe
COVID-19. Most compared ivermectin with placebo
or no ivermectin; 3 trials included an active compar-
ator (Table 1). Three RCTs involving 738 participants
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11 additional records identified
through other sources

642 records
identified through
database
searching:

Medline 1946 to
April 25 2021 -
156 refs

Embase 1980 to
2021 week 16 -
312 refs

CENTRAL Issue 4
2021 - 73 refs

Cochrane
Covid-19 Study
Register to April
25 2021 - 94 refs

Chinese
databases - 7 refs

583 records after duplicates
remaved

594 records

512 records

screened excluded

17 full-text articles
excluded, with
reasons

39 refs recorded
as ongoing studies

2 refs awaiting
classification
(apparently
completed trials
with no data)

82 full-text articles
assessed for

eligibility

24 studies
included in
quantitative
synthesis
(meta-analysis)

FIGURE 1. Study flow diagram from search on 25 April
2021.

were included in the prophylaxis trials. Most trials
were registered, self-funded, and undertaken by cli-
nicians working in the field. There were no obvious
conflicts of interest noted, with the exception of two
trials.85139

www.americantherapeutics.com





Ivermectin for Prevention and Treatment of COVID-19

Table 1. Summary of study characteristics.
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Sample Ivermectin dose
Study ID Country Design Funding Participants size and frequency* Comparator Origin of data  Main outcomes reported
COVID-19
treatment
studies
Ahmed 202023 Bangladesh Double- BPL(Pharma); Mild to 72 12 mg X 1 day or Placebo Published in PR Time to viral clearance
blind Bangladesh, moderate X 5 days (3 journal; (PCR —-ve), remission

Canada, COVID study arms)* emailed/ of fever and cough

Sweden, and (inpatients) responded within 7 days,

UK govt with data duration of
hospitalization,
mortality, failing to
maintain sats >93%,
adverse events, PCR
-ve at 7 and 14 days

Babalola 2020'%5  Nigeria Double- Self-funded Asymptomatic, 62 6 mg every 84 hrs Ritonavir/lopinavir MedRxiv Time to PCR -ve,
blind mild or X 2 wks (arm preprint: laboratory parameters
moderate 1) or 12 mg emailed/ (platelets,
COVID (45 every 84 hrs X responded lymphocytes, clotting
inpatients 2 wks (arm 2) with data. time), clinical
and 17 Paper symptom parameters
outpatients) accepted for
publication
Bukhari 2021735 Pakistan Open- None reported  Mild to 100 12 mg X 1 dose SOoC MedRxiv Viral clearance, any
label moderate preprint adverse side effects,
covib mechanical
(inpatients) ventilation
Chaccour 202024  Spain Double- Idapharma, Mild COVID 24 0.4 mg/kg X 1 Placebo Published in PR PCR +ve at day 7,
blind ISGlobal, (outpatients) dose journal proportion

and the symptomatic at day

University of 4,7,14,21,

Navarra progression, death,
adverse events

Chachar 2020"'2  Pakistan Open- Self-funded Mild COVID 50 12mg at0, 12, SoC Published in PR Symptomatic at day 7
label (outpatients) and 24 hours journal
(3 doses)
Chowdhury Bangladesh Quasi- None reported  Outpatients with 116 0.2 mg/kg x1 HCQ 400 mg 1st Research Time to —ve PCR test;
2020136 RCT a +ve PCR dose* day then 200 square period to
(approx. 78% mg BID X 9 preprint symptomatic
symptomatic) days + AZM 500 recovery; adverse
mg daily X 5 events
days
Elgazzar 20207  Egypt RCT None reported  Mild to severe 200 0.4 mg/kg daily X HCQ 400 mg BID X Research Improved, progressed,
COVID 4 days 1 day then 200 square died. Also measured
(inpatients) mg BID X 9 preprint: CRP, D-dimers, HB,
days emailed/ lymphocyte, serum
responded ferritin after one week
with data of treatment
Fonseca 202144 Brazil Double- Institution- Moderate to 167 14 mg daily X 3 HCQ—400 mg BID Prepublication Death, invasive
blind funded severe days (plus on day 0 then data/ mechanical
(inpatients) placebos X 2 daily X 4 days; manuscript ventilation
additional CQ -450 mg BID in progress
days) day 0 then daily obtained via
X 4 days email
Gonzalez 2021'37 Mexico Double- Institution- Moderate to 108 12 mg X 1 dose Placebo MedRxiv Length of hospital stay,
blind funded severe preprint invasive mechanical
(inpatients) ventilation, death,
time to negative PCR
Hashim 2020'3%  Iran Quasi- None reported  Mild to critical 140 0.2 mg/kg X 2 SOC MedRxiv Death, mean time to
RCT (inpatients) days* preprint recovery, disease
Some had a 3™ progression
dose a week later (deterioration)
Krolewiecki Argentina Open- None reported  Mild to 45 0.6 mg/kg/d X 5 Placebo Research Gate  Viral load reduction in
2020086 label moderate days and SSRN respiratory secretions
(inpatients) preprints day 5, IVM
concentrations in
plasma, severe
adverse events
Lopez-Medina Columbia Double- Institution- Mild 476 0.3 mg/kg elixir X Placebo Published in a Resolution of symptoms
202185 blind funded (outpatients) 5 days PR journal within 21 days,
deterioration, clinical
condition,
hospitalization,
adverse events
Mahmud 20207 Bangladesh Double- None reported Mild to 363 12 mg X 1 dose* Placebo + SOC Data published Improvement,
blind moderate on clinical deterioration, late
COVID trial registry clinical recovery,

(inpatients)

and
clarification
obtained via
email

persistent PCR test
+ve
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Table 1. (Continued) Summary of study characteristics.
Sample  Ivermectin dose
Study ID Country Design Funding Participants size and frequency* Comparator Origin of data  Main outcomes reported
Mohan 202110 India Double- Institution- Mild to 152 12 mg or 24 mg Placebo MedRxiv Conversion of RT-PCR to
blind funded moderate elixir X 1 dose preprint negative result,
research decline of viral load at
day 5 from enrollment
Niaee 202008 Iran Double- Institution- Mild to severe 180 0.2 mg/kg X 1and Placebo Research Deaths, length of stay,
blind funded CovID 3 other dosing Square biochemical
options) ~ 14 preprint parameters
mg tablett
Okumus 2021'"'5  Turkey Quasi- None reported  Severe COVID 66 0.2 mg/kg X 5 SOC Prepublication Clinical improvement,
RCT days data/ deterioration, death,
manuscript SOFA scores
in progress
obtained via
email
Petkov 202139 Bulgaria Double- Pharma-funded Mild to 100 0.4 mg/kg X 3 Placebo Prepublication Rate of conversion to
blind moderate days data PCR negative
covib obtained
from another
source
Podder 202040 Bangladesh Open- Self-funded Mild to 62 0.2 mg/kg X 1 SOoC Published in PR Duration of symptoms,
label moderate dose journal recovery time to
(outpatients) symptom free from
enrollment, recovery
time to symptom free
from symptom onset,
repeat PCR result on
day 10
Raad 202113 Lebanon Double- Self-funded Asymptomatic 100 9 mg PO if 45 kg— Placebo Prepublication Viral load reduction,
blind outpatients 64 kg, 12 mg data/ hospitalization,
PO if 65 kg-84 manuscript adverse effects
kg and 0.15 in progress
mg/kg if body obtained via
weight =85 kg email
Ravikirti 2021'%°  India Double- Self-funded Mild to 112 12 mg X 2 days + Placebo + SOC Published in PR A negative RT-PCR report
blind moderate SocC journal on day 6,
CovID symptomatic on day
(inpatients) 6, discharge by day
10, admission to ICU,
need for invasive
mechanical
ventilation, mortality
Rezai 2020 Iran Double- None reported  Mild to 60 0.2 mg/kg X 1 SOoC Prepublication Clinical symptoms,
blind moderate dose data respiratory rate and
(inpatient) obtained 02 saturation
from another
source
Schwartz Israel Double- None reported Mild to 94 0.15-0.3 mg/kg X  Placebo Prepublication Viral clearance at day 4,
2021114141 blind moderate 3 days data 6, 8 and 10),
(outpatients) obtained hospitalization
from another
source
COVID-19
prophylaxis
studies
Chahla 2021142 Argentina Open- None reported  Health care 234 12 mg (in drops) SOC Prepublication COVID-19 infection (not
label workers weekly + iota- data/ clear if measured by
carrageenan 6 manuscript PCR or symptoms)
sprays daily X in progress
4 wk obtained via
email
Elgazzar 202047  Egypt Open- Self-funded Health care and 200 0.4 mg/kg, weekly SOC Research Positive PCR test
label family X 2 weeks square
contacts preprint:
emailed/
responded
with data
Shouman Egypt Open- Self-funded Family contacts 304 2 doses (15-24 SOoC Published in PR Symptoms and/or
202043 label mg depending journal positive COVID-19

on weight) on
day 1 and day
3

PCR test within 14
days; adverse events

*Also administered doxycycline.
tmultiarm trial.

SOC, standard of care; PR, peer review.
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FIGURE 2. Risk-of-bias summary: review authors’ judg-
ments about each risk of bias item for each included
study.
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Ivermectin treatment versus no ivermectin treatment

Twenty-two trials (2668 participants) contributed data
to the comparison ivermectin treatment versus no iver-
mectin treatment for COVID-19 treatment.

All-cause mortality

Meta-analysis of 15 trials, assessing 2438 participants,
found that ivermectin reduced the risk of death by an
average of 62% (95% CI 27%-81%) compared with no
ivermectin treatment [average RR (aRR) 0.38, 95% CI
0.19 to 0.73; I? = 49%]; risk of death 2.3% versus 7.8%
among hospitalized patients in this analysis, respec-
tively (SoF Table 2 and Figure 3). Much of the hetero-
geneity was explained by the exclusion of one trial**
in a sensitivity analysis (average RR 0.31, 95% CI
0.17-0.58, n = 2196, I> = 22%), but because this trial
was at low risk of bias, it was retained in the main
analysis. The source of heterogeneity may be due to
the use of active comparators in the trial design. The
results were also robust to sensitivity analyses
excluding 2 other studies with an active treatment
comparator (average RR 0.41, 95% CI 0.23-0.74, n =
1809, 12 = 8%). The results were also not sensitive to
the exclusion of studies that were potentially at high-
er risk of bias (average RR 0.29, 95% CI 0.10-0.80, 12
studies, n = 2095, I> = 61%), but in subgroup analy-
sis, it was unclear as to whether a single dose would
be sufficient. The effect on reducing deaths was con-
sistent across mild to moderate and severe disease
subgroups. Subgrouping data according to inpatient
and outpatient trials was not informative because few
outpatient studies reported this serious outcome. The
conclusions of the primary outcome were also robust
to a series of alternative post hoc analyses that
explored the impact of numerous trials that reported
no deaths in either arm. Extreme sensitivity analyses
using a treatment arm continuity correction of
between 0.01 and 0.5 did not change the certainty of
the evidence judgments (Table 3).

Trial sequential analysis

TSA, using the DL random-effects method, showed
that there may have been sufficient evidence accrued
before the end of 2020 to show significant benefit of
ivermectin over control for all-cause mortality. The
cumulative z-curve in Figure 8 crossed the trial
sequential monitoring boundaries after reaching the
required IS, implying that there is firm evidence for a
beneficial effect of ivermectin use over no ivermectin
use in mainly hospitalized participants with mild to
moderate COVID-19 infection.
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Table 2. Summary of findings table of ivermectin versus no ivermectin for COVID-19 treatment in any setting.

Illustrative comparative risks* (95% Cl)

Corresponding risk No. of Quality of the
Assumed risk Relative effect  participants evidence
Outcomes No ivermectin Ivermectin (95% ClI) (studies) (GRADE)
Death from any cause 78 per 1000 (all 48 fewer deaths per 1000 RR = 0.38 2438 (15) Moderatet
disease (21-63) (0.19-0.73)
severity)
Recovery time to Absolute risks were not computed due to MD = —-3.20 375 (6) Very lowt1:8
negative PCR test, in certainty of evidence being low and, in (—5.99 to
days some cases, number of events being —0.40)
Time to clinical Sparse MD = —1.06 176 (2) Very lowt$8§
recovery, in days (—1.63 to
(outpatients) —0.49)
Time to clinical MD = —7.32 96 (1) Very lowtq]
recovery, in days (-9.25 to
(mild to moderate —5.39)
COVID-19 inpatients)
Time to clinical MD = —3.98 33 (1) Very lowtq]
recovery, in days (—10.06 to
(severe COVID-19 2.10)
inpatients)
Admission to ICU RR=1.22 379 (2) Very lowd |
(0.75-2.00)
Need for mechanical RR=0.66 431 (3) Lows,
ventilation (0.14-3.00)
Length of hospital MD= 0.13 68 (1) Very lowt
stay, in days (—2.04 to
2.30)
Admission to hospital RR 0.16 (0.02- 194 (2) Very lowt
1.32)
Duration of Not reported
mechanical
ventilation
Improvement (mild to 635 improved per 159 more per 1000 (from RR 1.25 (1.08- 681 (5) Lowt,
moderate COVID-19)* 1000 51 more to 286 more) 1.45)
Deterioration (any 143 per 1000 93 fewer per 1000 RR 0.35 (0.19- 1587 (7) Lowt,*
disease severity) (from 50 fewer to 0.65)
116 fewer)
Serious adverse 7/867 (0.8%) had an SAE in ivermectin group RR=1.65 1533 (11) Lowt,¥

events and 2/666 (0.3%) in control

(0.44-6.09)

*Only one study contributed to the “severe” COVID-19 subgroup and subgroup data were not pooled due to subgroup differences.

tDowngraded —1 for study design limitations.
fDowngraded —1 for inconsistency.
8Downgraded —1 for imprecision.
fIDowngraded —2 for imprecision/sparse data.
|| Downgraded —1 for indirectness.

The TSA was used to calculate the IS required to dem-
onstrate or reject a 62% RRR of death in the ivermectin
group, as observed in the primary meta-analysis. This

American Journal of Therapeutics (2021) 28(4)

estimate is similar to effect estimates reported in other
reviews.!? We assumed a 7.8% event proportion in the
control group, which was the average control group
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Table 3. Sensitivity analyses for death from any cause considering methods for dealing with zero events in trials.

Method Measure Model Effect size (95% Cl) Details

Peto OR FE 0.35 (0.24 to 0.53) Handles single-zero
trials

M-H OR FE 0.37 (0.24 to 0.56) Handles single-zero
trials

M-H OR RE 0.33 (0.16 to 0.68) Handles single-zero
trials

M-H RR FE 0.42 (0.29 to 0.60) Handles single-zero
trials

M-H RR RE 0.37 (0.19 to 0.74) Handles single-zero
trials

M-H RD FE —0.04 (—-0.06 to —0.02)  Handles double-zero
trials

M-H RD RE —0.03 (—-0.06 to —0.00)  Handles double-zero
trials

v RD FE —0.01 (-0.02 to —0.00)  Handles double-zero
trials

v RD RE —0.02 (-0.04 to —0.00)  Handles double-zero
trials

Treatment arm continuity correction methods Accounting for double Accounting for all zeros

using IV zeros

0.01 RR FE 0.54 (0.36 to 0.79) 0.58 (0.39-0.88)

0.01 RR RE 0.43 (0.25 to 0.72) 0.58 (0.39-0.88)

0.1 RR FE 0.54 (0.37 to 0.79) 0.56 (0.38-0.84)

0.1 RR RE 0.43 (0.26 to 0.73) 0.46 (0.26-0.80)

0.25 RR FE 0.54 (0.37 to 0.79) 0.55 (0.37-0.81)

0.25 RR RE 0.44 (0.26 to 0.73) 0.45 (0.26-0.76)

0.5 RR FE 0.54 (0.37 to 0.79) 0.55 (0.35-0.78)

0.5 RR RE 0.45 (0.27 to 0.74) 0.47 (0.29-0.75)

FE, fixed effects; IV, inverse variance; M-H, Mantel-Haenszel; RD, risk difference; RE, random effects; TACC, treatment arm continuity

correction.

event rate from the primary meta-analysis. We used a
model variance-based estimate of 49.1% (diversity esti-
mate) to correct for heterogeneity. The required IS was
1810 participants (Figure 8), which was exceeded by the
total number of observed participants in the meta-
analysis (n = 2438). In the TSA plots, the red dashed
lines in Figure 8 represent the trial sequential monitoring
boundaries using the O’Brien-Fleming alpha-spending
function. The solid blue line is the cumulative z-curve
and represents the observed trials in the cumulative
meta-analysis. The adjusted significance boundaries for
the cumulative z-curve were constructed under the
assumption that significance testing may have been per-
formed each time a new trial was added to the meta-
analysis. In Figure 8, the z-curve crosses the boundary
after reaching the required IS, thereby supporting the
previous conclusion in RevMan 5.4.13! using the DL

www.americantherapeutics.com

method that ivermectin is superior to control in reducing
the risk of death.

Sensitivity analyses

Sensitivity analysis excluding the trial of Fonseca** sig-
nificantly reduced heterogeneity in the meta-analysis
and thus the diversity estimate in the TSA using the
DL model. This strengthened the suggestion in the
primary core analysis that the required IS had been
reached (Figure 9). Because the DL estimator could
potentially underestimate the between-trials vari-
ance,*® we performed further sensitivity analyses
using 2 alternative random-effects model approaches.
The results of the primary TSA analysis were robust to
sensitivity analysis using the BT method with the same
parameters, excluding the Fonseca** trial, which was a
cause of substantial heterogeneity (Figure 10). The TSA
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Ivermectin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 Mild to moderate COVID-19
Ahmed 2020 (1) 0 45 0 23 Not estimable
Babalola 2020 (2) 0 42 0 20 Not estimable
Chaccour 2020 (3) 0 12 0 12 Not estimable
Elgazzar 2020 (4) 0 100 4 100 4.3% 0.11[0.01, 2.04]
Hashim 2020 (5) 0 48 0 48 Not estimable
Lopez-Medina 2021 (6) 0 275 1 198 3.6% 0.24 [0.01, 5.87]
Mahmud 2020 (7) 0 183 3 180 4.1% 0.14[0.01, 2.70]
Mohan 2021 (8) 0 100 0 52 Not estimable
Petkov 2021 (9) 0 50 0 50 Not estimable
Ravikirti 2021 (10) 0 55 4 57 43% 0.12[0.01, 2.09]
Rezai 2020 (11) 1 35 0 34 3.7% 2.92[0.12, 69.20]
Subtotal (95% CI) 945 774  20.0% 0.24 [0.06, 0.94] e
Total events 1 12
Heterogeneity: Tau? = 0.00; Chi? = 3.03, df = 4 (P = 0.55); I = 0%
Test for overall effect: Z = 2.05 (P = 0.04)
1.1.2 Severe COVID-19
Elgazzar 2020 (12) 2 100 20 100 11.2% 0.10[0.02, 0.42] -
Fonseca 2021 (13) 12 52 25 115 19.5% 1.06 [0.58, 1.94] e
Gonzalez 2021 (14) 5 36 6 37 143% 0.86 [0.29, 2.56] -
Hashim 2020 (15) 0 11 6 22 4.5% 0.15[0.01, 2.40] - = 1
Okumus 2021 (16) 6 36 9 30 16.2% 0.56 [0.22, 1.38] — =
Subtotal (95% CI) 235 304 65.8% 0.51[0.22, 1.14] g
Total events 25 66
Heterogeneity: Tau? = 0.48; Chi? = 10.52, df =4 (P = 0.03); I = 62%
Test for overall effect: Z = 1.65 (P = 0.10)
1.1.3 Mild, moderate and severe COVID-19
Niaee 2020 (17) 4 120 11 60 14.2% 0.18 [0.06, 0.55] —
Subtotal (95% CI) 120 60 14.2% 0.18 [0.06, 0.55] .
Total events 4 11
Heterogeneity: Not applicable
Test for overall effect: Z = 3.03 (P = 0.002)
Total (95% CI) 1300 1138 100.0% 0.38 [0.19, 0.73] <o
Total events 30 89
Heterogeneity: Tau? = 0.49; Chi = 19.78, df = 10 (P = 0.03); I> = 49% 0 02 0? 1 i 1=0 50(;

Test for overall effect: Z = 2.87 (P = 0.004)

Test for subgroup differences: Chi? = 2.38, df = 2 (P = 0.30), 1> = 15.9%

Footnotes

(1) IVM 12mg x 5 days (24 pts) or IVM 12 mg + doxy x 5 days (24 pts)

(2) IVM 6mg-12mg every 84 hrs for 2 wks; vs lopinavir/ritonavir

(3) IVM 0.4mg/kg single dose
(4) IVM up to 24 mg daily for 4 days vs HCQ

(5) IVM 0.2mg/kg x 2-3 days + Doxy 100 mg BID x 10 days
(6) IVM 0.3mg/kg solution for 5 days vs placebo solution

(7) IVM 6mg once + Doxy 100 mg x 5 days
(8) IVM 12mg or 24 mg single dose

(9) IVM 0.4mg/kg x 3 days

(10) IVM 12 mg x 2 days

(11) IVM 0.2mg/kg single dose

(12) IVM up to 24 mg daily for 4 days vs HCQ

(13) IVM 14 mg x 3 days vs HCQ x 5 days or CQ x 5 days
(14) IVM single dose 12mg or 18mg depending on weight
(15) IVM 0.2mg/kg x 2-3 days + Doxy 100 mg BID x 10 days
(16) IVM 0.2mg/kg x 5 days (both arms received HCQ, favipiravir, azithromycin)
(17) IVM 0.2mg/kg to 400 pgm/kg (1 to 3 doses) vs HCQ

FIGURE 3. Death due to any cause.
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Ivermectin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.2.1 Mild to moderate COVID-19
Ahmed 2020 (1) 0 45 0 23 Not estimable
Babalola 2020 (2) 0 42 0 20 Not estimable
Chaccour 2020 (3) 0 12 0 12 Not estimable
Elgazzar 2020 (4) 0 100 4 100 4.1% 0.11[0.01, 2.04]
Hashim 2020 (5) 0 48 0 48 Not estimable
Lopez-Medina 2021 (6) 0 275 1 198 3.5% 0.24 [0.01, 5.87]
Mahmud 2020 (7) 0 183 3 180 4.0% 0.14 [0.01, 2.70]
Mohan 2021 (8) 0 100 0 52 Not estimable
Petkov 2021 (9) 0 50 0 50 Not estimable
Ravikirti 2021 (10) 0 55 4 57 4.2% 0.12[0.01, 2.09]
Rezai 2020 (11) 1 35 0 34 3.5% 2.92[0.12, 69.20]
Subtotal (95% CI) 945 774  19.4% 0.24 [0.06, 0.94] <
Total events 1 12

Heterogeneity: Tau? = 0.00; Chi? = 3.03, df =4 (P = 0.55); I = 0%
Test for overall effect: Z = 2.05 (P = 0.04)

1.2.2 Severe COVID-19

Elgazzar 2020 (12) 2 100 20 100 13.6% 0.10[0.02, 0.42] —
Gonzalez 2021 (13) 5 36 6 37 19.4% 0.86 [0.29, 2.56] = B
Hashim 2020 (14) 0 11 6 22 4.5% 0.15[0.01, 2.40]

Okumus 2021 (15) 6 36 9 30 23.8% 0.56 [0.22, 1.38] — =T
Subtotal (95% CI) 183 189 61.4% 0.37 [0.14, 0.98] e
Total events 13 41

Heterogeneity: Tau? = 0.51; Chi? = 6.40, df = 3 (P = 0.09); I = 53%
Test for overall effect: Z =2.00 (P = 0.05)

1.2.3 Mild, moderate and severe COVID-19

Niaee 2020 (16) 4 120 11 60 19.3% 0.18 [0.06, 0.55] -
Subtotal (95% CI) 120 60 19.3% 0.18 [0.06, 0.55] il
Total events 4 11

Heterogeneity: Not applicable
Test for overall effect: Z = 3.03 (P = 0.002)

Total (95% CI) 1248 1023 100.0% 0.31[0.17, 0.58] S
Total events 18 64

Heterogeneity: Tau? = 0.20; Chi? = 11.52, df = 9 (P = 0.24); I = 22%
Test for overall effect: Z = 3.71 (P = 0.0002)

Test for subgroup differences: Chi? = 0.88, df = 2 (P = 0.64), I>=0%
Footnotes

(1) IVM 12mg x 5 days (24 pts) or IVM 12 mg + doxy x 5 days (24 pts)
(2) IVM 6mg-12mg every 84 hrs for 2 wks; vs lopinavir/ritonavir

(3) IVM 0.4mg/kg single dose

(4) IVM up to 24 mg daily for 4 days vs HCQ

(5) IVM 0.2mg/kg x 2-3 days + Doxy 100 mg BID x 10 days

(6) IVm 0.3mg/kg for 5 days

(7) IVM 6mg once + Doxy 100 mg x 5 days

(8) IVM 12mg or 24 mg single dose

(9) IVM 0.4mg/kg x 3 days
(10
(11
(12
(13
(14
(
(

0.005 0.1 1 10 200
Favours ivermectin  Favours control

) IVM 12 mg x 2 days

) IVM 0.2mg/kg single dose

) IVM up to 24 mg daily for 4 days vs HCQ

) IVM single dose 12mg or 18mg depending on weight

) IVM 0.2mg/kg x 2-3 days + Doxy 100 mg BID x 10 days
5) IVM 0.2mg/kg x 5 days (both arms received HCQ, favipiravir, azithromycin)
16) IVM 0.2mg/kg to 400 pgm/kg (1 to 3 doses) vs HCQ

1
1
1
1
1
1
FIGURE 4. Death due to any cause, excluding an outlier study responsible for the heterogeneity.
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Ivermectin Control
Study or Subgroup Events Total Events Total Weight

IV, Random, 95% CI

Bryant et al

Risk Ratio
IV, Random, 95% CI

Risk Ratio

1.3.1 Mild to moderate COVID-19

Ahmed 2020 (1) 0 45 0 23

Babalola 2020 (2) 0 42 0 20
Chaccour 2020 (3) 0 12 0 12

Elgazzar 2020 (4) 0 100 4 100 8.3%
Lopez-Medina 2021 (5) 0 275 1 198 7.3%
Mahmud 2020 (6) 0 183 3 180 8.1%
Mohan 2021 (7) 0 100 0 52

Petkov 2021 (8) 0 50 0 50

Ravikirti 2021 (9) 0 55 4 57 8.4%
Rezai 2020 (10) 1 35 0 34 7.4%
Subtotal (95% Cl) 897 726  39.5%
Total events 1 12

Heterogeneity: Tau? = 0.00; Chi? = 3.03, df = 4 (P = 0.55); I> = 0%
Test for overall effect: Z = 2.05 (P = 0.04)

1.3.2 Severe COVID-19

Elgazzar 2020 (11) 2 100 20 100 171%
Fonseca 2021 (12) 12 52 25 115 23.6%
Subtotal (95% CI) 152 215  40.7%
Total events 14 45

Heterogeneity: Tau? = 2.48; Chi? = 8.92, df = 1 (P = 0.003); I> = 89%
Test for overall effect: Z = 0.87 (P = 0.38)

1.3.3 Mild, moderate and severe COVID-19

Niaee 2020 (13) 4 120 11 60 19.8%
Subtotal (95% Cl) 120 60 19.8%
Total events 4 1

Heterogeneity: Not applicable
Test for overall effect: Z = 3.03 (P = 0.002)

Total (95% ClI) 1169 1001 100.0%

Total events 19 68

Heterogeneity: Tau? = 1.06; Chi? = 18.18, df =7 (P = 0.01); I? = 62%
Test for overall effect: Z = 2.43 (P = 0.02)

Test for subgroup differences: Chiz = 0.31, df = 2 (P = 0.86), I = 0%
Footnotes

IVM up to 24 mg daily for 4 days vs HCQ
IVM 0.3mg/kg solution for 5 days vs placebo solution
IVM 6mg once + Doxy 100 mg x 5 days

IVM 12 mg x 2 days

) IVM 0.2mg/kg single dose

) IVM up to 24 mg daily for 4 days vs HCQ

) IVM 14 mg x 3 days vs HCQ x 5 days or CQ x 5 days
) IVM 0.2mg/kg to 400 pgm/kg (1 to 3 doses) vs HCQ

2.92[0.12, 69.20]

Not estimable
Not estimable
Not estimable
0.11[0.01, 2.04] -
0.24 [0.01, 5.87] i
0.14 [0.01, 2.70] =
Not estimable
Not estimable
0.12[0.01, 2.09] n

0.24 [0.06, 0.94] -
0.10[0.02, 0.42] —_—
1.06 [0.58, 1.94]

0.36 [0.04, 3.59]

0.18 [0.06, 0.55] —
0.18 [0.06, 0.55] N
0.28 [0.10, 0.78] )
0.002 0.1 1 10 500

Favours ivermectin  Favours control

FIGURE 5. Death due to any cause, excluding high risk-of-bias studies.

comprehensively confirms the result of the conven-
tional meta-analysis. The required IS was 1064.

The required IS was not reached in the TSA using
the S] method, largely because diversity from the
model was high (Figure 11). The S] estimator may
overestimate the between-trials variance in meta-

American Journal of Therapeutics (2021) 28(4)

analyses with mild heterogeneity, thus producing ar-
tificially wide confidence intervals.**> When the diver-
sity estimate was reduced to the same as in the DL
model, the required IS was reached in the SJ model
(data not shown). There was no evidence of futility
using the S] method in any scenario.
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Risk Ratio
IV, Random, 95% CI

Control
Events Total Weight

Ivermectin
Study or Subgroup Events Total

ed47

Risk Ratio
IV, Random, 95% CI

1.4.1 Mild to moderate COVID-19

Ahmed 2020 (1) 0 45 0 23 Not estimable
Chaccour 2020 (2) 0 12 0 12 Not estimable
Hashim 2020 (3) 0 48 0 48 Not estimable
Lopez-Medina 2021 (4) 0 275 1 198 3.3% 0.24 [0.01, 5.87]
Mahmud 2020 (5) 0 183 3 180 3.9% 0.14 [0.01, 2.70]
Mohan 2021 (6) 0 100 0 52 Not estimable
Petkov 2021 (7) 0 50 0 50 Not estimable
Ravikirti 2021 (8) 0 55 4 57  4.0% 0.12[0.01, 2.09]
Rezai 2020 (9) 1 35 0 34  3.4% 2.9210.12, 69.20]
Subtotal (95% CI) 803 654 14.6% 0.30 [0.07, 1.39]
Total events 1 8

Heterogeneity: Tau? = 0.00; Chi? = 2.67, df = 3 (P = 0.44); 1= 0%
Test for overall effect: Z = 1.54 (P = 0.12)

1.4.2 Severe COVID-19

Gonzalez 2021 (10) 5 36 6 37 24.3% 0.86 [0.29, 2.56]
Hashim 2020 (11) 0 11 6 22 43% 0.15[0.01, 2.40]
Okumus 2021 (12) 6 36 9 30 32.7% 0.56 [0.22, 1.38]
Subtotal (95% CI) 83 89 61.3% 0.61 [0.31, 1.20]
Total events 1 21

Heterogeneity: Tau? = 0.00; Chi? = 1.40, df =2 (P = 0.50); I>= 0%
Test for overall effect: Z = 1.44 (P = 0.15)

1.4.3 Mild, moderate and severe COVID-19

Niaee 2020 (13) 4 120 11 60 24.1% 0.18 [0.06, 0.55]
Subtotal (95% CI) 120 60 24.1% 0.18 [0.06, 0.55]
Total events 4 11

Heterogeneity: Not applicable
Test for overall effect: Z = 3.03 (P = 0.002)

Total (95% ClI) 1006

Total events 16 40
Heterogeneity: Tau? = 0.06; Chi? = 7.60, df =7 (P = 0.37); 1= 8%

Test for overall effect: Z =2.98 (P = 0.003)

Test for subgroup differences: Chi? = 3.52, df =2 (P = 0.17), I? = 43.2%
Footnotes

1) IVM 12mg x 5 days (24 pts) or IVM 12 mg + doxy x 5 days (24 pts)

) IVM 0.4mg/kg single dose

) IVM 0.2mg/kg x 2-3 days + Doxy 100 mg BID x 10 days
) IVM 0.3mg/kg solution for 5 days vs placebo solution

) IVM 6mg once + Doxy 100 mg x 5 days

) IVM 12mg or 24 mg single dose

) IVM 0.4mg/kg x 3 days

) IVM 12 mg x 2 days
)

0
1
2
3

803 100.0% 0.41[0.23, 0.74]

(
(2
(3
(4
(5
(6
(7
(8
(9) IVM 0.2mg/kg single dose

(10) IVM single dose 12mg or 18mg depending on weight

(11) IVM 0.2mg/kg x 2-3 days + Doxy 100 mg BID x 10 days

(12) IVM 0.2mg/kg x 5 days (both arms received HCQ, favipiravir, azithromycin)
(13) IVM 0.2mg/kg to 400 pgm/kg (1 to 3 doses) vs HCQ

FIGURE 6. Death due to any cause, excluding studies with active controls.

Certainty of the evidence for all-cause mortality

<>

0.005

01 1 10 200

Favours ivermectin  Favours control

funnel plot corresponding to the primary outcome of

death from any cause did not seem to suggest any

Overall, death from any cause, taking into account all
composite analyses, was judged to provide moderate-
certainty evidence (SoF Table 2 and Figures 4-11). A

www.americantherapeutics.com

evidence of publication bias (Figure 7). Furthermore,
the ease with which trial reports can be uploaded as
preprints should reduce this risk.
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FIGURE 7. Funnel plot of ivermectin versus control for COVID-19 treatment for all-cause death (subgrouped by

severity).

Secondary outcomes

Secondary outcomes provided low to very low cer-
tainty evidence (SoF Table 2). Low-certainty findings
suggested that there may be no benefit with ivermec-
tin for “need for mechanical ventilation,” whereas

Cunulative

Z-Score

Favors
Ivermectin
IS
1

effect estimates for “improvement” and “deteriora-

Required informa

tion” favored ivermectin but were graded as low
certainty due to study design limitations and incon-
sistency (Figures 12-14). All other secondary out-
come findings were assessed as very low certainty.

ation size = 1810

dfpa—-z-cuwe

Favors
No vermectin
'
£
1

Number of
patients
(Linear scaled)

FIGURE 8. Trial sequential analysis using DL random-effects method with parameter estimates of « = 0.05, § = 0.1,
control rate = 7.8%, RRR = 62%, and diversity = 49.5%.
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FIGURE 9. Sensitivity analysis excluding an outlier study responsible for the heterogeneity, showing trial sequential
analysis using DL random-effects method with parameter estimates of « = 0.05, § = 0.1, control rate = 7.8%, = 62%,
and diversity = 0%.
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FIGURE 10. Sensitivity analysis excluding an outlier study responsible for the heterogeneity, showing trial sequential

analysis using Biggerstaff-Tweedie random-effects method with parameter estimates of « = 0.05, § = 0.1, control rate
= 7.8%, RRR = 62%, and diversity = 14.2%.
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FIGURE 11. Sensitivity analysis excluding an outlier study responsible for the heterogeneity, showing trial sequential
analysis using Sidik-Jonkman random-effects method with parameter estimates of « = 0.05, B = 0.1, control rate =

7.8%, RRR = 62%, and diversity = 71.9%.

Meta-analysis of 11 trials, assessing 1533 participants,
found that there was no significant difference between
ivermectin and control in the risk of severe adverse
events (aRR 1.65, 95% CI 0.44-6.09; I> = 0%; low cer-
tainty evidence, downgraded for imprecision and study
design limitations). Seven severe adverse events were
reported in the ivermectin group and 2 in controls. The
SAEs were as follows: 2 patients in the Mahmud trial'%”
had esophagitis (this is a known side effect of doxycy-
cline, which was coadministered with ivermectin in this
trial); one patient in the study by Krolewiecki et al'%
had hyponatremia (this trial used high-dose ivermectin
for 5 days); and 2 patients in a study from Turkey!!®

aggressive attitude, and altered state of consciousness,”
which the authors attributed to metabolic insufficiencies
in MDR-1/ABCB1 or CYP3A4 genes, screening for
which was a study feature. In the Lopez-Medina
et al®® trial, there were 2 SAEs in each arm (SoF Table 2).

Ivermectin prophylaxis versus no ivermectin
prophylaxis

Three studies involving 738 participants evaluated
ivermectin for COVID-19 prophylaxis among health
care workers and COVID-19 contacts. Meta-analysis
of these 3 trials, assessing 738 participants, found that
ivermectin prophylaxis among health care workers

had serious “delirium-like behavior, agitation, and COVID-19 contacts probably reduces the risk of
Ivermectin Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight 1V, Random, 95% CI IV, Random, 95% CI

Fonseca 2021 (1) 12 52 24 115 69.0% 1.11[0.60, 2.04]

Mohan 2021 (2) 0 100 0 52 Not estimable

Ravikirti 2021 (3) 1 55 5 57 31.0% 0.21[0.03, 1.72]

Total (95% CI) 207 224 100.0% 0.66 [0.14, 3.00]

Total events 13 29

Heterogeneity: Tau? = 0.77; Chiz = 2.22, df = 1 (P = 0.14); I1> = 55%

Test for overall effect: Z = 0.54 (P = 0.59)
Footnotes
(1) IVM 14 mg x 3 days vs HCQ x 5 days or CQ x 5 days

(2) IVm 12mg or 24mg
(3) IVM 12 mg x 2 days; data for "invasive ventilation"

FIGURE 12. Need for mechanical ventilation.
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Ivermectin Control
Study or Subgroup Events Total Events Total Weight

Risk Ratio
IV, Random, 95% CI

Risk Ratio
IV, Random, 95% CI

1.11.1 Mild to moderate COVID-19

Ahmed 2020 (1) 17 22 5 12 4.0%
Ahmed 2020 (2) 14 23 4 1 2.9%
Chachar 2020 (3) 16 25 15 25 8.9%
Elgazzar 2020 (4) 99 100 74 100 29.8%
Lopez-Medina 2021 (5) 232 275 156 198 32.4%
Mahmud 2020 (6) 111 183 80 180 22.0%
Subtotal (95% CI) 628 526 100.0%
Total events 489 334

Heterogeneity: Tau? = 0.02; Chi2 = 13.43, df = 5 (P = 0.02); I> = 63%
Test for overall effect: Z =2.92 (P = 0.004)

1.11.2 Severe COVID-19

Elgazzar 2020 (7) 94 100 50 100 100.0%
Subtotal (95% CI) 100 100 100.0%
Total events 94 50

Heterogeneity: Not applicable
Test for overall effect: Z=6.12 (P < 0.00001)

Footnotes

) IVM 12mg s+ doxy 200mg stat then 100 mg BD x 4 days
IVM 12mg daily x 5 days
IVM 12 mg at 0, 12, and 24 hours

(1
(2
(3
4
(5
(6) IVM 6mg once + Doxy 100 mg x 5 days
(7

)
)
)
) IVM 0.3mg/kg x 5 days
)
)

FIGURE 13. Improvement.

COVID-19 infection by an average of 86% (79%-91%)
(3 trials, 738 participants; aRR 0.14, 95% CI 0.09-0.21;
5.0% vs. 29.6% contracted COVID-19, respectively;
low-certainty evidence; downgraded due to study design
limitations and few included trials) (Figure 15). In 2
trials involving 538 participants, no severe adverse
events were recorded (SoF Table 4).

DISCUSSION

The findings indicate with moderate certainty that
ivermectin treatment in COVID-19 provides a signifi-
cant survival benefit. Our certainty of evidence judg-
ment was consolidated by the results of trial sequential
analyses, which show that the required IS has proba-
bly already been met. Low-certainty evidence on
improvement and deterioration also support a likely
clinical benefit of ivermectin. Low-certainty evidence
suggests a significant effect in prophylaxis. Overall,
the evidence also suggests that early use of ivermectin
may reduce morbidity and mortality from COVID-19.
This is based on (1) reductions in COVID-19 infections
when ivermectin was used as prophylaxis, (2) the
more favorable effect estimates for mild to moderate
disease compared with severe disease for death due to
any cause, and (3) on the evidence demonstrating
reductions in deterioration.
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The evidence on severe adverse events in this review
was graded as low certainty, partly because there were
too few events to reach statistical significance. Evidence
from a recent systematic review of ivermectin use
among people with parasitic infections suggests that
ivermectin administered at the usual doses (0.2 or 0.4
mg/kg) is safe and could be safe at higher doses.”11¢ A
recent World Health Organization document on iver-
mectin use for scabies found that adverse events with
ivermectin were primarily minor and transient.??

We restricted the included studies to the highest
level of evidence, that is, RCTs, as a policy. This was
despite there being numerous observational but non-
randomized trials of ivermectin, which one could
argue could also be considered in an emergency. We
included preprint and unpublished data from com-
pleted but not yet published trials due to the urgency
related to evidence synthesis in the context of a global
pandemic.'” Although there is the potential for selec-
tive reporting of outcomes and publication bias, we
have factored in these considerations in interpreting
results and forming conclusions. We adhered to PRIS-
MA guidelines and the WHO statement on developing
global norms for sharing data and results during pub-
lic health emergencies.!1”

There are a number of limitations with this review.
Several of the studies contributing data did not
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Ivermectin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.12.1 Mild to moderate COVID-19
Chaccour 2020 (1) 0 12 0 12 Not estimable
Elgazzar 2020 (2) 1 100 22 100 7.6% 0.05[0.01, 0.33]
Hashim 2020 (3) 0 48 0 48 Not estimable
Lopez-Medina 2021 (4) 5 275 7 198 15.7% 0.51[0.17, 1.60] =
Mahmud 2020 (5) 16 183 32 180 25.5% 0.49[0.28, 0.86] =
Mohan 2021 (6) 5 80 5 45 15.0% 0.56 [0.17, 1.84] D
Subtotal (95% CI) 698 583 63.7% 0.40 [0.19, 0.82] S
Total events 27 66
Heterogeneity: Tau? = 0.24; Chi? = 5.41, df = 3 (P = 0.14); I> = 45%
Test for overall effect: Z =2.50 (P = 0.01)
1.12.2 Severe COVID-19
Elgazzar 2020 (7) 4 100 30 100 17.6% 0.13[0.05, 0.36] T
Gonzalez 2021 (8) 3 36 3 37 11.0% 1.03[0.22, 4.76] =
Hashim 2020 (9) 1 11 74 22 7.7% 0.29[0.04, 2.04] — =
Subtotal (95% Cl) 147 159  36.3% 0.31 [0.08, 1.15] i
Total events 8 40
Heterogeneity: Tau? = 0.77; Chi? = 4.78, df = 2 (P = 0.09); I> = 58%
Test for overall effect: Z=1.75 (P = 0.08)
Total (95% CI) 845 742 100.0% 0.35[0.19, 0.65] <@
Total events 35 106
Heterogeneity: Tau? = 0.32; Chiz = 11.75, df = 6 (P = 0.07); 1> = 49% (:)'005 0?1 : 1:0 20(’)

Test for overall effect: Z = 3.29 (P = 0.0010)
Test for subgroup differences: Chiz = 0.10, df = 1 (P = 0.75), I = 0%
Footnotes

)

) IVM 200ugm/kg + Doxy 100 mg BID x 10 days
) IVM 0.3mg/kg x 5 days

) IVM 6mg once + Doxy 100 mg x 5 days

) IVM 12mg or 24mg
)
)
)

FIGURE 14. Deterioration.

provide full descriptions of methods, so assessing risk
of bias was challenging. Where descriptions of study
methods were sparse or unclear, we attempted to con-
tact authors to clarify methods, but lack of information
led us to downgrade findings in several instances.
Overall interpretation of findings was hampered due
to variability in the participants recruited, treatment
regimen, and the care offered to those in control
groups. We have tried to take this variation into
account through subgroup and sensitivity analyses.
Nevertheless, dosing and treatment regimens and the
use of ivermectin with other components of “standard
care” require further research. We did not include lab-
oratory outcome measures, such as viral clearance. The
latter and other biochemical outcomes have been re-
ported in several studies and reviews and tend to
favor ivermectin.1047:105108 Gevyeral trials reported con-
tinuous data, such as length of hospital stay, as
medians and interquartile ranges; therefore, we were
unable to include these data in meta-analysis. Because
we did not undertake in our protocol to perform nar-
rative evidence synthesis, and because these data
tended to favor ivermectin, the certainty of the effects

American Journal of Therapeutics (2021) 28(4)

Favours ivermectin  Favours control

IVM up to 24 mg daily for 4 days. Control group received hydroxychloroquine

IVM up to 24 mg daily for 4 days. Control group received hydroxychloroquine

of ivermectin on these continuous outcomes may be
underestimated.

At least 5 other reviews of ivermectin use for
COVID-19 have been published, including one coau-
thored with Nobel Laureate Professor Satoshi Omura,
discoverer of ivermectin,®!0-118119120 byt only 3 have
been peer-reviewed” 118120 and only 2 attempt full sys-
tematic review.011 We applied AMSTAR 2,'2! a crit-
ical appraisal tool for systematic reviews of health care
interventions, to the 2 nonpeered systematic
reviews!019 and both were judged to be of low quality
(Table 5). However, there was also a suggestion that
ivermectin reduced the risk of death in treatment of
COVID-19 in these reviews.

The recently updated WHO therapeutics guide-
lines!2 included 7 trials and 1419 people in the analysis
of mortality. Reporting a risk reduction of 81% (odds
ratio 0.19, 95% CI 0.09-0.36), the effect estimate favor-
ing ivermectin was downgraded by 2 levels for impre-
cision, although the justification for this is unclear as
the reported CI is precise (64%—91%).

In addition to the evidence from systematic reviews,
the findings of several controlled observational studies
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Table 4. Summary of findings table of ivermectin versus no ivermectin for COVID-19 prophylaxis in healthy population

(people without COVID-19 infection).

Illustrative comparative risks* (95% ClI)

Assumed
risk Corresponding risk
No Relative effect No of participants Quality of the
Outcomes ivermectin lvermectin (95% ClI) (studies) evidence (GRADE)
COVID-19 296 per 245 fewer infections per RR = 0.14 738 (3) Lowt
infection 1000 1000 (234-269) (0.09-0.21)
Admission to Not reported
hospital
Death from any Not reported
cause
Serious No events occurred in 538 participants (2 studies), therefore the effect could not be estimated.
adverse
events

GRADE working group grades of evidence; High quality: Further research is very unlikely to change our confidence in the estimate of

effect; Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may

change the estimate; Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect

and is likely to change the estimate; Very low quality: We are very uncertain about the estimate.

*The basis for the assumed risk (eg, the median control group risk across studies) is provided in footnotes. The corresponding risk (and
its 95% Cl) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% Cl).

tDowngraded —2 for study design limitations.
NNT, number needed to treat.

are consistent with existing evidence and suggest
improved outcomes with ivermectin treatment.>>->7->
Similarly, with respect to ivermectin prophylaxis of
frontline workers and those at risk, controlled obser-
vational studies from Bangladesh and Argentina (the
latter which involved 1195 health care workers) have
shown apparent reductions in COVID-19 transmission
with ivermectin prophylaxis, including in some
reports total protection (zero infections) where infec-
tion rates in the control group exceeded 50%.122123 A
very large trial of ivermectin prophylaxis in health care
workers in India!?* covered 3532 participants and

reported risk ratios not significantly different from this
meta-analysis (prophylaxis outcome).

Clarifying ivermectin safety in pregnancy is a key
question in patient acceptability for pregnant women
contracting COVID-19. A recent meta-analysis® found
little evidence of increased risk of abnormal pregnan-
cies but similarly weak evidence of absence of risk. For
(pre-exposure) prophylaxis in pregnancy, where vac-
cines may be contraindicated, the alternative of hy-
droxychloroquine has been advocated.!?>12¢ In
addition to safety and relative efficacy, different risk—
benefit judgments may be presented for prophylaxis

Ivermectin Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chahla 2021 (1) 4 117 25 117 18.4% 0.16 [0.06, 0.45] - =
Elgazzar 2020 (2) 2 100 10 100 8.7% 0.20 [0.04, 0.89]
Shouman 2020 (3) 15 203 59 101 73.0% 0.13[0.08, 0.21] —-
Total (95% CI) 420 318 100.0% 0.14 [0.09, 0.21] 2
Total events 21 94

T 2 " 2= = = <12 = 09 t t t t
Heterogeneity: Tau? = 0.00; Chi? = 0.43,df =2 (P =0.81); I?= 0% 0.02 01 1 10 50

Test for overall effect: Z = 8.86 (P < 0.00001)

Footnotes
(1) IVM 12 mg weekly + iota-Carrageenan 6 sprays/day
(2) IVM up to 24mg weekly depending on weight x 2 doses

Favours ivermectin  Favours control

(3) IVM up to 24 mg depending on weight, given in 2 doses 72 hours apart

FIGURE 15. COVID-19 infection (prophylaxis studies).
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Table 5. Methodological quality of other systematic reviews (AMSTAR 2).

A Explain List of Characteristics
Components priori selection of Duplicate Duplicate excluded of included
Systematic of PICO study study Comprehensive study data studies studies
review described design  designs literature search selection extraction justified provided
Hill et al, + - + + ? ? —* 2t
202110
Castafieda- +| ? - M + + —* +
Sabogal
et al
2021119
Risk of bias Appropriate Likelihood
adequately Sources Appropriate risk-of-bias  Risk-of-bias  Satisfactory of Conflict
assessed of methods to  sensitivity ~ assessment explanation publication of
Systematic and funding combine analyses used in of observed bias interest
review documented reported findings conducted conclusions heterogeneity assessed stated
Hill et al, —% - -8 —* -1 —* NA -
202110
Castaneda- —** - -1t -t —* + NA +
Sabogal
et al
2021119
Assessed using AMSTAR 2'2%; +, adequately assessed; —, inadequately assessed; ?, unclear assessment; NA, not applicable (less than

10 included studies in meta-analysis).
*Not documented or inadequately reported.
tParticipant population, description of comparator interventions, and time frame for follow-up were not described or inadequately
reported.
¥No summary of risk-of-bias assessment was given in the main text in the review, other than stating trials were of poor, fair, or high
quality. There were some further details about bias in the discussion, but these were largely generic and did not follow the recom-
mended Cochrane tool used to assess risk of bias in RCTs.
8A meta-analysis for all-cause death was presented but authors did not specify why meta-analyses were not conducted for other
outcomes, which included at least 2 trials reporting the same comparison and outcome, other than in some parts of the discussion.
For example, if viral clearance was reported in most trials, there would have been scope to have performed subgroup analyses and/or
split the time point for each comparison to account for the varying duration of follow-up across trials. Instead, they gave a vote count-
type narrative of the results, which did not follow synthesis without meta-analysis (SWiM) in systematic review reporting
guidelines.’#4
{There was some further details about bias in the discussion, but this was largely generic and did not follow the recommended
Cochrane tool used to assess risk of bias in RCTs. Similarly, in terms of certainty/quality of the evidence, the authors used terms in a
summary table that included “good,” “fair,” and “limited,” without offering any explanation or justification.
[[outcomes were reported but lacked definitions.
#A significant number of pertinent RCTs have not been included in the review. Given the adequate due diligence of review process, the
comprehensive nature of the search strategy is questionable.
**No description of risk-of-bias assessment in any domain apart from missing outcome data but attrition rates not documented to
justify judgment.
tTAuthors did not report data from RCTs that we obtained from various sources and some conclusions were not reflective of the
observed data. It was reported that in an analysis of 4 preprint retrospective studies at high risk of bias, ivermectin was not
associated with reduced mortality (logRR 0.89, 95% Cl 0.09-1.70, P = 0.04). Although the caveat of studies being at high risk of
bias and statistical heterogeneity should be added to any interpretation, it is incorrect to interpret these results as not demonstrating
a potential association based on the observed result. Furthermore, the high risk of bias judgment is not adequately justified.
$%A sensitivity analysis was performed excluding those studies without adjustment for confounding but no details are provided. Given
that there was some evidence of a potential association with ivermectin treatment and survival in 4 retrospective studies (although
downplayed as no association due to concerns about attrition), it is highly implausible that any sensitivity analysis would not
remove any suggestion of association.
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(pre- and post-exposure), and for treatment, with preg-
nancy a high-risk status for COVID-19.

RCTs in this review did not specifically examine use
of ivermectin in the elderly, although this is a known
high-risk group for severe COVID-19. In the setting of
care homes, it is also notorious for rapid contagion. A
standard indication for ivermectin in the elderly is sca-
bies. We identified 2 recent reports suggesting that
ivermectin may be efficacious as prevention and treat-
ment of COVID-19 in this age group.5%1?” A letter on
positive experience in 7 elder care facilities in Virginia
covering 309 patients was sent to NIH!?” and has
recently been submitted for publication.

There is also evidence emerging from countries where
ivermectin has been implemented. For example, Peru
had a very high death toll from COVID-19 early on in
the pandemic.!?® Based on observational evidence, the
Peruvian government approved ivermectin for use
against COVID-19 in May 2020.!2 After implementation,
death rates in 8 states were reduced between 64% and
91% over a two-month period.!?® Another analysis of
Peruvian data from 24 states with early ivermectin
deployment has reported a drop in excess deaths of
59% at 30+ days and of 75% at 45+ days.'?® However,
factors such as change in behavior, social distancing, and
face-mask use could have played a role in this reduction.

Other considerations related to the use of ivermectin
treatment in the COVID-19 pandemic include people’s
values and preferences, equity implications, accept-
ability, and feasibility.!3® None of the identified
reviews specifically discussed these criteria in relation
to ivermectin. However, in health care decision mak-
ing, evidence on effectiveness is seldom taken in iso-
lation without considering these factors. Ultimately, if
ivermectin is to be more widespread in its implemen-
tation, then some considerations are needed related to
these decision-making criteria specified in the
GRADE-DECIDE framework.130

There are numerous emerging ongoing clinical trials
assessing ivermectin for COVID-19. The trade-off with
policy and potential implementation based on evi-
dence synthesis reviews and/or RCTs will vary con-
siderably from country to country. Certain South
American countries, Indian states, and, more recently,
Slovakia and other countries in Europe have imple-
mented its use for COVID-19.129131,132133,134 A recent
survey of global trends!'® documents usage world-
wide. Despite ivermectin being a low-cost medication
in many countries globally, the apparent shortage of
economic evaluations indicates that economic evi-
dence on ivermectin for treatment and prophylaxis of
SARS-CoV-2 is currently lacking. This may impact
more on LMICs that are potentially waiting for guid-
ance from organizations like the WHO.
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Given the evidence of efficacy, safety, low cost, and
current death rates, ivermectin is likely to have an
impact on health and economic outcomes of the pan-
demic across many countries. Ivermectin is not a new
and experimental drug with an unknown safety profile.
It is a WHO “Essential Medicine” already used in sev-
eral different indications, in colossal cumulative vol-
umes. Corticosteroids have become an accepted
standard of care in COVID-19, based on a single RCT
of dexamethasone.! If a single RCT is sufficient for the
adoption of dexamethasone, then a fortiori the evidence
of 2 dozen RCTs supports the adoption of ivermectin.

Ivermectin is likely to be an equitable, acceptable,
and feasible global intervention against COVID-19.
Health professionals should strongly consider its use,
in both treatment and prophylaxis.
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Archived: Thursday, January 20, 2022 11:12:27 AM
From: paulbabb@protonmail.com

Sent: Monday, January 17, 2022 10:07:59 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

Importance: Normal

Please support HB1022. Both my wife and | contracted covid at the end of December. We used a
low dose of Ivermectin as well as zinc and quercetin. We recovered within a couple of days. We
know many people who safely and successfully used the same protocol.

Sincerdly,

Paul and Julie Babb
Antrim NH

Sent from ProtonMail mobile


mailto:paulbabb@protonmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:27 AM

From: Bikers

Sent: Monday, January 17, 2022 9:47:04 AM

To: ~House Health Human Services and Elderly Affairs

Subject: NH House Remote Testify: 2:00 pm - HB1022 in House Health, Human Services and
Elderly Affairs

I mportance: Normal

Please follow the science and uphold our constitution, your oath, and pass this bill. lvermectin is safer than
most medication currently available over the counter, and it has been proven effective in both prevention
and treatment of COVID-19.

Thank you for taking this opportunity to show integrity!

Lucy Roy

North Hampton, NH

Sent from my iPad


mailto:bikeerz@comcast.net
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:27 AM
From: danbatten

Sent: Monday, January 17, 2022 9:15:57 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Support HB1022

Importance: Normal

Dear Legislators,

| urge you to support this bill that protects doctors and pharmacists from disciplinary action by their
medical boards and allows doctors to practice long standing tradition in their field to use off label
drugs to treat their patients as they see fit in accordance to professional standards.

Yours in liberty,
Dan Batten
Ossipee, NH

Sent with ProtonMail Secure Email.


mailto:danbatten@protonmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:28 AM
From: Vanessa Fortini

Sent: Monday, January 17, 2022 9:04:02 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Hearing on Tuesday

I mportance: Normal

Good morning
I’m writing you to request that you support HB1022 and to oppose 1369.

Thank you for your help
Vanessa Fortini


mailto:vfortini@yahoo.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:28 AM
From: Alan Graustein

Sent: Sunday, January 16, 2022 8:16:55 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Support HB1022

I mportance: Normal

Please support HB1022 and allow NH citizens to make their own medical decisions.
Thank you,

Alan Graustein
Sanbornton, NH


mailto:alangraustein@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:28 AM
From: Jeri Kauffman

Sent: Sunday, January 16, 2022 9:26:19 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

I mportance: Normal

Hello,

I’'m writing to share my support for this bill. | believe a person should have the availability of ivermectin.
Thank you,

Jeri Kauffman

Laconia NH

Sent from my iPhone


mailto:jmkauffman37@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:28 AM

From: Aaron Neskey

Sent: Saturday, January 15, 2022 7:52:21 PM

To: ~House Health Human Services and Elderly Affairs

Subject: NH House Remote Testify: 2:00 pm - HB1022 in House Health, Human Services and
Elderly Affairs

Importance: Normal

| tested positive for Covid on the 24th, December 2021. Promptly got ivermectin through a
telehealth appointment, from a Dr in Florida. Started my course of ivermectin on the second day
of being positive for covid. The only symptoms| ever endured where atemperature, up to 102°F
ar night, and very mild congestion in my chest. Not oncewas | bed ridden. My O2 never dropped
below 94%, my lung capacity never got lower than 2500mL. By my 5th day, my fever was gone. |
do believe that having ivermectin available over the counter would help drastically in the
reduction of covid deaths.


mailto:alneskey@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:28 AM
From: Matt Ferreira

Sent: Saturday, January 15, 2022 3:30:21 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

Importance: Normal

Hello,
I am writing in support of HB1022, permitting pharmacists to dispense the drug ivermectin by means
of a standing order.

There are over 140 Ivermectin COVID-19 studies, including 90 that have been peer-reviewed.
Ivermectin shows significant improvements when used as a prophylactic or as an early or late
treatment. I've personally taken it to treat COVID-19 and can attest that it works.

It makes no sense why NH residents have to get Ivermectin prescriptions filled and sent from a
pharmacy in the free state of Florida or another state that allows it. Disallowing pharmacists to fill
Ivermectin orders here is suppression of a proven treatment for COVID-19. | urge you to support and
pass HB1022.

Regards,
Matt Ferreira


mailto:mattferreira@protonmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:28 AM

From: Leane Romano

Sent: Saturday, January 15, 2022 3:20:12 PM

To: ~House Health Human Services and Elderly Affairs

Subject: NH House Remote Testify: 2:00 pm - HB1022 in House Health, Human Services and
Elderly Affairs

I mportance: Normal

| am in support of this bill. There is no reason why pharmacist should not be able to dispense this 2015
Nobel prize winning medication that has been being used successfully off label to treat Covid 19. It is well
known that a City in India successfully treated their citizens when a huge surge of cases broke out. The
medication treated those that got Covid and they recovered. This medication was also given to healthcare
workers as a prophylactic when they worked with positive patients in Brazil it was almost 100% effective in
preventing the virus. If this is really about health then why is this medication being stopped from being
available? Doctors should not be told what to prescribe and we should be able to use the right to try in our
own medical decisions. People have gotten ivermectin in their time of need and have recovered. How are
the other protocols working? They are not! Open your eyes vote to allow this medication to be available. If
this doesn’t pass why? We have worse allowed medications over the counter than this and the FDA
approves unsafe things all the time.

Thank you

Leane Romano

Sent from my iPhone


mailto:Leaneari@hotmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:28 AM
From: ashmay723@gmail.com

Sent: Friday, January 14, 2022 8:56:06 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Support HB1022

I mportance: Normal

Yes, | support HB1022.
Ashley Hudson

Sent from my iPhone


mailto:ashmay723@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:28 AM
From: L Patrick

Sent: Friday, January 14, 2022 7:55:44 PM

To: ~House Health Human Services and Elderly Affairs
Subject: In SUPPORT HB1022

Importance: High

Good Evening,

As a longtime resident of Strafford, NH, also as a provider in healthcare, | am
requesting All members to Vote YES to support HB1022 on Tuesday, January 18,
2022. Ivermectin is a life saving treatment which should be fully available to all
New Hampshire citizens as well as all US citizens.

Respectfully,

Laura Patrick RN, MSN


mailto:blpatrick@metrocast.net
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:29 AM
From: Beth

Sent: Friday, January 14, 2022 7:22:24 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022

I mportance: Normal

As a concerned citizen in New Hampshire | am requesting that you support Bill HB1022.
Thank you

Sent from my iPhone


mailto:b.cauley@comcast.net
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:12:29 AM

From: Patti Anastasia

Sent: Friday, January 14, 2022 4:20:17 PM

To: ~House Health Human Services and Elderly Affairs

Subject: Testimony for House Health, Human Services, and Elderly Affairs hearings January 18
Importance: Normal

Dear Committee,

Here ismy testimony for billsin your January 18 hearings. Please take thisinto consideration as
you discuss these bills.

HB1609 relative to the scope of the fetal protection act.

| SUPPORT thisbill. While | am opposed to legislating a woman's right to choose whether to
continue or end a pregnancy, at least the change HB 1609 would make to RSA 329:44 are less
repugnant than the law is asit stands. HSA 329:44 needs to be revoked, but in the meantime, this
bill addresses some of the horrific clausesin the law.

HB1327 including diabetes in the conditions listed for eligibility for a service animal.
| SUPPORT thishill.
HB1139 relative to ophthalmic prescription requirements.

| SUPPORT thisbill. Thisbill will provide patients with all of the information necessary to fill an
ophthalmic prescription at the service provide of their choice.

HB1022 permitting pharmacists to dispense the drug ivermectin by means of a standing order.

| OPPOSE thisbill. Thisbill isadlippery slope. It could easily precipitate an avalanche of similar
bills that permit or require pharmacists to dispense drugs that have no scientific studies that
support the use of the drug to treat a particular illness.

HB1369 relative to COVID-19 hedlth and safety policies a New Hampshire performing arts
venues.

| SUPPORT thishill. All businesses should have the right to set their own health and safety
policies.

Regards,

Patricia Anastasia
50 Holstein Avenue
Londonderry, NH


mailto:patti.anastasia@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:14 AM
From: JaniceBelmont

Sent: Wednesday, January 19, 2022 11:31:33 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022

I mportance: Normal

Please support this bill!!
Thank you!
Sent from my iPhone


mailto:janicebelmont@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:14 AM
From: Anthony Amato

Sent: Wednesday, January 19, 2022 7:50:38 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022

Importance: Normal

| want ivermectin available for my family. | want HB 1022 passed.

A. Frank Amato
Hooksett


mailto:tunewriter44@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:14 AM

From: Keith

Sent: Wednesday, January 19, 2022 6:47:05 PM

To: ~House Health Human Services and Elderly Affairs

Subject: Please support HB 1022 to allow patients to receive Covid-19 medication
Importance: Normal

Dear Committee Members,

With Covid-19 cases on the rise because as multiple studies have shown, the vaccine doesn't
protect well against the new Covid-19 variant, something must be done. More than 1000
vaccinated NH health care workers aren't working because they have the virus. Multiple
pharmaceutical companies are making pills that mimic the efforts of ivermectin. Like ivermectin,
these pills have shown some promise at treating Covid-19. However, the pills are very new, and in
shorter supply than ivermectin. Please allow Covid-19 patientsto get ivermectin early, when it is
shown to be most effective, by supporting HB 1022. If even one death is prevented, you will be a
hero!

Respectfully,
Keith Carlsen
Manchester
997-1446


mailto:keithcarlsen@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:14 AM
From: J

Sent: Wednesday, January 19, 2022 6:03:30 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022 Ivermectin

Importance: Normal

Dear Committee Members,

Please support HB 1022 regarding the ability for pharmacies to honor doctor's prescriptions for Ivermectin.
Thank you so much! It's good to have options in medical treatments and keep our freedom to choose.
God bless,

Janice Hagenow
Warner Resident


mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:14 AM
From: Nancy Brennan

Sent: Wednesday, January 19, 2022 5:48:55 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022

Importance: Normal

Dear Committee Members:

After listening to yesterday’s hearing on HB 1022, a hill that would allow Ivermectin to be dispensed over the counter, | ask the committee to
check the background of some of those who spoke as experts. Asdifficult asit seems to separate fact from fiction these days, | urge the
committee to try to do just that as you work towards making a decision on this bill.

Dr. Marik was presented as an expert on the use of ivermectin for covid. | imagine he was invited by the bill’s primary sponsor, but he may
have come on hisown. Histestimony should be viewed with some skepticism. Early in the pandemic, he touted chloroquine and
hydroxychloroquine as treatments for covid. Trials later showed they were not effective. His current covid protocol added ivermectin to a
combination of vitamins he had previously used asa“cure” for sepsis. That sepsis treatment failed alarge study and is no longer being used.
The statistics and studies he used for support of ivermectin treatment and those the prime sponsor of the bill alluded to should be researched for
accuracy before adecision is made on this bill.

Business Insider magazine is considered a factually accurate and non-partisan publication. Its analysis of Dr. Marik may give you pause before
you accept his testimony as absolute fact.

https.//www.busi nessi nsider.com/why-ivermectin-bei ng-used-treat-covid-2-doctors-| eading-charge-2021-9

The problem with conspiracy theories and miracle cures is that they spread on social media and take on alife of their own before they can be
disproven. To paraphrase awell-known saying, “A conspiracy theory can travel halfway around the world while the scientific truth is putting
onits shoes.”

We all hope for acure or an easy treatment for this current pandemic. How wonderful it would beiif it proves to be an inexpensive medicine
we already have! But wishing won't make that areality. Please take the time to study the facts. If you do, | expect you will vote ITL or send
it for interim study.

Nancy Brennan, Weare


mailto:burningnan14@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:14 AM
From: bobdutton@aol.com

Sent: Wednesday, January 19, 2022 5:26:50 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Please support HB1022, Ivermectin WORK S!!!
Importance: Normal

Dear Committee members, Please support HB 1022 so that NH residents can reap the benefits of
Ivermectin. It really does work, it has worked for my family and it would have saved 1,000's of lives if the
CDC and FDA hadn't conspired to keep it out of the hands of Americans. Regards, Bob & Bibbs Dutton


mailto:bobdutton@aol.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:14 AM
From: Pam DiNapoli

Sent: Wednesday, January 19, 2022 1:37:00 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022

Importance: Normal

Good afternoon Chair Pearson and members of the HHSEA committee

| attended the hearing for HB 1022 yesterday and had signed in to testify and | had submitted a
position statement representing the nurses of New Hampshire as executive director of the NH
Nurses Association.

Unfortunately because of all of the important work your committee attended to yesterday | had to
leave the chamber at 445PM to host an important NHNA Board Meeting.

Listening to the testimony yesterday | wanted to applaud questions and comments by Dr Knirk, Dr
Salloway and Dr Woods. The ability to discriminate quality datafrom invalid datain support of
thisbill was akey point that | hope was not lost on the committee.

| wanted to highlight some of the key pointsin my testimony that were supported by the other
opponents of this bill including Dr Nick Prevenchovitch who spoke eloquently about the need for
further randomized clinical trials before moving this drug to what essentially would be over the
counter use. The proponents of this bill are correct that thisisa"good drug" but it is not approved
for Covid 19 treatment or prevention. As new drugs come to market after robust clinical trials|
encourage the committee to oppose this bill so as not to let "experimental drugs' become the norm
over the use of prevention and treatments that have undergone efficacy trials such as vaccine use
and simple infection control measures such as social distancing masks and hand washing

Thank you for your consideration

Pam D

Pamela P DiNapoli, PhD, RN, CNL
Executive Director

25 Hall Street Suite 1E

Concord, NH 03301
(603)225-3783

(603) 566-7407 Cell
nhna.ned@gmail.com



mailto:nhna.ned@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:14 AM
From: David Kiley, CPA

Sent: Wednesday, January 19, 2022 1:13:15 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Ivermectin Access Support HB 1022
Importance: Normal

Dear Honorable Reps,

| have been aware of protease inhibitors for nearly 18 months, having been made aware through
the Nobel Prize candidate Vlad Zelenko's work with HCQ and Ivermectin.

As such, | have included in my prevention protocols with Quercetin, as the more powerful
preventatives lvermectin and HCQ have been demonized, censored, and made unavailable to me
through influences that likely were designed to reduce vaccine hesitancy and leave patients
without prophylactic options.

While potentially noblein it's reasoning, hiding the truth has caused harm and prevented
thousands protecting their own lives. | would encourage you to do independent research on the
efficacy of these inexpensive treatments that are used globally for decades.

Please support HB 1022 and begin the process of healing our state.
Regards,

David Kiley, Atkinson 978-505-5499


mailto:dkileycpa@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:14 AM
From: Danielle Snow

Sent: Wednesday, January 19, 2022 9:40:02 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Support HB 1022!

I mportance: Normal

Daily we are learning more information about Covid and the vaccines. Drugs that WORK have been kept
from the people.. people have died and suffered as a result. | urge you to do the right thing by the people
New Hampshire and support HB 1022.

Danielle Snow

Sent from my iPhone


mailto:dnllsnw@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:14 AM
From: Brittany Mahoney

Sent: Tuesday, January 18, 2022 8:12:40 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022 testimony

Importance: Normal

Representatives,
Thank you for your time in considering this important matter.

| will try to be brief. My family contracted COVID-19 in early December of 2021. My son and |
showed symptoms first. We managed our illness with vitamins for about 3 days before | decided
to test for COVID. Immediately upon getting a positive | started taking the ivermectin | have had
set aside in my cabinet. | also put my husband on the prophylactic dose for close contact laid out
in the FLCCC guidelines.

At that point | had afairly mild cough and catch in my larynx. When | woke up the morning after
my first dose that catching feeling was gone. The next morning my cough was significantly
reduced. | continued to take it and feel that | was benefiting from it throughout my infection. |
never felt congestion in my lungs, my O2 stats never fell below 94%. My infection ran afairly
typical course with feeling better for afew days and then feeling worse around day 8, struggling
with fever and exhaustion. Thankfully, with the ivermectin, the zpack my doctor prescribed and
some iv vitamin therapy | made a full recovery.

My husband, as | said took a preventative low dose every other day during the time | was sick and
he wasn't. As soon as he tested positive himself, about a week after | did, we bumped him up to
the full dose for infection. His case was, by far, the most mild case of anyone in our family. Our
children who were treated with vitamin therapy, myself who began ivermectin on day 3 or 4, and
my husband who had it before his active infection. He never had the relapsing symptoms around
day 8. The worst part of COVID for him was missing work when he felt perfectly fine the last 7
days of his quarantine. Hisillness consisted of 3 days of body aches and some fatigue. He never
ran afever, never had a cough, He also took significantly fewer vitamin therapies because he just
doesn't think of it.

Neither one of us had any side effects from taking the ivermectin.
Please vote "ought to pass’ on this bill so people can easily access this life-saving medication.
Thank you,

Brittany Mahoney
Resident of Manchester, NH


mailto:brittanyannmahoney@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:15 AM

From: Linda F. Wade

Sent: Tuesday, January 18, 2022 7:26:58 PM

To: ~House Health Human Services and Elderly Affairs

Subject: Please Support House Bill 1022 to Save Lives of New Hampshire Residents
Importance: Normal

Dear Committee of Health, Human Services, and Elderly Affairs:

| am a life-long New Hampshire resident asking you to please save the lives
of the residents of New Hampshire by supporting House Bill 1022. HB1022,
as you know, will allow pharmacists to dispense Ivermectin, by means of a
standing order, and as an over-the-counter medication for Granite Staters.
Granite Staters who wish to use Ivermectin, which is FDA approved, are
having a very difficult time getting lvermectin from overseas, if they develop
sudden symptoms of COV-19. It can take weeks or even months for them to
receive it, and by then their condition can be critical. If the US Postal Service
is allowed to confiscate |vermectin shipments, these people lose the money they
paid, but more importantly, their lives.

An unclassified document dated August 13, 2021 by the Defense Advanced
Research Projects Agency, written by Commandant of the Marine Corps Fellow,
Joseph Murphy is available for your review with a FOIA request. This document
states that Ivermectin is"curative" of COVID-19 and "works throughout all phases
of the illness because it both inhibits viral replication and modulates the immune
response.”

On July 8, 2021, the National Institute of Health (NIH) listed

lvermectin as an approved medication for the treatment of COVID-19 in
Table 2e. "Characteristics of Antiviral Agents That Are Approved or
Under Evaluation for the Treatment of COVID-19". It also listed
Ivermectin as safe--"Generally well tolerated.” Thistable was
completely removed for political reasons once patients began bringing it
to hospitalsto request this treatment for their dying relatives. The
chart's URL was:
https://www.covid19treatmentguidelines.nih.gov/tables/table-2e/

My cousin recently passed away on December 30, 2021, in the Portsmouth
Hospital, Portsmouth, New Hampshire from COVID. | believe his lungs were
drowning, because he was on a ventilator for 11 days. | believe he was
fighting for his life, because he had a wife, children, and grandchildren whom
he wanted to stay alive for. The Portsmouth Hospital did not give Ivermectin
to my cousin, as it is not part of hospital protocol anywhere in the State of
New Hampshire, as far as | know. | believe my cousin’s life was cut short
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prematurely, because of the medical staff at Portsmouth Hospital not
keeping to the medical oath they took to “Do No Harm”.

People on their death beds who have been given lvermectin have recovered
within a very short time and lived. We all know that COVID patients on
Remdesivir and on ventilators in the hospital are dying by the fifth day they
are on a ventilator.

Please refer to this link for the Front Line COVID-19 Ciritical Care Alliance
(FLCCC). https://covid19criticalcare.com/ivermectin-in-covid-19/

This life-saving option of lvermectin should not require New Hampshire
residents, in our “Live Free or Die” state, to have to lose their lives because
they cannot procure Ivermectin in an emergency situation.

As such, I am imploring your Committee to please support HB1022 and thus
protect New Hampshire residents in their Constitutional right to make their
own health care choices. God bless you for doing the right thing.

Respectfully Submitted,

Linda F. Wade
North Hampton, NH



Archived: Thursday, January 20, 2022 11:01:15 AM

From: Linda Rea Camarota

Sent: Tuesday, January 18, 2022 2:44:26 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022 testimony - standing order for Ivermectin
Importance: Normal

HHS Committee members,

Please find attached today’ s testimony for your perusal.
Thank you for your service.

Hon. Linda Rea Camarota, RN

B HB 1022 standing order for iv...

B HB 1022 standing order for ivermectin

Hon. Linda Rea Camarota

State Representative 2018-2020
NH Genera Court

Hillsborough County - District 7
Bedford
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Archived: Thursday, January 20, 2022 11:01:15 AM
From: Crissy Kantor

Sent: Tuesday, January 18, 2022 2:06:42 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Please support NB1022

Importance: Normal

Please support HB1022, Ivermectin isalife saving drug in the fight against covid!
Americasfrontlinedoctors.org have been prescribing it to patients for along time. It works.
Currently it is difficult to have a prescription for Ivermectin be fulfilled almost anywhere in NH.
This Bill will eliminate that difficulty. Please support HB 1022

Thank you so much!!!

Grateful American:)

Peace Love & chill

Crissy Kantor
Founder/Creative Director

1224 Hanover Street
Manchester, NH 03104
(603) 622-3722 chill
(603) 682-3087 cdl
crissy @chillspa.com
http://chillspa.com

http://chillcares.org
http://chilluniverse.com
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chill /s~




Archived: Thursday, January 20, 2022 11:01:15 AM

From: Donad Ewing

Sent: Tuesday, January 18, 2022 1:38:38 PM

To: ~House Health Human Services and Elderly Affairs

Subject: Fw: Please support and recommend passage of HB 1022
Importance: Normal

| urge you to vote for and recommend passage of HB 1022. It’stime that we provide Covid treatments that people can use
early before the virus builds up to drive people to hospitals and become life threatening. |vermectin has been shown in about
60 tests to help reduce hospitalizations and deaths.

Even if you believe that Ivermectin is not a perfect solution, it is far better than the treatments, or more accurately the lack of
treatments, that have been provided for Covid-19 resulting in so many deaths.

One has to wonder with all the money we spend on health why only 18 countriesin the world (see www.worldometer.com)
have greater death rates than the US. The current approaches identified by our nationa health authorities are killing
hundreds of thousands of Americans needlessly. It istime to change our approach.

The Nobel Prize was given for the creation of Ivermectin. It has been used widely in the world and to some extent in the US,
successfully. It was reported as prescribed 800,000 timesin the USin 2018.

Ivermectin is as safe as or safer than any drug that people take. Thelist of side effects of Aspirin isthreeto four timesas
long and dangerous as for Ivermectin. The list of side effects of my statin drug is two to three times as long and dangerous.

Ivermectin has been used effectively to treat Covid-19 around the world to greatly cut hospitalizations and death. E.g.,
here’ salink to the results of the use of Ivermectinin Mexico City. Here are two articles about successful use of lvermectin
inIndia  https://newsrescue.com/the-undeni abl e-ivermectin-miracl e-indias-240m-popul ated-largest-state-uttar-pradesh-
horowitz/ And

https.//www.rebelnews.com/doctor_discusses ivermectin_success in_india guestions canadas covid approach

It seems only the “first world” is hesitant to use a cheap, safe, and effective drug because it hasn’t been through a full study
conducted by the American health bureaucracy even though Ivermectin has been used successfully many thousands of times.
It seems our health bureaucracy is only interested in expensive and scarce drugs, whether they live up to their promises or
not. Remember what we were promised about the vaccines?

Please support passage of HB 1022 and give sick patients a chance for quick recovery.

Thank you,

Don Ewing
Meredith, NH

Sent from AT& T Yahoo Mail for iPad
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Archived: Thursday, January 20, 2022 11:01:15 AM
From: cra2

Sent: Tuesday, January 18, 2022 1:00:18 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022

I mportance: Normal

| wish to express my support for this Bill. Craig Hadley Thank you
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Archived: Thursday, January 20, 2022 11:01:15 AM
From: Deb Roux

Sent: Tuesday, January 18, 2022 12:56:24 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Please support HB 1022

Importance: Normal

Hello!

Please support HB 1022 and let our doctors decide what type of treatment we the people need.
They have our medical records and know what is best for us, their patients.
Politicians/Government do not.

Thank you!

Deb
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Archived: Thursday, January 20, 2022 11:01:15 AM
From: Deb Roux

Sent: Tuesday, January 18, 2022 12:49:24 PM

To: ~House Health Human Services and Elderly Affairs
Subject: Please support HB 1022

Importance: Normal

Hello!

Please support HB 1022 and let our doctors decide what type of treatment we the people need.
Politicians are not doctors. Medical treatment should not be politicized like it is right now.

We the people of NH have a strong state motto, live free or die. We want to be free to decide,
along with our doctors, how to best treat ourselves when needed. Doctors should not be afraid to
treat their patients. My doctor said she could loose her medical license if she prescribed
ivermectin. Can you believe this? Thisis NH and America. How can this be happening?

Please please support HB 1022 and let our doctors decide what treatments we need. They know
our medical history and what is best for us.

Thank you!

Deb
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Archived: Thursday, January 20, 2022 11:01:15 AM
From: Sarah C.

Sent: Tuesday, January 18, 2022 12:14:39 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB1022 - OTP

Importance: Normal

Representatives,

I'm connected to a large community of individuals ranging from healthcare professionals to
chronically ill and medically-complex patients. I recently asked them to share their experiences using
Ivermectin to treat symptoms of SARS-CoV-2. The responses were overwhelming positive. I'd like to
share some of their responses with you today:

I had all the symptoms except respiratory issues then tested positive for covid. Started ivermectin and 2 days later felt
90% better. Fever broke, no more cold sweats, headache gone, body aches gone, smell and taste returned. Just a residual
stuffy/ runny nose that lasted about 5 days or so.

My father in law was going downhill quickly, and 1 started to worry. He had been sick for at least two weeks with a
recurring fever, fatigne, weight loss, relentless cough.... then the illness progressed and started affecting his heart. He was
diagnosed with AFIB. I only had the (vet) paste on hand at the time because no wonld prescribe it, but I gave him a
tube to take home. Within the first dose or two he began to improve, and by the end of the week he was out on the golf
course and renovating the house. He has no lingering symptoms aside from (mild) AFIB and is currently Rl ing
around the country with his wife, living his best life and telling everyone about IV M. I only wish I had given it to him
sooner. At minimum, 1 feel like it saved him from being hospitalized. It may have even saved his life.

My kids worked in the food service industry and needed testing per work. They were positive with loss of sense of smell
and taste. I begged their doc for that medication. On day 8, they were given just 6 mg of it. 6 hours later, my son
regained smell and taste and my danghter was fine 24 hours later.

Treated hubby with it, high risk category for complications from the virus. Recovered without hospital interventions.

I didn’t use it and was in the hospital for 3 days.

My parents did use it and they were able to watch my 7 children while I was in the hospital.
They caught it from me so I was about 2 days abead of them.

They never missed a beat!

Both have other health conditions. My dad is a smoker.

My 73 year old Gma used it. Even a normal cold makes ber very sick, and she is allergic to so many things she is
limited in what she can take while sick. Most herbs and supplements she cannot have. The pharmacies here were
refusing to fill her prescription so my Gpa drove over an hour to get it for her. Al of her labs, and chest X-rays were
perfect and she was never hospitalized or anything.

Used it with my daughter in Sept. and she was symptom free in 2 days.

Took it at first symptom. Paste form, though now 1 have tablets on hand. No respiratory symptoms, and other than
fatigne and brain fog 1 recovered quickly. Mom used the R tablets. 62 yrs old with co-morbidities. She was better in
about 4 days. Was like a cold for ber.

I'nz on it right now. I thought I was dying. Ivermectin bas been helping me to improve daily!

My son and bis gf have covid right now. My son got it first. His gf 4 days later. She was very sick. Took iver at the end
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of day 2. Felt so much better the nexct day. My son thought he conld tongh it ont. Was very sick, started taking iver on
day 5 and within hours bis body aches, chills and fever were gone.

My MIL (in her 70s) has a blood clotting disorder and gets pnenmonia with every cold. She took it and while she still is
weafker than ber norm, she recovered at home fine, no hospital, and we have monitored her 02 sat and gave her
supplemental low flow oxygen as needed. She is definitely very high risk_for complication, but she recovered faster and
more mild case than my FI1L. who wouldn't take it.

I feel like it literally saved us. We started it at 10 days in becanse we were at the point of deciding whether we shonld go
to the hospital or not. Within 48 hours we both could tell that we had made a turn around and were starting to get well.

I have successfully helped out a couple people. One was literally knocking on deaths door!

The day after 1 tested positive I had no appetite, could barely move, brain fog that made me feel drunk, a severe headache
and just felt TERRIBLE. After my 3rd dose that day 1 felt starving, had energy, less coughing and just better overall.
On my second day of schmiverfectin (today) and still feeling good.

My husband took it becanse he was very sick, fever for 9 days and couldn't get ont of bed.
He tried it and a day later he was up and recovering well.

I've used it and have many people in mry community who have used it to successfully beat Covid without hospitalization.

I ended up with severe long hanler and I was shocked because I am such a healthy person. I was peeing brown despite
drinking at least a gallon of water a day, I had jaundice, I was covered in bruises so badly 1 looked like a leopard, and
I was itching intensely for hours a day, Just climbing my skin off which I read was a sign of liver and kidney failure. 1
am extraordinarily bealthy I never get sick, I am an orthomolecular Homeopath so I have all the right supplements, and
this man made bio weapon still nearly killed me.

24 hours after taking my first dose of ivermectin ny pee got lighter, the itching stopped, and the jaundice started to clear.
About three months later my husband got it, I gave the ivermectin him when he was actively sick. We started it on
Monday, by Wednesday his fever had broke and by Thursday be felt good enough to go back to work.

Every person I have talked to recovered within days and no side effects.

A friend whose elderly grandmother was in assisted living, became ill and rapidly deteriorated, was not expected to
survive. The doctor tried it because be felt there was nothing to loose, sorta a Hail Mary. She recovered completely in 3
days.

I know someone who pulled his 80 year old dad from the hospital because they wanted to put hin on Remdesivir.
Treated him with ivermectin himself and father is fully recovered.

We took it. 1t gave me my taste and smell back and 1 definitely felt a bit of an improvement. My busband improved
more notably than I did. He could barely breathe before he took it. Within a day or two he conld breathe with ease and
I feel it's what prevented him from going to hospital.

I#'s the ONLY pharmacentical in 40 years that hasn’t given me any side effects. . .and same goes for my 13 yr old
immnne compromised kiddo!

On that note, I would like to end by encouraging you to vote HB 1022 as "ought to pass." Early
intervention works, and in many instances can be the difference between life and death. We ought to
make effective therapeutics, such as Ivermectin, readily available and more accessible to those who
want it. Pharmacists can play an important role in doing that. At a time when our hospitals are
understaffed and overburdened, this will offer a welcome reduction in hospitalizations for both
patients and healthcare providers.



Sarah Courchaine
Sanbornton, NH



Archived: Thursday, January 20, 2022 11:01:16 AM
From: Joe Torelli

Sent: Tuesday, January 18, 2022 11:56:10 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Opinion on HB1022

I mportance: Normal

Committee members:
| fully support HB1022 and urge you to do so as well.

Despite the media’s campaign to discredit this medecine, there are numerous areas where results speak
for themselves. This includes Africa where the Covid-19 vaccination is unavailable.

Consider Uttar Pradesh in India. It is one of 36 States in India, except this has 3/4 of the US population
inhabiting it. 240,000,000 people. Before the “delta” variant was renamed last spring, it was called the
India variant and killed a lot of people in March and April of 2021. The politicians and physicians teamed
together in April of 2021 to acquire and distribute lvermectin to all inhabitants of that State.

Results hit the media over here, of course those without the anti-ivermectin narrative... that there were 16
total “cases” out of 240,000,000 people in September 2021. 16 cases, not 16 deaths, not 16,000 cases.

It JUST PLAIN WORKS and shame on the State of NH for allowing not only pharmacies to refuse filling
Ivermectin prescriptions, as another bill is working to fix.

This bill (1022) will make it easier to for residents of NH to purchase with ot without a prescription.
My only fear is that hoarders will buy and deplete the amount available at the pharmacies.

Please support HB-1022.

Joe Torelli

(917)209-6074
Hampton NH
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Archived: Thursday, January 20, 2022 11:01:16 AM
From: Michael Padmore

Sent: Tuesday, January 18, 2022 11:52:19 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Fw: in opposition to HB 1022 - Dr. Peter Degnan
Importance: Normal

Members of the House HHS Committee,

Please see the forwarded message from Dr. Peter Degnan in opposition to HB1022.

Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society
7 North State St, Concord NH
(603) 858-4744 (cell)
michael.padmore@nhms.org

From: Peter Degnan <Peter.Degnan@unh.edu>

Sent: Tuesday, January 18, 2022 11:35 AM

To: Michael Padmore <Michael.Padmore@nhms.org>
Subject: in opposition to HB 1022

Good day:

As a licensed physician within the state of New Hampshire, | write in opposition to proposed HB 1022,

allowing the dispensing of lvermectin by pharmacists under a standing order.

Physicians are uniquely qualified based on extensive education and training to understand the
appropriate prescribing of prescription medication, including the inherent side effects and risks of such

medication.

There is no emergency situation that currently exists that requires a circumvention of current prescribing

rules and regulations; to do so threatens public health and safety.
Thank you.
Peter Degnan MD

Peter Deghan M.D.
Medical Director
Pronouns: he, him, his

V:603.862.9355 | F: 603.862.4259

University of New Hampshire
Health & Wellness

4 Pettee Brook Lane

Durham, NH 03824
peter.degnan@unh.edu
www.unh.edu/health
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Archived: Thursday, January 20, 2022 11:01:16 AM
From: Matt Severance

Sent: Tuesday, January 18, 2022 11:34:42 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022

Importance: Normal

Hello Committee of HHS & Elderly Affairs,

My name is Matt Severance and | live in Dunbarton, NH. | wanted to voice my support for HB
1022 which would permit Ivermectin to be sold without a prescription.

| learned early on that there are early treatments for Covid-19 that work. | was able to get a
prescription for Ivermectin in May 2021 so | had it in the event that | contracted Covid-19. Well,
that time came on Dec 19th. | was able to take it immediately and my symptoms quickly went
away within 2 days... | tried to order again from that online doctor for my wife and they said that
the large pharmacies (CV SWalgreeng/Rite Aid) are no longer fulfilling Ivermectin, In May 2021
the CV S on Hall Street in Concord filled that prescription. | am glad | procured the Ivermectin that
| needed and very disappointed that my wife could not get a prescription for a proven safe anti
viral medication. She had symptoms for 9 days before recovering. | am convinced had she used
Ivermectin her symptoms would have been less and her recovery would have been much faster.

Please support HB 1022.
Thank you,

Matt Severance
Dunbarton, NH 03046
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Archived: Thursday, January 20, 2022 11:01:16 AM
From: Jim Avallon

Sent: Tuesday, January 18, 2022 11:34:33 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022

Importance: Normal

Dear House Health, Human Services and Elderly Affairs Committee,

I have several friends who have contracted COVID and have benefited greatly from Ivermectin, particularly
when taken early. The problem is acquiring lvermectin and determining the appropriate dose. That is why |
believe in HB1022 so that people like my friends who have had COVID and who have benefited so greatly
can take it under a doctor's supervision and prescription which will specify details of Ivermectin dose and
beneficial accompanying medication dosages. Ivermectin is a safe medication when taken appropriately.

It. has been around for a long time and | think was involved with a Nobel Prize award. There are somewhat
like 60-70 supporting studies detailing lvermectin's benefits as a treatment for COVID.

Thank you
Jim Avallon
North Hampton, NH
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Archived: Thursday, January 20, 2022 11:01:16 AM
From: Michael Padmore

Sent: Tuesday, January 18, 2022 10:26:36 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Fw: HB1022 - oppose thisbill - Dr. Martin Black
Importance: Normal

Members of the House HHS Committee,

Please see the forwarded message from Dr. Martin Black in opposition to HB1022.

Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society
7 North State St, Concord NH
(603) 858-4744 (cell)
michael.padmore@nhms.org

From: Martin Black <mblack@crhc.org>

Sent: Tuesday, January 18, 2022 10:23 AM

To: Michael Padmore <Michael.Padmore@nhms.org>
Subject: HB1022 - oppose this bill

Mr. Padmore,

| am writing on behalf of my opposition to HB 1022. | am a pulmonary/critical care physician at Concord Hospital, writing on my own behalf.

This bill needs to be struck down from legislature. The language below in the bill: "Nothing on the information sheet shall discourage the recipient from using ivermectin for the treat:
19." is contrary to every reputable medical expert, well-

designed clinical trial, and international society guidance (CDC, and WHO). | reviewed all published literature to the best of my ability and do not prescribe ivermectin to patients admi

A standing order could be set-up under this bill by a prescriber in association with the pharmacy to provide on-demand ivermectin to any patient who asks - easily bypassing the
primary care provider.

Please add my name to the list of physicians opposing this bill.

Sincerely,

Martin D. Black MD

Concord Hospital Pulmonary and Critical Care Medicine
mblack@crhc.org, mdblackmd@netscape.net
603-770-9446
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Archived: Thursday, January 20, 2022 11:01:16 AM
From: Irina Tundel

Sent: Tuesday, January 18, 2022 10:14:49 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022

Importance: Normal

| support this bill

Irina Tundel
Manchester, NH
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Archived: Thursday, January 20, 2022 11:01:16 AM
From: Dan G.

Sent: Tuesday, January 18, 2022 10:12:06 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Please support HB 1022 and oppose HB 1369

I mportance: Normal

Hello,
| hope this is not too late. The committee is having hearings on two bills today (Jan. 18th) that interest me.

Please support HB 1022 which allows pharmacists to dispense ivermectin by means of a standing order. |
think there should be fewer barriers to drug access to patients, especially if their doctor approves of use of
the drug.

Please oppose HB 1369. | see no reason to enact this law. Private property owners can always impose
conditions of entry such as mask requirements. The trespassing law should be enough here.

thanks,
Dan Groves
Merrimack, NH
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Archived: Thursday, January 20, 2022 11:01:16 AM

From: Susan Paschell

Sent: Tuesday, January 18, 2022 10:10:23 AM

To: ~House Health Human Services and Elderly Affairs

Cc: Kim Mohan; Siobhan Benham; Christina Dyer; Lindsay Oestreich

Subject: Testimony on HB 1022, ivermectin, from the NH Nurse Practitioner Association
Importance: Normal

Attachments:

1.17.22 Testimony HB 1022 ivermectin.docx ;

Good morning Chairman Pearson and members of the Committee,
Please find attached a letter from the NH Nurse Practitioner Association OPPOSING HB 1022.

Feel free to contact me or Kim Mohan if you have any questions.
Thanks for your kind consideration!
Susan

Susan Paschell, Senior Associate
The Dupont Group

29 School Street, Suite 200
Concord NH 03301
603-228-3322 ext. 107

This electronic mail message and any attachment is privileged and confidential information intended only for the use of the

individual or entity named on the original message. If you are a recipient of this message and not a named recipient of the

original message, you are hereby notified that any disclosure, dissemination, distribution, or duplication of this message is
strictly prohibited; please notify the original sender and delete the message immediately.
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Hon. Mark Pearson, Chair

House Health Human Services & Elderly Affairs Committee

Room 205, Legislative Office Building 

Concord NH 03301



Via email: HHSEA@leg.state.nh.us

										January 18, 2022



RE: HB 1022 - permitting pharmacists to dispense the drug ivermectin by means of a standing order.



Dear Chairman Pearson and members of the Committee:

The NH Nurse Practitioner Association, representing licensed prescribers working in the state of New Hampshire, wishes to register its strong opposition to HB 1022, permitting pharmacists to dispense the drug ivermectin by means of a standing order.  We do believe that standing orders, when implemented responsibility, can be a valuable avenue for increasing access to care and health care resources.  However, we join with the American Medical Association, American Pharmacists Association (APhA), and American Society of Health-System Pharmacists (ASHP), and other health care advocates and organizations, to strongly oppose the ordering, prescribing, or dispensing of ivermectin to prevent or treat COVID-19 outside of a clinical trial. [footnoteRef:1] [1:  https://www.ama-assn.org/press-center/press-releases/ama-apha-ashp-statement-ending-use-ivermectin-treat-covid-19
] 




In 2021, after the use of ivermectin to treat COVID-19 became a social media-inspired practice, the U.S. Centers for Disease Control and Prevention (CDC) and the FDA issued advisories indicating that the anti-parasitic drug is not authorized or approved for the prevention or treatment of COVID-19. The National Institutes of Health, World Health Organization, and Merck (the manufacturer of the drug) have all stated that there is insufficient evidence to support the use of ivermectin to treat COVID-19. The Infectious Diseases Society of America Guidelines on the Treatment and Management of Patients with COVID-19 also recommended against the use of ivermectin outside of a clinical trial.



Guidelines issued by the National Institutes of Health in 2021 include this statement: “There is insufficient evidence for the COVID-19 Treatment Guidelines Panel (the Panel) to recommend either for or against the use of ivermectin for the treatment of COVID-19. Results from adequately powered, well-designed, and well-conducted clinical trials are needed to provide more specific, evidence-based guidance on the role of ivermectin in the treatment of COVID-19.” [footnoteRef:2] [2:  https://www.covid19treatmentguidelines.nih.gov/therapies/antiviral-therapy/ivermectin/
] 




In the absence of those trials, legislating the use of ivermectin for COVID-19 would be irresponsible and a threat to public health. As reported by National Public Radio in September 2021, poison control centers around the U.S, have seen a dramatic surge in calls from people who are self-medicating with ivermectin: “According to the National Poison Data System (NPDS), which collects information from the nation's 55 poison control centers, there was a 245% jump in reported exposure cases from July to August — from 133 to 459. Meanwhile, emergency rooms across the country are treating more patients who have taken the drug, after being persuaded by false and misleading information spread on the internet, by talk show hosts and by political leaders. Most patients are overdosing on a version of the drug that is formulated to treat parasites in cows and horses.” 



We respectfully request that your Committee consider the facts – that ivermectin is not safe or proven to be effective for treating COVID-19, and that more research is needed. We ask that you recommend Inexpedient to Legislate on HB 1022. Thank you for your consideration.



Sincerely,



[image: page1image37459232]



Kim Mohan, Executive Director
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Archived: Thursday, January 20, 2022 11:01:16 AM

From: Michael Padmore

Sent: Tuesday, January 18, 2022 10:10:16 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Fw: House Bill 1022 - opposition - Dr. Kenton Powell
Importance: Normal

Members of the House HHS Committee,

Please see the forwarded message from Dr. William Palmer in opposition to HB1022. Kenton is
the Governor Elect of the New Hampshire Chapter of the American College of Physicians.

Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society
7 North State St, Concord NH
(603) 858-4744 (cell)
michael.padmore@nhms.org

From: Kenton E. Powell <Kenton.E.Powell@hitchcock.org>

Sent: Tuesday, January 18, 2022 9:14 AM

To: William Palmer <wspalmer56@gmail.com>; Michael Padmore <Michael.Padmore@nhms.org>
Subject: RE: House Bill 1022 **EXTERNAL**

Mike,
| also can not attend the meeting due to patient being scheduled.

| writein opposition to HB1022. Ivermectin is a useful medication for what it isintended for but has not
been shown to be effective in treating patients with SARS-COV. Physicians write prescriptions for any
number of medications on adaily basis that pharmacists are not allowed to dispense without a prescription
due to concerns for toxicity, safety, knowledge of what patient istaking, etc. It is unsafe for patients to
obtain this medication for a condition it is not effective for and without the knowledge of their treating
clinician.

Kent Powell MD, FACP

Assistant Professor of Medicine and of Medical Education

Associate Program Director, Internal Medicine Residency Program

Program Director, Primary Care Track

Dartmouth-Hitchcock Medical Center

Co-Director Advanced Ambulatory Medicine Clerkship

Geisel School of Medicine at Dartmouth

Medica Director Dartmouth-Hitchcock Medical Center — Lyme

Governor Elect of New Hamphsire Chapter of the American College of Physicians

----- Origina Message-----

From: William Palmer <wspa mer56@gmail.com>
Sent: Tuesday, January 18, 2022 8:35 AM

To: Michael Padmore <Michael .Padmore@nhms.org>


mailto:Michael.Padmore@nhms.org
mailto:HHSEA@leg.state.nh.us

Cc: William Palmer <wspa mer56@gmail.com>; Kenton E. Powell <Kenton.E.Powell @hitchcock.org>
Subject: House Bill 1022 **EXTERNAL**

Mike,
| couldn’'t come to testify but hereiswhat | have to say:

| writein opposition to HB 1022. Ivermectin is not approved by the FDA for use against COVID-19. The
CDC, the NIH and the American College of Physicians all specifically recommend against the use of
Ivermectin for COVID-19 because there is no good evidence that it is effective and there is potential for
harm.

| would also be concerned, given how overwhelmed our New Hampshire healthcare system is, about where
patients go and who will cover the care for any ivermectin induced side effects. Please vote this bill down.

Sincerdly,

William Palmer MD FACP

Hospitalist

Governor of the New Hampshire Chapter of the American College of Physicians ( the group represents
more than 560,000 internal medicine physicians nationwide)

Sent from my iPhone

IMPORTANT NOTICE REGARDING THIS ELECTRONIC MESSAGE:

This message isintended for the use of the person to whom it is addressed and may contain information
that is privileged, confidential, and protected from disclosure under applicable law. If you are not the
intended recipient, your use of this message for any purposeis strictly prohibited. If you have received this
communication in error, please delete the message and notify the sender so that we may correct our
records.



Archived: Thursday, January 20, 2022 11:01:17 AM
From: Sarah McClennen

Sent: Tuesday, January 18, 2022 9:45:19 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Please SUPPORT HB 1022

Importance: Normal

Dear Committee Members,

| am writing today to ask you to support HB 1022.

The current response to the Covid 19 situation has fallen short. When isit ok to tell sick people to
go home and only seek treatment when they are close to death? How did it become ok for Doctors
to refuse to treat people and pharmacists refuse to fill prescriptions?

There is ample evidence and now studies which show the incredible benefits of early treatment
and prophylaxis with drugs like ivermectin and hydroxycloroquin. Aswell as prophylactic
supplements zinc, Vit D, Vit C and quercitin. The fact that the government is suppressing this
information and access to these drugs is criminal. They have tunnel vision for a vaccine which has
very serious safety issues. Over 1,000,000 people in the US have had adverse reactions and over
20,000 people have died.

Dr Peter McCullough and 11 million doctors world wide have determined that 85% of deaths from
Covid could have been prevented and 100% of hospitalizations prevented.

These drugs have a proven safety record. They have been used for 50 years.

Please google some of hisinterviews, the best one is with Joe Rogan:

https://open.spotify.com/epi sode/OaZte37vtFTKY T7b0b040Qz?si=97TBZD X 0QSCO-vxCIRDIDO

With these kinds of results, why are hospitals and the government squelching the information and
access. In addition why are we not training doctors how to treat people with Covid. Itis
increasingly obvious that the vaccine is not the magic bullet it was hoped to be. People who are
fully vaccinated are getting sick with Covid.

Please support this bill and begin the process of reversing our path down this treacherous road we
are on.

We need to restore the rights of patients and doctors to decide on treatment and medicines, not the
government. We need to protect patients privacy and right to make medical decisionswith out
coercion or fear from the government.

Thank you,

Sarah

Sarah P McClennen Certified Advanced Rolfer, LMT, CST
9 Johnson Lane Suite 102

Andover, NH 03216-3407

603-520-5247

sarah@f eel peaceful .com

feel peaceful


mailto:sarah@feelpeaceful.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:17 AM
From: Laurie A Couture

Sent: Tuesday, January 18, 2022 9:30:25 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Please Support HB 1022 and Save NH Lives

I mportance: Normal

Dear Committee of Health, Human Services, and Elderly Affairs,

| am writing to ask that you save lives by supporting HB 1022, which

allows pharmacists to dispense Ivermectin by means of a standing order,
and as an over-the-counter medication for Granite Staters. For Granite
Staters who wish to use Ivermectin, which is FDA approved, the laborious
process for getting it overseas takes weeks and even months, which

wastes precious time when a person develops symptoms of COVID-19. If the
US Postal Service confiscates the shipment, people lose money, time, and
their chosen option for recovery from COVID.

An unclassified document dated 8/13/2021 by the Defense Advanced
Research Projects Agency, written by Commandant of the Marine Corps
Fellow, Joseph Murphy--available to you with a FOIA request--identifies
that lvermectin is "curative" of COVID-19 and "works throughout all
phases of the iliness because it both inhibits viral replication and
modulates the immune response.”

On July 8, 2021, the National Institute of Health (NIH) listed

Ivermectin as an approved medication for the treatment of COVID-19 in

Table 2e. "Characteristics of Antiviral Agents That Are Approved or

Under Evaluation for the Treatment of COVID-19". It also listed

Ivermectin as safe--"Generally well tolerated.” This table was

completely removed for political reasons once patients began bringing it

to hospitals to request this treatment for their dying relatives. The

chart's URL was:

https://us-east-2.protection.sophos.com?
d=nih.gov&u=aHROcHM6Ly93d3cuY292aWOxOXRyZWFO0bWVudGdlaWRIbGluZXMubmloLmdvdi90YW
JSZXMvAGFibGUtMmMUV&i=NWViIOWEzNmMVKMDA3MzIXNzcxMzJhMTNmé&t=L 2dRRHpXcHJwbzV3czJH
Z20zZXaVc4dkIDaF140U5VnRWaES53K2xreVpnZz0=&h=fb95fac5fc464e5e82b064088f127bb4

On the last day of 2021, my 67-year-old cousin passed away in the

hospital on a ventilator because Ivermectin was not made available to

him. Had Ivermectin been available to him, | believe he would be alive

today and on the road to recovery. Story after story abound of people

who recovered rapidly from COVID-19 after starting lvermectin and even

of people who were declining rapidly and dying on the hospital protocol

(Remdesivir and ventilator), but once prescribed lvermectin (usually by

court order or after being discharged from the hospital), these patients

made a drastic turn around. Many physicians are using Ivermectin to save

lives or making recommendations to other doctors and hospitals for doing

s0, including those of the Front Line COVID-19 Critical Care Alliance

(FLCCQC). https://us-east-2.protection.sophos.com?
d=covid19criticalcare.com&u=aHROcHM6LY9jb3ZpZDES5Y3JpdGIYWx]YXJILMNvbS9pdmVybWVidGIuL
WIuLWNvdmIKLTESLw==&I=NWVIOWEzZNmMVKMDA3MzIxNzcxMzJhMTNm&t=MDF6bm920TNNeVpnU
GFISHVaM3p5aVRNRHAZzV3k4QUOVRKNrQ2V5bWJaYz0=&h=fb95fac5fc464e5e82b064088f127bb4

This life-saving option should not require NH residents, in the Live
Free or Die state, to have to desperately try to order lvermectin
overseas, risking dying while waiting for it--If it isn't confiscated by


mailto:LAC@LaurieACouture.com
mailto:HHSEA@leg.state.nh.us

the postal service first.

Please support HB 1022 and support NH residents in their healthcare choice!
Sincerely,

Laurie A. Couture

Newmarket, NH



Archived: Thursday, January 20, 2022 11:01:17 AM

From: Michael Padmore

Sent: Tuesday, January 18, 2022 8:59:28 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Fw: House Bill 1022 - opposition - Dr. William Palmer
Importance: Normal

Members of the House HHS Committee,

Please see the forwarded message from Dr. William Palmer in opposition to HB1022. William is
the Governor of the New Hampshire Chapter of the American College of Physicians (the group
represents more than 560,000 internal medicine physicians nationwide).

Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society
7 North State St, Concord NH
(603) 858-4744 (cell)
michael.padmore@nhms.org

From: William Palmer <wspalmer56@gmail.com>

Sent: Tuesday, January 18, 2022 8:34 AM

To: Michael Padmore <Michael.Padmore@nhms.org>

Cc: William Palmer <wspalmer56@gmail.com>; Kent Powell <kenton.e.powell@hitchcock.org>
Subject: House Bill 1022

Mike,
| couldn’'t come to testify but hereiswhat | have to say:

| writein opposition to HB 1022. Ivermectin is not approved by the FDA for use against COVID-19. The
CDC, the NIH and the American College of Physicians all specifically recommend against the use of
Ivermectin for COVID-19 because there is no good evidence that it is effective and there is potential for
harm.

| would also be concerned, given how overwhelmed our New Hampshire healthcare system is, about where
patients go and who will cover the care for any ivermectin induced side effects. Please vote this bill down.

Sincerdly,

William Palmer MD FACP

Hogpitalist

Governor of the New Hampshire Chapter of the American College of Physicians ( the group represents
more than 560,000 internal medicine physicians nationwide)

Sent from my iPhone


mailto:Michael.Padmore@nhms.org
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:17 AM
From: Connie Roberts

Sent: Tuesday, January 18, 2022 8:50:08 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022

Importance: Normal

Dear HHSEA Committee Members:

| am a registered voter in NH. I'm asking for your support today of HB 1022> This legislation would
mandate that pharmacies must dispense ivermectin when prescribed by a physician. Currently doctors who
determine that ivermectin is in their patients' best interest can not get pharmacies to fill the prescriptions they
write. This treatment should be between the doctor and the patient. There is a growing body of research to
support the effacy of ivermectin in the early treatment of Covid. Supporting this legislation can save lives.
Respectfully,
Connie Roberts


mailto:connierroberts@yahoo.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:17 AM
From: Nancy Cunning

Sent: Tuesday, January 18, 2022 8:44:58 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Support and Pass Bill HB 1022

Importance: Normal

I am in full support of having decisions being made between Doctor and Patient.
Government needs to have respect for our freedoms and choices.

Pass Bill HB 1022

Thank you,

Nancy Cunning


mailto:nancydecor@msn.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:17 AM
From: sharon@acmswellness.com

Sent: Tuesday, January 18, 2022 8:38:02 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Pending legislation

Importance: Normal

Please support NH Bill 1022 Would Allow “ Dispensing Ivermectin to Persons in this State
Without a prior Prescription. Mexico isincluding this valuable, tried and trusted drug in Covid 19
kits.

And oppose OPPOSE HB 1369, relative to COVID-19 health and safety policies at New
Hampshire performing arts venues. This bill allows performing arts centers to create their own
COVID protocols including requiring vaccination for entry.

Trust me. We the people are done being pushed around.

Sharon

Sharon O’ Connor
6 Pheasant Run Lane
Stratham, NH 03885

603-738-8054


mailto:sharon@acmswellness.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:17 AM
From: hbbarnp@aol.com

Sent: Tuesday, January 18, 2022 7:43:21 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022, 1/18/22

Importance: Normal

To Whom it May Concern;

| am a practicing APRN in the state of NH and support HB 1022.
| base my decision on the following facts:

« IVERMECTIN (IVM) has been identified by the WHO as an "essential medication" due to its efficacy
and safety profile, including use by pregnant women and children. Use and safety findings list IVM at
the same drug level as Tylenol and aspirin.

IVM is available without a prescription for human use in many countries for decades.

The FDA approved IVM in 1996 as safe and effective for human use.

Since 2012 in multiple studies, IVM demonstrated it stops replication of a variety of viruses.

In 2020 studies proved IVM "demolished" SARS-Covid viral RNA in cells within 48 hours.

Prevention studies show IVM repeatedly demonstrated greater effect against COVID, than COVID
vaccines at a fraction of the cost and with few safety concerns.

It is clear from scientific data around the world, IVM has been demonstrated to be safe and effective for a
variety of parasitic and viral infections to include Covid and Covid variants.

| believe it is our ethical and moral duty to have IVM readily available per standing order, for pharmacists to
dispense to NH citizens.

Respectfully,
Dr. Holly Buckley, APRN

North Sutton, NH
Hbbarnp@aol.com


mailto:hbbarnp@aol.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:17 AM

From: Michael Padmore

Sent: Tuesday, January 18, 2022 7:36:43 AM

To: ~House Health Human Services and Elderly Affairs
Subject: Fw: HB1022 testimony - opposition - Dr. Eric Kropp
Importance: Normal

Attachments:

Addendum; Eric Kropp, MD HB1022.pdf ;Signature.pngf

Members of the House HHS Committee,
Please see the forwarded message from Dr. Eric Kropp in opposition to HB1022.

Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society
7 North State St, Concord NH
(603) 858-4744 (cell)
michael.padmore@nhms.org

From: Eric Kropp <drkropp@activechoicemd.com>
Sent: Monday, January 17, 2022 11:22 PM

To: Michael Padmore <Michael.Padmore@nhms.org>
Subject: Fwd: HB1022 testimony.

---------- Forwarded message ---------

From: Eric Kropp < drkropp@activechoi cemd.com>
Date: Mon, Jan 17, 2022 at 11:21 PM

Subject: HB1022 testimony.

To: Michael Padmore <michael.padmore@gmail.com>

Hi Mike,

Here is my testimony in favor of HB 1022.

Heh, Just kidding. | have struggled with formatting and sharing in google docs, so | just cut and
pasted it here.

ADdendum is attached as PDF.

Can you do me a huge favor and give it a quick once over before formatting? Thank you so
much.

you can paste in the attached signature, too. :

-Eric

Dear Mr Chairman, and Member of the House Health, Human Services & Elderly Affairs Committee,

Thank you for your kind consideration of my written testimony as my clinical obligations prevent me from being able to
attend the hearing in person. | am writing on behalf of the New Hampshire Society in opposition to HB1022. The basis


mailto:Michael.Padmore@nhms.org
mailto:HHSEA@leg.state.nh.us





318:16-a Standards for Collaborative Pharmacy Practice. —

I. For a pharmacist to participate in a collaborative pharmacy practice agreement, the pharmacist shall:

(a) Hold an unrestricted and current license to practice as a pharmacist in New Hampshire.

(b) Have at least $1,000,000 of professional liability insurance coverage.

(c) Have the knowledge base necessary for proper monitoring, including, but not limited to, associated disease
states, relevant laboratory tests, adverse events, drug and food interactions, safety, and efficacy. Depending upon the
complexity of the services being provided, the pharmacist may be required to have additional credentials or training
and shall demonstrate the receipt of approval by the board of pharmacy.

II. Any practitioner with prescriptive authority who holds an active, unrestricted license in the state of New
Hampshire may enter into a collaborative pharmacy practice agreement. A service authorized by a practitioner to be
performed by a pharmacist under a collaborative pharmacy practice agreement must be within the practitioner's
current scope of practice.

II1. Collaborative pharmacy practice agreements may be between single or multiple pharmacists and a single or
multiple practitioners.

IV. Collaborative pharmacy practice agreements shall meet the following general requirements:

(a) Each protocol developed pursuant to the collaborative pharmacy practice agreement shall contain detailed
direction concerning the services that the pharmacist may perform for patients. The protocol shall include, but not be
limited to:

(1) The specific drug or drugs to be managed by the pharmacist.

(2) The terms and conditions under which drug therapy may be implemented, modified, or discontinued.

(3) The conditions and events upon which the pharmacist is required to notify the collaborating practitioner and the
manner and time frame in which notification will occur.

(4) The laboratory tests that may be ordered in accordance with medication therapy management.

(5) Activities which may be performed by the pharmacist in conjunction with the protocol, which shall be
documented as specified in the protocol.

(6) A statement of the expected amount of time the pharmacist will dedicate to performing duties specified under the
protocol.

(b) Collaborative pharmacy practice agreements shall state the beginning and ending dates of the period of time
during which the agreement is in effect, and may be terminated, in writing, by either party at any time. Collaborative
pharmacy practice agreements shall be renewed at a minimum every 2 years. When collaborative pharmacy practice
agreements are terminated, the patient shall be informed and provided with details to allow for the uninterrupted
continuation of their medication therapy management regimen.

(c) Ongoing metrics for quality assurance and safety monitoring shall be agreed upon by the practitioner and
pharmacist and shall be included in the collaborative practice agreement. These metrics shall be consistent with
metrics adopted or enforced by regulatory bodies.

V. Supervision of the collaborative pharmacy practice agreement shall include:

(a) Protocols developed based on evidence-based guidelines for best practices.

(b) The referring practitioner receiving progress visit notes from each patient encounter in a time specified in the
agreement.

(c) The referring practitioner providing supervision for the treatment management of the referred patient.

(d) The retention on file of the collaborative pharmacy practice agreement and protocols at the pharmacist's place of
practice and at the practitioner's administrative office or place of practice, which shall be available upon request.

VI. Neither the attending practitioner nor the pharmacist in a collaborative practice pharmacy agreement may seek to
gain personal financial benefit by participating in any incentive-based program or accept any inducement that
influences or encourages therapeutic or product changes or the ordering of tests or services.

Source. 2020, 27:29, eff. July 21, 2020





318:47-1 Hormonal Contraceptives; Dispensing. —

L. In this section, "standing order" means a written and signed protocol authored by one or more physicians licensed
under RSA 329:12 or one or more advanced practice registered nurses licensed under RSA 326-B:18. Such
agreement shall specify a protocol allowing the pharmacist licensed under RSA 318:18 to dispense hormonal
contraceptives under the delegated prescriptive authority of the physician or APRN, specify a mechanism to
document screening performed and the prescription in the patient's medical record, and include a plan for evaluating
and treating adverse events. Any such prescription shall be regarded as being issued for a legitimate medical purpose
in the usual course of professional practice.

II. Licensed pharmacists following standing orders may dispense hormonal contraceptives to persons in this state
without a prior prescription.

II1. A pharmacist, pharmacy, physician, or APRN issuing or following standing orders shall be prohibited from
seeking personal financial benefit by participating in any incentive-based program or accepting any inducement that
influences or encourages therapeutic or product changes or the ordering of tests or services.

IV. Prior to dispensing hormonal contraceptives under this section, a pharmacist shall complete an Accreditation
Council for Pharmacy Education (ACPE) accredited educational training program related to hormonal
contraceptives. In addition, pharmacists shall comply with the most current United States Medical Eligibility
Criteria (USMEC) for Contraceptive Use as adopted by the Centers for Disease Control and Prevention.

V. The pharmacist shall provide each recipient of hormonal contraceptives pursuant to this section with a
standardized information sheet written in plain language, which shall include, but is not limited to, the indication for
the use of the hormonal contraceptive, the importance of follow-up care, and health care referral information.

VI. The board shall adopt rules, pursuant to RSA 541-A, relative to:

(a) Education and training required under paragraph I'V.

(b) Content and format of the information sheet required under paragraph V, in consultation with the commissioner
of the department of health and human services.

(c) A model statewide protocol, with the consent of the board of medicine, the board of nursing, and the department
of health and human services to be used for the purposes of paragraph I.

(d) Other matters necessary to the proper administration of this section.

VII. The board of medicine shall not deny, revoke, suspend, or otherwise take disciplinary action against a physician
based on a pharmacist's failure to follow standing orders provided the provisions of this section and the rules
adopted under this section are satisfied. The board of nursing shall not deny, revoke, suspend, or otherwise take
disciplinary action against an APRN based on a pharmacist's failure to follow standing orders provided the
provisions of this section and the rules adopted under this section are satisfied. The board of pharmacy shall not
deny, revoke, suspend, or otherwise take disciplinary action against a pharmacist who follows standing orders based
on a defect in those standing orders provided the provisions of this section and the rules adopted under this section
are satisfied.

Source. 2018, 205:2, eff. Aug. 7, 2018.





318:47-m Nicotine Cessation Therapy. —

L. In this section, "standing order" means a written and signed protocol authored by a physician licensed under RSA
329:12, a physician assistant licensed under RSA 328-D:2, or an advanced practice registered nurse licensed under
RSA 326-B:18. The agreement shall specify a protocol allowing a licensed pharmacist to provide nicotine cessation
therapy under the delegated prescriptive authority of the physician, physician assistant, or APRN, a mechanism to
document screening performed and the prescription in the patient's medical record, and include a plan for evaluating
and treating adverse events. The prescriptions shall be considered a legitimate medical purpose in the usual course of
professional practice.

II. Licensed pharmacists following standing orders may provide nicotine cessation therapy to persons in this state
without a prior prescription.

II1. A pharmacist, pharmacy, physician, physician assistant, or APRN issuing or following standing orders shall be
prohibited from seeking personal financial benefit by participating in any incentive-based program or accepting any
inducement that influences or encourages therapeutic or product changes or the ordering of tests or services.

IV. Prior to providing nicotine cessation therapy under this section, a pharmacist shall complete an Accreditation
Council for Pharmacy Education (ACPE) accredited educational training program related to nicotine cessation.

V. The pharmacist shall provide each recipient of nicotine cessation therapy with a standardized information sheet
written in plain language, which shall include, but is not limited to, the indication for the use of the nicotine
cessation therapy, the importance of follow-up care, and health care referral information.

VI. The board shall adopt rules, pursuant to RSA 541-A, relative to:

(a) Education and training required under paragraph I'V.

(b) Content and format of the information sheet required under paragraph V, in consultation with the commissioner
of the department of health and human services.

(c) A model statewide protocol, with the consent of the board of medicine, the board of nursing, and the department
of health and human services to be used for the purposes of paragraph I.

(d) Communication to the patient's primary care provider with the consent of the patient.

VII. The board of medicine shall not deny, revoke, suspend, or otherwise take disciplinary action against a physician
or physician assistant based on a pharmacist's failure to follow standing orders provided the provisions of this
section and the rules adopted under this section are satisfied. The board of nursing shall not deny, revoke, suspend,
or otherwise take disciplinary action against an APRN based on a pharmacist's failure to follow standing orders
provided the provisions of this section and the rules adopted under this section are satisfied. The board of pharmacy
shall not deny, revoke, suspend, or otherwise take disciplinary action against a pharmacist who follows standing
orders based on a defect in those standing orders provided the provisions of this section and the rules adopted under
this section are satisfied.

Source. 2021, 189:4, eff. Jan. 1, 2022.










of this opposition is multifold. Three existing statutes in particular highlight the stark deficiencies in patient protection
that are absent from this proposed legislation, and the deviations from the standard of care for these arrangements
that have been developed by Boards of Pharmacy, Nursing and Medicine. Specifically, RSA 318:47-1 Hormonal
Contraceptives; Dispensing , 318:47-m Nicotine Cessation Therapy and RSA 318:16-a Standards for Collaborative
Pharmacy Practice, already provides an existing framework for medication management by a Pharmacist under
standing orders from a Physician. Please see the attached addendum for highlights.

Ivermectin is a prescription only medication that is FDA approved for the treatment of Strongyloidiasis of the intestinal
tract, and Onchocerciasis (River blindness). Use of lvermectin for prevention or treatment of COVID-19 is off-label. Thus,
this Bill cannot be modeled after the standing orders for Hormonal Contraceptives and Nicotine Cessation Therapy,
both of which are to be dispensed specifically for widely accepted, longstanding FDA indications. Standing orders
amount to the practice of medicine by pharmacists, who are required to complete accredited educational training
programs before managing patients. Pharmacists also must follow the most current national guidelines, or a statewide
model protocol. The content and format of the standardized information sheets are determined by the Board of
Pharmacy and specific to the indication for therapy. These measures, critical to ensure that patients receive safe and
effective care are absent from HB1022.

Off-label prescribing is common, but it requires additional considerations from the practitioner and patient. To propose
a law in which "Nothing on the information sheet shall discourage the recipient from using ivermectin for the treatment
of COVID-19" shows a wanton disregard for patient safety and self-determination. Who determines if information is
“discouraging?” Are studies showing lack of efficacy discouraging? Is describing any risk of harm discouraging? No one
should be gagged from informing a pregnant patient that Category C in pregnancy means that animal studies DO show
risk of adverse developmental outcomes and that there are NO studies in pregnant women. Only a fully informed
patient can make a choice free or coercion.

The science and understanding of risks, benefits and application of Ivermectin are constantly evolving as is the target
itself, SARS-Cov-2. The legislature is not the place to determine what is an appropriate use of medications during a
rapidly evolving pandemic.

State law already allows practitioners and pharmacists to collaborate and develop other protocols based on evidence-
based guidelines in RSA 318:16-a. As highlighted in the addendum, not only does this Bill fall woefully short of the
established protections and standards of care, it is redundant.

In summary, the NH Medical Society opposes Bill which falls well short of the patient safety afforded by both the
existing laws for standing orders for specific FDA approved medications, and RSA 318:16-a, which already establishes
the minimum requirements to ensure patient safety in a collaborative model of evidence based medical care between a
pharmacist and a practitioner. We ask that you find this Bill Inexpedient to Legislate

Sincerely,

Eric Kropp, MD Family Medicine President, New Hampshire Medical Society

Eric Kropp, MD

Active Choice Healthcare
13 Chenell Dr., Suite 2
Concord, NH

(603) 410-4644



Archived: Thursday, January 20, 2022 11:01:17 AM

From: Michael Padmore

Sent: Tuesday, January 18, 2022 7:35:37 AM

To: ~House Health Human Services and Elderly Affairs

Subject: Fw: /18 HHS bill HB1022 - Opposition - Dr. Linda Williams
Importance: Normal

Members of the House HHS Committee,
Please see the forwarded message from Dr. Linda Williams in opposition to HB1022.

Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society
7 North State St, Concord NH
(603) 858-4744 (cell)
michael.padmore@nhms.org

From: Williams, Linda <Linda.Williams@snhhs.org>
Sent: Sunday, January 16, 2022 10:38 AM

To: Michael Padmore <Michael.Padmore@nhms.org>
Subject: 1/18 HHS bill 1022

AsaNashua pediatrician and Bedford resident | am writing in opposition to the bill (1022) allowing
pharmacists to dispense ivermectin by standing order. Thereisno medical evidence that Ivermectin
improves covidl9, there are significant possible side effects to using ivermectin which patients should be
counseled on (for proper diagnoses), and inappropriate use of ivermectin undermines our medical

professionals who are counseling against its use in covid.
Thank you for your time,
LindaWilliams, MD


mailto:Michael.Padmore@nhms.org
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:17 AM

From: Michael Padmore

Sent: Tuesday, January 18, 2022 7:34:10 AM

To: ~House Health Human Services and Elderly Affairs

Subject: Fw: HB 1022 regarding standing order for ivermectin - Opposition - Dr. Warren
Goldblatt

Importance: Normal

Members of the House HHS Committee,
Please see the forwarded message from Dr. Warren Goldblatt in opposition to HB1022.

Thanks,

Mike Padmore

Director of Advocacy

New Hampshire Medical Society
7 North State St, Concord NH
(603) 858-4744 (cell)
michael.padmore@nhms.org

From: Warren Goldblatt <WGoldblatt@EyesightNH.com>
Sent: Sunday, January 16, 2022 7:48 PM

To: Michael Padmore <Michael.Padmore@nhms.org>
Subject: HB 1022 regarding standing order for ivermectin

Asaphysician, | find it hard to believe that the legislature is considering allowing pharmacists to act as
licensed physicians to allow them to prescribe medications, especialy something like ivermectin, which

has never been proven to be of any benefit in the tresatment of COVID.
Please do not allow thistravesty to take place

Warren


mailto:Michael.Padmore@nhms.org
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:17 AM
From: Lynn McCarthy

Sent: Tuesday, January 18, 2022 7:27:04 AM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022

Importance: Normal

Health and Human services committee,

| am writing to ask you to support this legislation to give doctors and citizens the right to choose
their method of medical treatment. Currently it is difficult to have a prescription for Ivermectin be
fulfilled almost anywhere in NH. This Bill will eliminate that difficulty.

Thank you for your integrity.
Lynn McCarthy
New Castle NH


mailto:seasauce@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:17 AM

From: don.bettencourt@gmail.com

Sent: Tuesday, January 18, 2022 7:06:54 AM

To: ~House Health Human Services and Elderly Affairs

Subject: HB1022 permitting pharmacists to dispense the drug ivermectin by means of a standing order.
Importance: Normal

To All NH House Health, Human Services and Elderly Affairs Committee Members

Please support HB 1022. A friend of mine tested positive for Covid just after Thanksgiving. When unable to
be treated with Ivermectin by his PCP, he purchased Ivermecton at the local Tractor Supply store. When he
told me that, | thought he was kidding but he explained that it is the same drug and just needs to be
adjusted for the proper dosage based on the patient's weight. On the day after beginning to take
Ivermectin, his symptoms nearly disappeared and he decided to stop taking the drug. The next day, the
Covid symptoms returned, although they were milder. He resumed the Ivermectin and again the symptoms
nearly disappeared.

I am shocked that NH residents are currently being forced to shop at Tractor Supply in order to obtain
Ivermectin. When | asked my PCP if she would be able to get me some if | tested positive for Covid, she
indignantly told me that she would lose her license if she did. This is absurd!

Thank you for supporting this bill.

Don Bettencourt,
Sunapee


mailto:don.bettencourt@gmail.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:18 AM
From: Chloe

Sent: Monday, January 17, 2022 11:51:03 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022

I mportance: Normal

Please support HB 1022 to allow ivermectin to be used to treat corona.

Chloe Sowers
Manchester Ward 11

Sent from my iPhone


mailto:starrychloe@oliveyou.net
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:18 AM
From: Den Chapman

Sent: Monday, January 17, 2022 10:28:05 PM

To: ~House Health Human Services and Elderly Affairs
Subject: HB 1022 - support

Importance: Normal

The rest of the world can buy ivermectin any time they want to, but the citizens of NH can't. Why not? Itis on
the top 10 list of treatments by the WHO. It has been used for decades without harming people.

Please support HB 1022
Thank you

kevin chapman
marlborough


mailto:denoct103@yahoo.com
mailto:HHSEA@leg.state.nh.us

Archived: Thursday, January 20, 2022 11:01:18 AM
From: Peter de Bruyn Kops

Sent: Monday, January 17, 2022 10:10:39 PM

To: ~House Health Human Services and Elderly Affairs
Subject: OTP HB 1022

I mportance: Normal

Ivermectin is one of the safest drugs sold b