IN THE BUTLER COUNTY COMMON PLEAS COURT
CIVIL DIVISION

JULIE SMITH, as guardian of JEFFREY SMITH,
3907 Charfield Lane
Hamilton, OH 45011

CASE NO.
Plaintiff,

_VS_
JUDGE:
WEST CHESTER HOSPITAL, LLC
DBA WEST CHESTER HOSPITAL
C/O GH&R Business Services, Inc.
312 Walnut Street, Suite 1800
Cincinnati, OH 45202

Defendant.

FILED

MARY L. SWAIN
BUTLER COUNTY
CLERK OF COURTS
08/20/2021 03:30 PM
CV 2021 08 1206

COMPLAINT FOR EMERGENCY MEDICAL DECLARATORY JUDGMENT

AND EMERGENCY INJUNCTIVE RELIEF
ORAL ARGUMENT REQUESTED

The Plaintiff, as Guardian of Jeffrey Smith, by and through undersigned counsel, states the

following for this Complaint for Emergency Medical Declaratory Judgment and Emergency

Injunctive Relief.

I. INTRODUCTION

1. This is a civil action for Emergency Declaratory and Injunctive Relief brought by

the Plaintiff, JULIE SMITH, who is the wife and guardian of, JEFFREY SMITH (“Jeffrey”); who

is currently a patient in the Intensive Care Unit at West Chester Hospital, LL.C, an Ohio nonprofit

limited liability company, dba West Chester Hospital, aka UC Health West Chester Hospital; and
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who is diagnosed with COVID-19 and intubated.

2. Ms. Smith seeks a declaration that the Defendant honor her decision of treatment
as guardian pursuant to Dr. Fred Wagshul’s medical order and prescription, requiring the
Defendant to administer Ivermectin to Jeffrey, and a declaration that the Defendant comply with
Dr. Wagshul’s medical orders for further prescriptions for Jeffrey in his battle with Covid-19.

3. Ms. Smith additionally seeks an order for such other, further and different relief as
the Court deems just, equitable and proper.

1I. JURISDICTION AND VENUE

4. This Court has personal jurisdiction over the Defendant in that Defendant resides
and/or transacts or transacted business in the State of Ohio and in Butler County.

5. Venue is proper in this Court pursuant to Ohio Civ.R. 3(C)(3) in that substantially
all of the events that give rise to the claims in this action occurred in Butler County.

6. Ms. Smith is not seeking monetary or compensatory damages as her cause of action
simply relates to the enforcement of her guardianship decision of a reasonable course of treatment
for Jeffrey and the enforcement of his physician’s order and prescription; this Court has subject
matter jurisdiction over this matter and the parties.

I1II. PARTIES

7. The Plaintiff, Julie Smith, is a citizen of the Unites States of America, a resident of
the State of Ohio, is over the age of 18, and is a resident of Butler County; Ms. Smith is her
husband’s, Jeffrey Smith’s, guardian, and therefore has standing to bring this Complaint.

8. The Defendant is a non-profit limited liability company in good standing and duly

registered with the Ohio Secretary of State with an address of 7700 University Drive, West Chester



Township, OH 45069.
9. The Defendant is the physical hospital where Jeffrey is a patient in the Intensive Care

Unit, diagnosed with COVID-19, breathing only with the assistance of a ventilator.

1V. STATEMENT OF FACTS

10. On July 9, 2021, Jeffrey tested positive for Covid-19.

11. On July 15, 2021, after excessively coughing and his oxygen saturation dropping
dangerously low, Jeffrey was admitted to the Defendant’s hospital.

12. That same day, he was moved into the ICU and placed on a nasal cannula during the day
and a BiPAP at night.

13. The Defendant treated Jeffrey with its Covid-19 protocol, which consisted of Remdesivir,
plasma, and steroids.

14. On July 27, 2021, and after a period of relative stability, Jeffrey’s condition began to
decline; his oxygen level was dropping and he was unstable.

15. From July 28, 2021 through July 31, 2021, the Defendant proned Jeffrey all night and
flipped him to his back during the day.

16. Jeffrey’s condition continued to decline.

17. On August 1, 2021, Jeffrey was sedated, intubated, and placed on a ventilator.

18. On August 3, 2021, there was a Code Blue: the Defendant allowed the sedation drug to
completely run out, causing Jeffrey to awaken, rip the air tube out of his esophagus, disturbing and/or
breaking the feeding tube, which caused food particles and toxins to escape into his lungs; this caused him
to aspirate.

19. After the Code Blue, Jeffrey suffered infection after infection and continues to suffer from
infections as a result of the aspiration.

20. As of August 19, 2021, the ventilator is at 80%, and he is suffering from another infection.
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21. As a 51 year old male, on a ventilator, Jeffrey’s chances of survival have dropped to less
than 30%.

22. At this point, the Defendant has exhausted its course of treatment and COVID-19 protocol
in treating Jeffrey, which is unacceptable to Ms. Smith.

23. Ms. Smith investigated other forms of treatment for COVID-19.

24. Ms. Smith requested that the Defendant administer Ivermectin pursuant to its dosage
schedule.
25. The Defendant refused to administer Ivermectin despite its minimal downside and side

effects.

26. Ms. Smith offered to sign a release, releasing the Defendant, its agents, assigns, any third
parties acting on its behalf, and any doctors acting on its behalf, from any and all liability in administering
the Ivermectin to her husband.

27. Despite the aforementioned, the Defendant refused and is unwilling to administer the
Ivermectin to Jeffrey.

28. As of August 19, 2021, Jeffrey has been on a ventilator for 19 days; he is on death's
doorstep; there is no further COVID-19 treatment protocol for the Defendant to offer to Jeffrey; Ms. Smith
does not want to see her husband die, and she is doing everything she can to give him a chance.

29. Ms. Smith sought the medical advice of Dr. Waghsul with regard to her husband’s prior
medical history, current medical condition, and the usage of Ivermectin in treating Covid-19 and its after
effects.

30. Dr. Wagshul is one of the foremost experts on using Ivermectin in treating Covid-19 and a
founding member of the Frontline Covid-19 Critical Care Alliance; he supports the use of Ivermectin to
treat Jeffrey, and prescribed Ivermectin to him.

31. The Defendant refuses comply with Dr. Wagshul’s medical order and prescription to



administer [vermectin to Jeffrey.

32. Ms. Smith seeks a declaratory judgment declaring that the Defendant follow Dr. Wagshul’s
order and prescription to administer Ivermectin to their mutual patient, Jeffrey Smith; and a declaration that
the Defendant comply with the guardian’s reasonable wishes and directives for her husband. Ms. Smith

has no other option but to bring the instant declaratory judgment civil action.

V. CAUSE OF ACTION

As and for a Cause of Action Against the Defendant,
Ms. Smith alleges as follows:

33. Repeats and realleges each and every allegation previously made as if restated herein.

34. Ms. Smith is the legal guardian of her husband, Jeffrey Smith.

35. Jeffrey is a patient at the Defendant’s hospital with very little chance of survival.

36. Jeffrey has been diagnosed with COVID-19 and is currently in the Intensive Care Unit at
the Defendant’s hospital; he is only breathing with the assistance of a ventilator.

37. Despite requesting that the Defendant administer Ivermectin to Jeffrey, and despite Dr.
Wagshul’s order and prescription, the Defendant has refused and is unwilling to do so.

38. Despite Ms. Smith’s offer to sign a full release, releasing and relieving the Defendant from
any and all liability concerning the administration of Ivermectin to her husband, the Defendant has refused
and is unwilling to do so.

39. Despite the Defendant exhausting its Covid-19 protocol with nothing left to treat Jeffrey,
the Defendant refuses to administer Ivermectin to Jeffrey based on upon Dr. Wagshul’s order and
prescription.

40. As a result of the Defendant’s refusal to administer Ivermectin to Jeffrey pursuant to Dr.

Wagshul’s order and prescription, Jeffrey, through Ms. Smith, has been damaged.



41. Ms. Smith does not have an adequate remedy at law to enforce her guardianship wishes for
her husband and Dr. Wagshul’s order and prescription.

42. Ms. Smith has not made any prior applications for the relief requested herein.

43. It is Ms. Smith’s belief that she has made out a cause of action for declaratory judgment.

V1. RELIEF SOUGHT

Based on the facts and the law, Ms. Smith is entitled to a declaratory judgment from this
Court (A) declaring and enforcing her guardianship decision for reasonable treatment for her
husband; and (B) declaring and enforcing Dr. Wagshul’s order and prescription to administer
Ivermectin to Jeffrey Smith.

Ms. Smith respectfully requests that this Court enter an order declaring that the Defendant
comply with (1) her reasonable requests as Jeffrey’s guardian; and (2) Dr. Wagshul’s order and

prescription to administer Ivermectin to Jeffrey Smith.

WHEREFORE, Ms. Smith respectfully requests that this Court Order the following:

(A) Enter a judgment in favor of Ms. Smith on the Complaint in its entirety and
against the Defendant;

(B) Enter a judgment in favor of Ms. Smith, declaring that the Defendant comply
with Dr. Wagshul’s order and prescription to administer Ivermectin to their Jeffrey Smith;

(C) Award Ms. Smith all relief allowed by law and equity, including, but not
limited to, declaratory, preliminary and permanent injunctive relief; and

(D) A judgment granting Ms. Smith such other, further and different relief that the

Court deems just, equitable and proper.



Respectfully submitted,

/s/ Jonathan Davidson, Esq.
Jonathan E. Davidson
Davidson Law Office Co., LPA
2 S. Third St., Suite 301
Hamilton, Ohio, 45011

(513) 868-7100

513-330-6969 (fax)
idavidson(@davidsonlaw.org

/s/ Jeffrey G. Stagnaro, Esq.
Jeffrey G. Stagnaro

Sharon J. Sobers
STAGNARO, SABA

& PATTERSON CO, L.P.A.
7373 Beechmont Avenue
Cincinnati, Ohio 45230
(513) 533-2981

(513) 533-2999
ies{@sspiirm.com

and

/s/ Ralph C. Lorigo, Esq.

Ralph C. Lorigo, Esq. (Pro Hac Vice Pending)
LAW OFFICE OF RALPH C. LORIGO

101 Slade Avenue

West Seneca, NY 14224

(716) 824-7200

rlorigo@lorigo.com

Counsel for Plaintiff
Julie Smith, Guardian of Jeffrey Smith

CERTIFICATE OF SERVICE

The undersigned hereby certifies that on this ~~ day of August, 2021, a copy of the foregoing
was filed with the Clerk of Courts by using the ECF System, which will send a notice of electronic
filing to all parties indicated on the electronic filing receipt, pursuant to Civ.R. 5(B)(2)(f). All
other parties will be served by regular US Mail, postage prepaid pursuant to Civ.R. 5(B)(2)(c):



West Chester Hospital, LLC

dba West Chester Hospital

7700 University Drive

West Chester Township, OH 45069

C/O Registered Agent

GH&R Business Services, Inc.
312 Walnut Street

Suite 1800

Cincinnati, Ohio 45202

/s/ Jonathan Davidson, Esq.
Attorney for Julie Smith
Supreme Court No.: 0090093

and

/s/ Ralph C. Lorigo, Fsq.
Ralph C. Lorigo, Esq. (Pro Hac Vice Pending)

Counsel for Plaintiff



IN THE BUTLER COUNTY COMMON PLEAS COURT

CIVIL DIVISION
JULIE SMITH, as guardian of
JEFFREY SMITH,
CASE NO.
Plaintiff,
_VS_
JUDGE:
WEST CHESTER HOSPITAL, LLC
DBA WEST CHESTER HOSPITAL
Defendant.

AFFIDAVIT OF JULIE SMITH IN SUPPORT OF HER MOTION SEEKING
EMERGENCY AND INJUCTIVE RELIEF

Julie Smith, having first been duly sworn, deposes and says as follows:

1. I am the guardian of my husband, Jeffrey Smith; this action is brought on his behalf
in my capacity as his guardian; attached hereto as Exhibit “A” is the Order, appointing me guardian
over my husband, Jeffrey Smith.

2. I am fully familiar with all of the facts and circumstances of this Motion; my
knowledge is based upon (A) my personal knowledge; (B) my authority as guardian of my
husband; and (C) my review of the documents relevant to this Motion.

3. I make this Affidavit in support of my Motion seeking an Order, compelling West
Chester Hospital, LLC, dba West Chester Hospital, its agents, assigns, or any third party acting on
its behalf'to comply with my husband’s physician’s order and prescription to administer Ivermectin
to him.

4. For the reasons set forth herein, it is respectfully submitted that this Motion should



be granted in its entirety.

5. Jeffrey and I have been married for 24 years.
6. Heis a 51 year old healthy family man; he is a Verizon Wireless Network Engineer.
7. Jeffrey and I have three children; he loves his children more than anything.

8. He enjoys fishing, hiking, and camping with our family.

9. He participates in Trail Life with our son.

10.  He is faithful and loyal to a fault.

11.  Family is his everything; attached as Exhibit “B” is a recent picture of Jeffrey
before being admitted to the Defendant’s hospital.

12. On July 9, 2021, Jeffrey tested positive for Covid-19.

13. On July 15, 2021, after excessively coughing and his oxygen saturation dropping
dangerously low, Jeffrey was admitted to the Defendant’s hospital.

14. That same day, he was moved into the ICU and placed on a nasal cannula during
the day and a BiPAP at night.

15. The Defendant treated Jeffrey with their Covid-19 protocol, which consisted of
Remdesivir, plasma, and steroids.

16. On July 27, 2021, and after a period of relative stability, Jeffrey’s condition began
to decline; his oxygen level was dropping and was unstable.

17.  From July 28, 2021 through July 31, 2021, the Defendant proned Jeffrey all night
and flipped him to his back during the day.

18.  Jeffrey’s condition continued to decline.

19. On August 1, 2021, Jeffrey was sedated, intubated, and placed on a ventilator.

20. On August 3, 2021, there was a Code Blue: the Defendant failed to refill the



sedation drug and it completely depleted, causing Jeffrey to awaken, rip the air tube out of his
esophagus, disturb and/or break the feeding tube, which caused food particles and toxins to escape
into his lungs; this caused him to aspirate.

21.  After the Code Blue, Jeffrey suffered infection after infection and continues to
suffer from infections as a result of the aspiration.

22. As of August 19, 2021, the ventilator continues to hover at or about 80%, and he
continues to suffer from infections.

23. Since August 1, 2021 and now for 19 days, Jeffrey has been on a ventilator in a
medically induced coma, aspirated, and suffered from numerous infections; he continues to suffer
and decline.

24, The Defendant has exhausted their Covid-19 treatment protocol; in other words,
the Defendant has no further treatment options for Jeffrey, and his situation is truly “wait and see”.

25. As a 51 year old male placed on a ventilator, Jeffrey’s chances of survival have
dropped to less than 30%.

26. At this point, there is nothing more the Defendant can do, or will do, for my
husband.

27.  However, I cannot give up on him, even if the Defendant has. There is no reason
why the Defendant cannot approve or authorize other forms of treatment so long as the benefits
outweigh the risks.

28.  Running out of options, I began researching other Covid-19 treatment options.

29.  Inmy research, I came across an article in the Chicago Tribune about a woman who
was 68 years old, Covid-19 positive, in the ICU, and on a ventilator; like my husband, she was on

death’s doorstep. (Exhibit “C”).



30.  After being admitted to Elmhurst Hospital for Covid-19, Ms. Nurije’s condition
rapidly, and consistently deteriorated. (Exhibit “C”).

31.  Like myself, Ms. Nurije’s daughter would not accept her mother’s fate by the
hospital’s refusal to seek other treatment options.

32.  Her mother’s primary care physician agreed to prescribe Ivermectin, and Ms.
Nurije’s daughter offered to sign a release and waiver, relinquishing the hospital of any liability.
Yet they adamantly refused to administer Ivermectin to Ms. Nurije. (Exhibit “D”).

33.  Ms. Nurije’s daughter then obtained an Order from DuPage County Judge James
D. Orel, enforcing Dr. Crevier’s order to administer Ivermectin to Ms. Nurije. (Exhibit “E”).

34.  After Ms. Nurije was administered her first dose of Ivermectin, the ventilator was
reduced from 75% to 65%; this was the first sign of improvement in Ms. Nurije’s condition since
she was admitted over twenty days prior. (Exhibit “F”).

35.  Ms. Nurije is now out of the hospital and home.

36.  Elmhurst Hospital appealed Judge Orel’s Order and the Appellate Court recently
dismissed the appeal in its entirety, but more importantly, upheld Judge Orel’s original order.

37.  lalso came across an article in the Buffalo News about a woman who was 80 years
old, Covid-19 positive, in the ICU, and on a ventilator; like my husband, she was on death’s
doorstep. (Exhibit “G”).

38.  Her children convinced the ICU doctor to administer Ivermectin as a Hail Mary
attempt to save her life; within 48 hours after the first dosage, she was transferred out of the ICU
and taken off the ventilator. (Exhibit “G”).

39.  However, once on the general Covid-19 floor and with different doctors, they

refused to continue with the remaining doses of Ivermectin; the family ended up obtaining a Court



Order from a New York State Supreme Court Justice, enforcing the primary care physician’s order
to continue the doses of Ivermectin, and within two weeks, she was released from the hospital.
(Exhibit “G”).

40.  New York State Supreme Court Justice Henry Nowak’s Order is attached hereto as
Exhibit “H”.

41.  Talso discovered the story of Glenna Dickinson. (Exhibit “I”).

42.  Ms. Dickinson’s story is similar to so many suffering from Covid-19; she was
placed in the ICU and on a ventilator; she was on death’s doorstep. (Exhibit “T”).

43.  Ms. Dickinson’s physician prescribed Ivermectin for her, but Rochester General
Hospital refused to administrate it. (Exhibit “T”).

44. The family obtained an Order from Supreme Court Justice Frank Caruso, Ordering
Rochester General to comply with the physician’s order and administer Ivermectin. (Exhibit “J”).
45. I continued to research Ivermectin, its use, and effect in treating Covid-19.

46. My research led me to the Front Line Covid-19 Critical Care Alliance (“FLCCC”),
which is headed by Doctor Pierre Kory, a lung and ICU specialist.

47. On December 8, 2020, Dr. Kory testified before Congress regarding his findings
on the use and success of Ivermectin in treating Covid-19, which can be found at
https://vimeo.com/490351508. (Exhibit “K”).

48. My research also led me to the latest attached medical articles and studies regarding
Ivermectin. (Exhibit “L”).

49. The Broward County Study attached in Exhibit “L” is study of more than 200
severe Covid-19 patients, like my husband; in that study, of those who did not receive Ivermectin,

80% died; of those that received Ivermectin, only 30% died. (Exhibit “L”).



50. After conducting all of the research, I requested, numerous times, that the
Defendant, give my husband a chance and prescribe him Ivermectin.

51. The doctors and administration at the Defendant’s hospital refused.

52.  Toffered to sign a release and waiver, relinquishing the Defendant of any liability
if it administered Ivermectin to my husband; however, the doctors and administration refused.

53. My husband’s physician, Dr. Fred Wagshul, MD, a pulmonologist, and expert on
using Ivermectin in treating Covid-19, prescribed Ivermectin for my husband; the prescription is
attached hereto as Exhibit “M”; however, the Defendant will not administer it to my husband.

54.  Dr. Wagshul is aware of my husband’s past and current medical condition; Dr.
Wagshul would not prescribe Ivermectin if he believed it was unsafe.

55. As set forth in the attached Exhibits, Ivermectin has little to no downside.

56. My husband is on death’s doorstep; he has no other options.

57.  With absolutely nothing to lose, with little to no risk, and with the Defendant likely
to begin palliative care, there is no basis for it to refuse Dr. Wagshul’s order and prescription to
administer Ivermectin to their mutual patient.

58.  Itis respectfully submitted that this Court give my husband a fighting chance.

59.  Itis further respectfully submitted that this Court enforce Dr. Wagshul’s order and
prescription to administer Ivermectin to my husband.

60. It is further respectfully submitted that this Court grant this Motion in its entirety.

61.  For all of the foregoing reasons, it is respectfully requested that the Court enter an
Order as follows:

A. An order compelling the Defendant and/or its agents to comply Dr.

Wagshul’s order and prescription to administer Ivermectin to my husband, their mutual patient;



B. An order granting me such other, further and different relief that the Court

deems just, equitable and proper.

JULIE SMITH
Subscribed and sworn to before
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EXHIBIT “A”



FILED

2021 AUG |
PROBATE COURT OF BUTLER COUNTY, OHIO 3 PH 4 30
BUTLEH ¢
PROBATE
JUDGE JOHN t

IN THE MATTER OF GUARDIANSHIP OF  Jeffrey D. Smith

Case No. PG21-08-0129

EMERGENCY
LETTERS OF GUARDIANSHIP

[R.C. 2111.02]

{guardian 2)

is appointed Guardian of

,an . lncompetent l:lMinor.

werden2)  Julie Smith

Jeffrey D. Smith

Guardian's powers are:
All powers conferred by the laws of Ohio and rules of this Court over the ward's:

I:] Person and Estate - Person Only D Estate Only

Limited to

otherwise.

Those guardianship powers, until revoked, are for an:

Indefinite time period
D Definite time period to

The above-named Guardian has the power conferred by law to do and perform all the duties of Guardian as described. i
No expenditures shall7made w7out prior Court authorization. /4 /e/(/_—\

Probate Jud

Date

NOTICE TO FINANCIAL INSTITUTIONS

Funds being held in the name of the within-named Ward shall not be released to Guardian without a Court order
directing release of a specific fund and amounts thereof.

CERTIFICATE OF APPOINTMENT AND INCUMBENCY

The above document is a true copy of the origina! kept by me as custodian of this Court. It constitutes the appointment

and letters of authority of the named guardian, who is qualified and ag[’ g in such capacity. i

Probate Judge t :
Deputyhlerk p
A}f{ 24,200

Date

(SEAL)

FORM 15.4 - LETTERS OF GUARDIANSHIP- PDF 4/1/2004



EXHIBIT “B”






EXHIBIT “C”



Bi2i2021 After court order, Elmhurst Hospltal says s allowing COVID-18 palient o recelve controvarsial drug ermectin - Chicage Tribune

After court order, Blmhurst Hospital says it’s allowing COVID-19
patient to receive controversial drug ivermectin

By JOHN HRILMAN
CHICAGO TRIBUME | MAY 04, 2021

e~

An attorney for Elmburst Hospital said at a court hearing Tuesday that a patient whose daughter sued to procure a controversial
{reatment for COVID-19 has begun to receive the medication.

The lawyer, Joseph Monahan, said an outside doctor was granted evedentials to work at the hospital so he could administer
ivermectin to Nuxije Fype, a 68-year-old who has been in intensive care for nearly a month and is on a ventilator, She received her
first dose Monday night, aceording to Ralph Lorigo, one of her attorneys.



Bizi2021 After court order, Elmhurst Hospital says It's allowing COVID-19 patient {o recalve cantroversial drug lvermectin - Chicage Titbune

ABVERTISENERT

Monahan said the hospital’s own doctors did not want to
acdminister the medication, which is normally used to tveat
patients suffering from diseases caused by parasitic worms.
The Food and Drug Administration has cantioned against
its use in COVID-19 cages, saying its safety and efficacy for
that application has not been established.

But some vesearchers and physicians say they have seen
good results from the drug, and when Fype's daughter
Desareta read a news story about an upstate New York
woman who recovered from COVID-19 aftey receiving
jvermectin, she went to court tosecure itsuse forher
mother,

DuPage County Judge James Orel ordered Elmburst
Hospital not to stand in the way of Fype receiving the
medication, When Fype’s own doetor was unable to
advminister it, Loxigo s4id, the legal team found ancther
physician who had to travel “1%2, 2 hours each way” butwas
willing to do it

Lorigo asked the judge to order Elmbuist Hospital to pay
that doctor's fees, along with Pype's legal expenses and a
$25,000 fine, and to allow a nurse to administer the drug
instead of the doctor. Orel declined, saying the hospital had
met the conditions of his order.

Wurije Fyne 4 on o ventllntar st Blmhust Hospltol whils bitling COVIEE1D, (ype Buwidly phiote)

AUVERTISEMENT



6i2r2021 Aftar cotsrtarder, Eimhurst Hospltal says itfs allowing COVID-18 patlent {0 recelve controversial diug vermactin - Chicago Tribune

“Phe medication is being given,” he said. “That's why this whole matter is in front of this comt. Yo have resolved thatin this
courfamind.”

Reached after Tuesday's hearing, Desareta Fype said the drug's effects should show up after 24.10 48 hours, The preseyiption is
supposed to last for 10 days, or until her mother’s condition improves sufficiently, and Desareta Fype said she hopes nothing will
deradl that schedule.

“Pm hoping and praying the ivermectin will continue to be used until she gets better,” she said.

Fkeilman@ehicagotribune.com
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Gl212021 DiuPaga County judge ordors Elmburst Hospital to allow COVID-14 patient fo recelve coritrovarsial madication ~ Chicago Tribune

DuPage County judge orders Elmhurst Hospital to allow COVID-19
patient to receive controversial medication

By JOHM KEILMAN
CHICAGO TRIBUNE | MAY-03, 2011

L flad

A DuPage County judge on Monday ordered Elmburst Hospital to allow a comatose woman suffering from COVID-19 toreceive a
medication the Food and Drog Administration says could be unsafe, but the legal fight appears bound to escalate.

Nuxije Fype, 68, of Elmbnnst, hag Been in intensive care at the hospital since early April and js now on a yentilatoy, aceording to
festimony at the court hearing. Her daughter, Desareta Fype, is pushing for her mother to receive a medication ealled ivermectin,
normally used to treat dissases canged by parasiticwonmns.



Biz12021 DuPags Gounty Jodge orders Elmhurst Hospltal o allow COVID-14 patlent o recelve controverslal medication - Chicage Tribune

ADVERTISERENT.

Desareta Fype said in an affidavit she learned about the
drug in & news article while researching treatment options
for her mother, The stoxy, published in the Buffalo News,
told of an 8o-year-old woman in dire shape from COVID-19
who recovered affer her family sued to get her ivermectin,

The FDA, however, has gantioned against using ivermectin
totreat patients suffering from the virus. It says some
people have been hospitalized after self-medicaling witha
form of the drug intended for horses, and that large doses
gan be fatal, )

Another federal agency, the National Institates of Health,
has taken a more measured gtance, saying that while the
drug is well-tolerated when used for its intended purposes,
there isn't enough information to allow a recommendation
“for-or agalnst” using it to freat COVID~19.

Flmhurst Hospital's attorney, Joseph Monahan, said at the
hearing none of its doctors would agree to administer
ivermectin for COVID-19, and that an internal ethics panel
condluded its use couldn’t be justified. He argued that
judges shouldn’t overrule medical decisions.

M Fype i on mventilator st Blnburgt Hospitel while baliing COVID-IS, (Fype funily photo) " {The COL'&'() does’t have the au thm'ity +a oxder 2 medical
% g ] ‘o orderan 5

corporation to use particular medications, particularly when
it's an off-label use, pacticalarly when the federal government has said it could be demgerous;” he sald.

He suggested Desareta Fype could transfer her mother to another facility where doctors would be willing to use the medication,
but Judge James Orel seemed astonished at the suggestion.

“I.et e get this right: The hospital is willing to transfer a woman in a coma with COVID?" hie said, “Is that what you're tefling
e’

Ovel pointed to an affidavit from Bype’s physician, Dr. William Crevier of Orland Park, in which the doctor said he has nsed the
drug suceessfully for COVID-19 patients since last year. If Ehmhurst Hospital's doctors don’t want to vge wermertin, Ovel sald,
they should allow Crevier to administer it.



GI212024 DuPage County judge ordars Elmbiurst Hospltal to altow COVID=18 patient to receive controversial medication - Chicadn Trbune

“Why wouldn't this be tried if she's not improving?” Orel said. “Why does the hospital object to providing this medication? If
someone has been in the ICU for a month and not improving, why would the hospital not consider another medication?”

Tt was still not clear, however, whether the hospital would allow Fype to receive the medication, {rel sald hé expected the case to
head to an appellate court, and when he asked Monahan if the hospital was going to follow his order, the attorney veplied, “Twill
talk to my client.”

An Elirhurst Hospital spokesman declined to comment. The parties ave due foreturnto court Tiesday.

Like other purported COVID-19 treatments that have not gotten government approval, ivermectin hag been ambrailed in
controversy. One of its leading proponents, Dr. Pierre Kory, a pulmonary and cvitical cave specialist, testified in favor of the drug
before a 11.8. Senate committee last year, but he said YonTube later took down the video in which hié made his statement, calling
it medical misinformation,

That brought a charge of censorship from Sen. Ron Johnson, a Wisconsin Republican who is on the panel, YouTube did not
respond to a request for comment.

Amedical journal alsorejected a papex Kory co-wiote with fellow members of a group called the Front Line COVID-1g Critical
Care Alliance, which advocates for the medication. The journal’s chief executive editor gald the paper contained “a series of
strong, unsupported claims based on studies with insufficient statistical significance.”

ADVERTISEMENT

Another journal later published the paper, though, and Kory said jvermectin has proven its worth. He has treated upward of
200 COVID-19 patients with the drag and seen “dramatic” results, he said, and colleagnes around the world have reported similar
findings.

He said goverument agencies that don't approve the ding's use against COVID-19 “ave not keeping up with the data. The data
have done nothing but deepen and become more conslstent.”

The FDA did not respond to the Tribune’s request for comment by press time,

Clinteal trials involving the medication ave underway, and in court papers, the hospital said the judge’s decision to order the use
of ivermectin was “hurried and nnfair” and should have waited for evidence to be presented, But Ovel said given Fype's condition,
g deciaton had to be speedy.

“1£ T wail for an evidentiary hearing, she might not be around,” he said,

Jjketlman@chicagatribune.com

Twitter @JohnRellman
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GUARDIANSHIP ORDER 2021P000342-33

| STATE OF ILLINOIS UNITED STATES OF AMERICA COUNTY OF DU PAGE

N THE CIRCUIT COURT OF THE EICHTEENTH JUDICIAL CIRCUIT

| FILED

CASENUMBER
21 Apr30 AM1L:15
NURIEHYFE { .
WW/ AW/V
CILERYX OF 'THE ’é/

18T JUDICIAL CIRCULY
DUPAGE COUNTY, ILLINOIS

BSTATEOF

ALLEGED DISABLED PRRSON

EMERGENCY ORDER

TEMPORARY GUARDIAN FOR DISABLED PERSON
On the verified petition of DESARETA FYPE for an adjudication of disability and the appointment of a guardian for the
& person of the above named alleged disabled person, the Court having heard the evidence presented FINDS:
1. The Respondent is:
1% A disabled person and is totally without understanding or capacity to make or communicate decisions regarding
hisfhet persom
@ An alleged disabled person and a termporary guandian is necessary for the smumediate welfare and protection of the
alleged disabled person and hisfher state.
9. True factual basis for the finding of the court is as follows per record.
3, No less restrictive means will reasonably protect the assets and/or ensure the safety of the alleged disabled person.

Commentary on Condition, (Optional):
Ward is in a coma and yunable to mmake medical decisions,

1SSUE LETTERS OF OFFICE -IT IS HERERY ORDERED THAT:

Letters of Office shull issue to: DESARETA FYPE
as [X) guardian of the person of: NURDE FYPE
o

The appointed guardian is exernpt from the requirement to complete the guardianship training program under the following
good cause: THE GUARDIANSHIP 1S TEMPORARY AND BOR MEDICAL DECISION MAXING PURPOSES IN
BEXIGENT CIRCUMSTANCES.

1, The duration and term of the guardianship ghatl e
[l temporary until: further oxder of court

P18 ORDERED that this matter is continved to 05/03/2021 at 10:00 AM in conrt room 2000 for STATUS

Other: Ralph C. Lorigo, leensed attorney i1 fhe State of New York is admitted pro hac vice to participate ds general coungel in
this matter. Appearance o be submitied slectronically within 7 days. Blmhurst Hlospital a BMWM
to administer Ivermeciin to the ward per preseription of William Crevier, M.D. immediately and as prescribed therafter.




or? ¥

2021700054233

GUARDIANSHIP ORDER

Submitted by: TOHN J PCOLINSEL

DuPage Attorney Nurber: 313085

Attorney for: DESARBTA FYPE

Address: 310 § COUNTY PARM RD, SUNTEHE
City/State/Zip: WHEATON, L, 60187

Phone number: 630-665-0033

Pmail; gkbstalf@gmail.com

W“‘Q}%ﬁ
Entered:

JUDGR JAMES D OREBL
Validation ID ; DP-04302021-11 15-0838

Date: D4/30/2021

LSRRI Pawn 7 of 3
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Watsh Live

COVID-19 patient shows 'improvement’ after
receiving ivermectin following legal battle with
hospital

By Anthony Ponce | Published May 4 | Coronavirus in Chicago | FOX 32 Chicago

COVID-19 patient shows improvement’ after racelving vermectin following court order
After a short but tense legal battle, Edward-Elmhurst Hospital has agreed to
allow an outside doctor to administer ivermectin to one of its COVID-19

patients.

ELMHURST - After a short but tense legal battle, Fdward-Elmhurst Hospital
has agreed to allow an outside doctor to administer ivermectin to one of its
COVID-19 patients.

"She looks calm, relaxed, she looks comfortable, so this is all I can tell right
now," said Desi Fype, who has been fighting for her mother, 68-year-old Nurije
Fype, to receive ivermectin -- an anti-parasitic drug which has not been FDA-
approved to treat COVID.

Sponsared Links

6 recipes rich in vitamin C

vecipes dreams

DOWNLOAD THE FOX 32 NEWS APP

Since Nurije was placed on a ventilator April 28th, and with her condition not
improving, Desi has been fighting for Edward-Elmhurst Hospital to allow the
drug to be used.
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COVID-19 patlent shows improvement’ afler yecelving lvarmsstin following legal batile with hospital

"At the point of me having nothing else to lose, and seeing that no other
treatment in the hospital was making her any better, | wanted to try

. something different. Why not try to save her life instead of seeing her

decline?" Desi said.

While ivermectin isn't FDA-approved, some doctors say it's proved to be
effective against COVID. Despite a judge's orders, the hospital had been
refusing to administer the drug until Monday night, when it agreed to let an
outside doctor give Nurije her first dose.

" was really.really excited and hopeful to have this drug administered to my
mom as well because from the day that she was admitted to the hospital, her
condition kept only declining," Desi said.

"Today, after her first dose, the ventilator has been reduced from 75 percent
to 65 percent," said Fype family attorney Ralph Lorigo. "That's an
improvement. Now she will get a dose of ivermectin every day until recovery.”

Edward-Elmhurst Hospital has declined to comment on Nurije's treatment,
citing privacy regulations.

This material may not be published, broadcast, rewritten, or redistrib‘utedx ©2021 FOX Television Stations
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Judith Smentkiewicz, 80, of , was given a 20%
‘chance of surviving Covid-19 when she was on 4
ventilator at Millard Fillmore Suburban Hospital,
according to her children.

Provided by Judith Smentkiewicz's family

Dan Herbeck
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judge ordered Millard Fillmore
quburban Hospital last week to

_give a Covid-19 patient an
experimental tre qtment, and her family
and attorneys say they believe that
saved 8o-year-old Judith

Smemkie;wiez's life.

The drug Tvermectin — a pill spmetimes
used to treat children with head lice or
to rid dogs and cats of worms — is not
yet approved by fhe federal
government for use against Covid-
19. But Smenﬂaemcz s son and
daughter callit “a miracle drug” in their

court papers.
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4o do her attorneys, Ralph C. Lorigo

and Jon F. Minear.

“This lady was on a ventilator, literally
on her deathbed, before she was given
this drug,” Lorigo told The Buffalo
News about Smentkiewicz, a
Cheektowaga resident. “As far as we're
concerned, the judge’s order saved this

woman’s life.”

Lorigo said one doctor at the hospital
allowed the patient to be given the drug,
but after she had been given one dose,

another doctor at the hospital refused

to allow further doses. He said family
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members went to court to force the
hospital to resume treatment with
rvermectin. State Supreme Court J udge
Henry A. Nowak sided with them.

Dr. Thomas A. Russo, one of the

region’s leading experts on infectious

diseases, said he was glad to hear that

Smentkiewicz is doing better, but he
said people should never jump to
conclusions about Ivermectin or any
other drug based on one patient’s

outcome.
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“There are some indications that this
drug may have some merit in treating
Covid-19 ... Yes, it is possible that it
helped this woman,” Russo said. “But
the trials and testing are ongoing. We
don’t have definitive data yet to show it
does help. Presently, it is not
recommended as a treatment for Covid-

19.

2

Russo is the chief of infectious diseases
at the University at Buffalo's Jacobs
School of Medicine and Biomedical
Sciences. He has no involvement in the

Smentkiewicz case.

e maoddteh, ﬁf’l’f
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The patient’s son, Michael
gmentkiewicz, said hospital officials
had told him and his sister, Michelle

Kulbacki, on Dec. 31 that their mother’s

- chance of survival —as an go-year-old

Covid-19 patient on a ventilator —was

about 20%.

He said doctors at the hospital also told
the family that Smentkiewicz would
robably be on a ventilator in the

Intengive Care Unit for at least a month.

«“We did a lot of our own research, we
read about Ivermectin ... The results

sounded very promising, and we

tmdn b ﬁﬁ'sﬁgé“'l‘iﬁhw ¥

THT
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After judge ordars hospltat o uss axpetimentd

deci ded we had to try something
different,” Michael gmentlkiewicz said.
“We pressured the doctor in the ICU to

oive it to her. He finally agreed.”

1:15:202’!

On Jatn. 2, Smentkiewlicz was given her
first dose of Ivermectin, and according
to court papers filed by her family, she

made “a complete turnaround.”

“In less than 48 hours, my mother was

taken off the ventilator, transferred out

of the Intensive Care Unit, sitting up on.

her own and commumnicating,” Kulb acki

S 2id in a court affidavit.

v erintad e anddddobi., BAT
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But after her mother was transferred to
another hospital wing away from the
1CU, doctors in that unit refused to give
her any more doses of the drug, and her
condition quickly declined, the family

gaid in court papers.

«We were astounded when they refused
to give her any more doses,” Michael
gmentkiewicz said. «That’s why I called
Ralph Lorigo and we took the hospital

to court.”

s ey

R R AR AT X s ek IR

L u rn a I i s m
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Your subscription makes our reporting possible.
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Kaleida Health, which operates the
hospital, opposed the family’s request
in court. Lorigo said Kaleida attorney

Michael J. Roach argued to Judge

Nowak that doctors — and not the
courts — should be making decisions

about medical care.

On Jan. 8, Nowak ordered the hospital

to “immediately administer the drug

Ivermeetin” to 9mentkiewlcz, court

papers show.
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“But the judge also told us verbally that
Judith’s family doctor would have 1o
write a prescription for Tvermectin,
which he did,” Lorigo said. “In 46 years
as an attorney, I've never seen another
case where a family had to geta court
order to continue a treatment that had

already been started by a hcspltal

Michael P. Hughes, SPOkesman and
chief of staff for Kaleida Health, said

the health care company 1s "aware of

this family’s position," but he declined
to discuss details because of federal
privacy laws and because the case has

become "a legal matter.”
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" Roach, the hospital attorney, declined

to comment, telling a reporter to call
~ Hughes.

Michael Smentkiewlicz said Thursday -
that hig mother’s condition has
improved again since the Tvermectin

treatments resumed.

“Qhe called me (Wednesday) night. Her
voice was raspy, but it was 50 exciting to
hear hervoice,” he said. “She is sitting
up in bed. She’s off the ventilator, but
she has a canula in her nose, providing

supplemental oxygen.”
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He added that a doctor from the
hospital told him Thirsday that his
mother appears to have “rurned the

corner’ in her fight against the virus.

Michael Smentkiewicz said he also
believes the power of prayer helped his

mother.

«“We have not been able to see her since
she was taken to the hospital by
ambulance o1 December 29, and that
has been hard on a1l of us,” he said.
“Ramily flew in from all over the
country to be here. On New Year’s Eve,

about eight of us held a little prayer



Afierjudue viders hospilal to use expertmontal Clovld-1d ragiment, womal renovers | Logal News | hiffalofews.com

vice for her, out in the hospital -

ser
‘j;)arking lot. Even though we couldn’t be

with her, we felt that it was important

to be on that property; praying for her.”

i R
qrisot -

vermectin has some passionate
supportets in the medical field, but the

U.S. Food & Drug Administration says
heen approved for

the drug has not yet!
use in this country as Covid-19

treatment.

“While there are approved uses for
mectin in people and animals, it 18
r the prevention or

19,” the federal

Iver
not approved fo
treatment of Covid-

caws  AAMAT
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- agency says on its website. “You should

ot take any medicine to treat or
prevent Covid-19 unlegs it has been
prescribed to you by your health care
provider and acquired from a legitimate
source ... Additional testing is needed to
determine whether Tvermectin might be
appropriate to prevent or treat |

coronavirus or Covid-19.”

qome doctors feel the governmient
should move mueh more quickly to
approve Tvermectin as a treatment for
the virus that has killed nearly 400,000

Americans.
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Dr. Pierre Kory, who heads an
association of critical care doctors,
restified before Congress in December,
asking federal agencies to prevent
heedless deaths" by speeding up its

testing and research on Ivermectin.

gmentkiewicz's family describes her as
an "amazing woman," & retired
secretary who raised two children as a
single mother. They said she still works

five days a week, cleaning houses.

Russo, who urges caution until the
government gets more data about

Tvermectin, said he “absolutely”
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understands why Smentkiewicz's family

was so insistent that Kaleida doctors

i
+IAB021

give her the drug.

«1 think we all can understand where
this family was coming from,” Russo
gaid. “From their point of view,
desperate times call for desperate

measures.”

Dan Herbeck
News reporter, Watchdog Team
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& : At an Speoial Texm of the Supreme
Cout, held in and for the Colinty &f Bile
Tule in the Clty of Buffalo, Mew York,
on the Bth day of January 2021,

pRESENT: HoN. UENBY J. NOWAR g o |
T Presiding Justice

STATRE QR NEW YORK : COUNTY OF ERIE

SUPREMIE COURT
MICHELLE KULBACKL, ORDER TO SHOW CAUSE
Platntlef,
v,
Tudex No.s
KALBIDA HEALTH 800259/2021

KALBIDA HEALTHE OUNDATION,
MILLARD FILLMORE SUBURBAN HO SPITAL,

Defendasits.

Upon reviewing and filing the annexed Ai%ﬂdavit of Michslle Kulbacld and the Exhibits
aitached thereto, the Plainilff, Mickielle Kulbdoki, séeks an Ouder granting her lmmediate atidl
emergengy reliel (A) compelling the Defandarits and/or thele agents to aduiinister Ivermectln to
thelx patient, Fudith Smentklewicz according to its dosafie ohart for Covid-19, and (B) such othe,
favther s different relisf as this Court may deom Just, equitable and proper.

NOW, upon the motion of the Michetle Kulbacki, 1t is hereby

ORDERED, that the Defendants ghow chuse, at a special texm of the Supreme Court,

. ENRY J.
bofore the Honorable HENRY .J. NOWAK , ¢ the Cloutthouse lovated atfi} Iﬁiiéawm:e Avenusg,
F e

o

. "
Part ?{, in the City of Buffalo, County of Brle and State of New York, onthe j&fﬁ‘ day of Januaiy,

wf 2y Ve Micvosolt I mns
9021, h3-4:00 PM, o1 B8 s000 theyeafter ns connsel van bo heard, why this Cowet shiould not lssue



FrLED: BRIm COUNTY CLERE 017068/2001 12:A9 EM TNDEX NO. 800259/2021
NYSCEF Doc, Wo, 11 RECETVED NYSCEF: 01/08/2021
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an order as follows
A, An Order compelling the Defeidants, agents, and assigus fo
adriiaister the duig Tvetmeotin aceording 1o its dosage chart for
Covld-19 to thelx patient, Tedith Smentldewioz; and
B, AnOnder granting the Michelle Kulbaokd such othey, farther and
different relief as thiz Coutt way deem. just, equitable and
prope; and it is fupther .

ORDERED, that pending fuither order afthis Corixt, the Defendants, agents, and dssigns,
and any fhird parties acting on theit behalf] shall upony reqdipt of this Order to Show Canse and its
supporting papers imuniediataly adminjster the ding Tnvermectin sooording to s dosage thart for
Covid-19 to théir patient, Fudith Smentldewicz. '

ORDERED, that the service of this Order to Show Cause and supporting papets, as

{
follows, befre 400 P.M. oo Jaouaty 8, 2{}?&? shall be deemed jood and sufficlent sexvice to the

following:
Raleida Health and Kaleida Tealth Fonndation.
726 Baohanps Street
Buffalo, NY 14210

Millacd Billmore Samuban Hospital
1540 Maple Roud
Williamsville, N'Y 14221

s - .

HOH. Y J. NOwAK "5

DATED: ;j’;uﬁyzy "ij'; 200
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https:/fbuffaionews‘com;’news/ lc:sc;aij?‘.nd-«wnyvhos;:)itaivarderedmtcutraatwmvidﬂl 9«pa’tient~with~experimem:aiu
drug/article_f32339f0-5d01-11 eh-b752-418966604581 .html

2nd WNY hospital ordered to treat Covid-19 patient with
experimental drug

Dan Herbeck , Deidre Williams
Jan 24, 2021

Support this work for $1 a month

Attorney Ralph C, Lorigo says @ second Covid-19 patient has improved after a judge ordered an experimental

treatrent that has yet to be authorized by the Food and Drug Adrinistration. (Derek Gee/Buffalo News file
phmia)

By BN

pan Herbeck , Deidre willlams
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F or the second time in recent weelks, a state judge has ordlered a Western New
Vork hospital to use the driig Tvermectin as an exp srimental treatment for &

patient suffering from Covid-19.

State Supreme Court J ustice Frank Caruso O Friday ordered a Rochester hospital to

contnme Tvermectin freatments to Glenna Dickinson, 65, of Albion.

The Orleans County woman had been in Rochester General Hospital gince Jan. 12 with
Covid-10, had been put on a ventilator Jan. 17 and had shown “no improvement” until
Jan. 20, when her family convinced an intensive care unit doctor to treat her with

Tvermectin, said Dickinson’s attorneys Ralph C. Lorigo and Jon F. Mineat.

eithin 12 hours, she had made a strong jraprovement, but the hospital was reluctant
to eontinue giving her Termectin,” Lorigo aaid late Friday. “We got an order from.
Judge Caruso, aud he may have gaved this womamn's Jife.”

Alfhough it has reportedly been nsed successfully n Australia and several other
countries to treat Covid-19, Tvermectin is not approved by the United States
government as a Covid-1g treatment. The U.S. Food & Drug Administration has gaid it

is testing Tvermectin for that use.

Tn cotrt papers obtained by The Buffalo News on. Friday, Carngo said he was
jpfluenced by an affidavit from Dickinson’s personal physician, Dr. Thomas Madejskd.

Madejski said Dickinson tested positive for Covid-19 on Jan.7 and continued to get
worse until the ICU staff —with a preseription from Madejski and at the family’s

insistence — gave fvermectin to the patient.

Tn court papers, family members anid they were told that Dickinson's estimated

chances of survival, as a 6i5-year-old Covid patient on. & ventilator, were about 40%.

Caruso’s order directed Rochester General Hospital to “comply” with Madej sld’s
preseription for Tvermectin, which is now given to Dickingon every two days. Caruso’s
order will be in effect il at least Wednesday, when farther argiments will be heard,



Apttaozi 1 2pd WNY hospital orderad to treat Covid-18 pationt with experimental drug | Local News | Buffalonews.com

Gaturday afternoon, things were not going as smo othly as the family had hoped, said
Dickingon's daughter Natalie Kingdollar, The family’s attorneys were in the process
Satarday of filing another request for a cotrt order to make sure the hospital is
required 1o obtain and keep Tyermectin on hand while Dickinson is in. the hospital,

Kingdollar said.

The hospital pharmacy did not have Ivermectin on hand when it agreed to administer
the drug, Kingdollar explained.

Madejski had secured enough of the medication from an outside pharmacy for two
doges over two days, and the family delivered it to the hospital last Tuesday, Kingdollar

aaid.

"The family delivered a third dose to the hogpital on Wednesday, but Thursday a
ho :sp‘iial s called Kingdollar, saying she cotld not find the third dose and didn’t
Tmow what happ ened to it, Kingdollar gaid.

Apmrse called Kingdollar Friday night, again saying the hogpital pharmacy cotld not
find Dickinson’s medication, said Kingdollar, who then called the family's attorneys.

«“we are feeling a bit unsettled about the fact that they misplaced her medication, and

she was making progress,” Kingdollar said.

‘After receiving the first two doses, Dickinson’s condition improved. Her ventilator was
surned down, and doctors Were gtarting the process of frying to bring her out ofa
medically induced coma, Kingdollar said.

®

Madejgld ultimately secured three addi onal doses, which were delivered to the
hospital Satprday at 12:30 PO But Kingdollar now is concerned that her mother’s
progress is impacted because ghe was not administered the third dose 1ast Thursday.

But Madejskiis reassuring Kingdollar ihat if her mother did not receive a third dose

before Saturday, it shotildn’t malke too mueh of a difference as some doctors prescribe

the medicine to be taken every other day, Kingdollar gaid.
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Dickingon, who has four grandchildren, rurned, 65 last December and had just retived.
She contracted Covid-19 after her hugband had been exposed to a business partner
who was tunaware al the time that he had been exposed to the virus, Kingdollar said.

“P'm just generally worried. All Twant out of thig T'want my mother to get hetter and 1
want to be able to help other families,” Kingdollar said.

Dickingon’s family has setup a GoFundMe page to help with her legal and medical

expenses.

Lorigo said Dickinson’s case is “very similar” to the case of Judith Smentkiewiez,
80, of Cheektowaga. Another State Supreme Court judge, Henry J. Nowak, ordered
officials of Millard Fillmore Gibrban Hospital on Jan. 8 10 treat her Covid-19 with

Tyvermechn.

grentlkiewicz, who was “on.a ventilator and in real distress,” has since improved to the
point that she has been released from the hogpital and is recup erating in a
rehabilitation facility, Torigo said.

Dr. Thomas A, Russo, chief of infectious disease studies at the University at Buffalo's
Jacobs School of Medicine and Biomedical Sciences, said Frermectin is still under

study as a potential Covid-1g treatment.

«“We don’t have definitive data yet to show it does help,” Russo cautioned last week.

“pregently, itis not recommended as a treatment for Covid-19.”

According to Lorigo and other attorneys, itis bighly unusual for a judge to oxder a

hospital or doctor 1o give a certain medication to a patient.

Rut the Covid-19 pandemic has put some patients in dire situations, Lorigo gaid. “We
did not take it lightly to go to fhe courts in these two cases, but the families of these

two women felt something had to be done,” the attorney gaid.
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Albion woman gets experimental COVID treatment
COURT ORDER: Farily membera say Dickinson's condition has improved
By SCOTT DESMIT

sdesmit@batavianews.com
Jan 28,2021

Bobrand Glepna Didkinson
elp LB H0aW] gU’FmXbﬂmWMaWP

ALBION — A fundyaiser has been establighed for an Albion woman who last week became the second
person in Western. New York to have 4 court-ordered treatment for COVID-19.

Glenna Dickinson, 65, was hospitalized in Rochester Jan. 12 and was on o ventilator since Jan. 17.
According to family posts ond gofundme account and on Facebool, Dickinson’s condition deteriorated.
Doctors began treating her with Ivermectin, a drog used to treat children and animals for lice.

Priday, a state Supreme Comt judge ordered those treatments to continue.
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“Ghe has been able to make this smiracalous progress thanks to legal intervention and an experimental
medicine being administered as 2 rvesult of 2 court order,” her niece, Nicole Mitchell wrote on a gofundme
account she established. “As you can imagine, the medical costs and legal expenses are adding up. The
family needs to retain a lawyer o ensute she receives the doses that are keeping her alive. Any donation is
greatly appreciated. If you are not ableto donate please help by sharing her story to spread awareness and
say a prayer for her. T hank you.” '

Ivermectin has been used in numerous cases Across the county but has notbeen TFDA-approved for
treatment of COVID.

Farlier this month, a judge in Brie County ordered doctors at Millard Fillmore Suburban Hospital to treat
an 80-year old woman «with Ivermectin, The patient has since been removed from a ventilator and
discharged to a rehabilitation facility, according to The Buffalo News.

The fundraiser for Dickinson has raised about $3,200 of its $7,000 goal,

To visit the page, goto https:,f/www.gefundme‘com/ fladudz2? _
uﬁTLjnedknﬂ:copymﬁnk&anwxuﬂﬂ”§Qumxyxxnﬁonwﬁﬁﬂnwxuﬁﬂwgannaagnmpwﬁco+5haﬁyx
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PALD)
Tl _ Atan Special Term of the Supreme
. Court, held In and for the Connty of
Orleans i the Town of Albion, New

York, on the 21st day of January 2021,

FPRESENT: HON.FEANK CARUBO, 18.C,
Presiding Justice

STATE OF NEW YORK. : COUNTY OF ORLEANS

SUPREME COURT ‘

ROBERT DICEINSON, ORDER TO SHOW CAUSE
Plaintiff,

Y‘ ¥
: Index ‘No.:&"u - Li/]@ ! 5

ROCHESTER GENFRAL HOSPITAL, ’

ROCHESTER. REGIONAL BBALTH,
Dofendemts,

Upon reviewing and filing the ennexed Affidavit of _Robart Dickinson and the AffrmaHon
br. I‘;lomas WMadsjsld, and the Exhibits sttached therefo, the Plain#iff, Robert Dickinson, seeks an
Order graoting him frumediate and emerpenay relief {A)’éampalﬁﬁg the Defendants and/or thelr
agents to comply with primary care physician, Dr. Thomas Medejski®s, order prescribing
Tyormentin to thelr mutuel patlent, Glonne Dickiosdn, according to Hts dosage for Covid-19,
pamely 12 milligeams on diy 1, day 3, day 5, and svery offter day therealter as ordered by D
Madefski, and (B) such other, further, and differont relisf as this Cout may deem Just, equiteble,
end propes,

NOW, upon ;ha Motion of Mr, Dickinson, it is hereby

ORDERED, that the-Defendants show cause, af a spsoial term of the Supretne Courd,

before the Honnrable Frank Caraso-at the Courthouse Tooated at 1 South Main Siveot, Sujte 3,




gjf‘ U;rhm [pfy I:}/ (q('ﬁii*a.i"a 'Q; 7;% s

foested in Albjon, the Connty of Orleans, ind State of New Yok anthez_.?ﬁav of Janupry, 2021, at

}f %0 s or ag soon Thereafter as covmsel can be heard, why this Court should not issue an orderas

follows:

A, Compelling the Defendants and/or their agents to comply with
primaty care physiclan, Dy, Thomas Madejski’s, order
preseribing Ivermeotin fo thelr routnal paient, Glenna
Dickinson, secording to its dosape for Covid-19, namely 12
milligrams on day 1, day 3, day 5, and every other d&yﬂmwaﬁm
as ordered by Dr, Madejski; and

B. At Order pranting NMr. Diclinson sugh nﬁzer, fither and
different relief as this Cowrt may deem jost, equitable and
propey; and it s Fecther

ORDERED, that pending further order of this Coud, the Defendants, its agents, and
assigns, and any thivd parties acting on thelr behalf, npon receipt of this Orderto Show Canse and
fts supporting papess, shall fmmedigtely snforoe primary cae physician, Dt. Thomas Madejski’s,
order and pregoripfion fo administer the drug Favermestin to thelr mutul patlent, Glenna
Dickinson, according fo its dosage for Covid-19, namely 12 milligeams on day 1, day 3, day 5, and
every other day thereafter as furthor oxdered by D, Madejski,

ORDERED, that the servies of this Order to Show Cavse and supporting papers, shall

/ -9 .
ooguron or befors \\ e um’}f Z e 202 | and shall be deemed good rud suthslent service

{o the following:

Rochester Gensral Hospital
1425 Porfland Avenue
Rochester, NY 14621

Rochester Regional Health
Al General Cotmssl

100 Kings Higlovay 8,
Ruchester, NY 14617

T ...
CARUSO, 15.C.
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Dt Pierre Kory (FLGCC Alliance) tostifies
to senate committee about I-MASK* (incl.

the following Q&A part)

2 monihg Agd | More

hex FLOCO Alflance maen
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Tiis fs an Updated yerslon.of Df: Kary's leatimaryy on Deageribar &, 2020, inchuding fhe €1 & A parland In belter
qualily (old version guuiube.camfﬂ;iwicvﬂgiza Tvkh

Anpearing &5 dwifnssa Tuesday morning before fhe Senale Commilfes on Horieland Seduly end
Governmsntal Afalrs—vinioh il a heariig en “Early btpaliant Treukrmenl: A Essenilal Parl of a BOVID-13

Sollont— Dr, Plais Korys Prisidut of the F‘;antﬁm'c()ViDn’i o Crltioa Gara Allarce (FLOGOY, called for ha
govemment 1o g}iﬁnw“rav]’aw {he aliandy mpansiva anit] g)fil rapidly smarging medioal svidance on fvermeoli,

The data shows the abillly of 1het dritg Ivefimsciin 16 pravent pOVID-A8, to kesp inobe wilh sarly symbtoms
from pmgrasyffg to tha hyperiplammatory phase of the dlanase; and even tohelp oroslly 11 patlants feaoven

x

D Ky testinad that varmaatin i effaclivaly 8 spyirade drig® Adainst coVIn-ig ang sallbd tpon the
government'y mediosl aujhorilies— the HIH, o, and FDA—fo uigently revipw the jatest data and tHen ssls
guidalines for phiyslalans, hurge-prastitianers, ang physllan soslstants io presoibe armeoiin for DOVIRE,

et pelevant fnfarmation on the FLEGG AlWance's prophylests and traptment protastls for COVID-18 00
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F L< ) ‘ ‘ FRENT LINE cOVID-ia CRITICAL CARE ALLIANCE
:  PROPHYLAXIS & TREATMENT PROTOCOLS FOR COVIPR-13

One Page Summary of the Clinical Trials Evidence for vermectin in COVID-19

fyepmentin, an anti-perasitic modicing whose diseqvery vy the Nobel Prize 102015, has proven, highly pottnt, anfi-vival
and pnt{-inflammatory prop erties ih Taboratory studies, T fhe past ¢ months, nUmEous, soptrolled cligioal trinis from
multiple cbntexs and founiyies worldwide are yeporting gonsistent, Jarge improvements in COVIN-19 patient onfcomes
when treated with. svermdotin, Onr comprehendive sojertifio teview of these yeferenced hials can bp fonnd on the Open
Soience Fonndation pre-print server wbre: hitps://fosflofwdm/,

Properties of Ivermeactin

1) Ivermeotin inhibits the replication of many ‘vimses, incloding SARS-CoV=2, influsnza, and ofhers;
2 Tyermeckin. has potent anti-mflammatory propeifies with nmltiple mechanisms of inhibition; ’
3) Ivermectih fminishen viral Iogl and protects pgainst orgen damage in snienal models;

4y Tvermectin prevents transmisdion of COVID-19 «wher taken cither pre- of post-axposure;

5) Tyermegtin hastens recovery and decreases hospitalizafion and mortality in patients with COVIDAL;
6) Iveimeotin leads to fex Jower case-fufplity ratés mreglons with widespread use,

Evidence Base Supporting the Efficacy of Jvermectin in COoOVID-13 ' as of January 11, 2021

(il g = randomiied confrolled tefals, OCY's = Shservationial cantralléd thials), Eviry clinlcal Eelal shows & hahefl, with RCT'S snd DCT's repusting the ssmg
directiopand magnitode; nearly all are statisticslly slgnificant.

Controlled trials studying the prevention af COVID-19 (8 trials campleted)
« 3RCI’dwithlarge statistically significast fedncHons in transmission rafed, 2 fotal of 774 pationts
« 3 0OCTs will agge platigtically pignifieant veduetions in transinission iates, 8 toyfal of 2,052 patients
Controlled tilals In the tieptimieht of béth early nd hoepleafized COVID-19 patlents {19 trials completed)
» 5RCTswithlaga significant reductions $n i to 1eEbVELY OF hospital length ofbtay, a total oF 774 patieits
s 1RCT withalarge, stafisHeally significant zednction in rat® of deterion Yonthokpitalization, total of 363 gatients
« 2RCTeWiHh significant decreases inviral load, daysof anosmis, ongh, or timp o recdvery, & {otal af 85 patienfs
.  ARCTs withlargn, significant yednctipns in mortaliy 2 tolal of 695 patients
¢ 3 00T awifhlags, statistically pignificant tednotions fn morfality, 2 total of 1,688 patients

Nugnber of studles angd Patignts Among the Existing ¢iinical Trials of lvermectin in COVID-19

. 27 obntrolled triald, inclnding a totel of 8,612 patiexts have been completed nsing well-matched contrplgroups -
s 161cdals, including pver2,500 patientd, atd prospective, a:ahdbnﬁzed,_gnut‘olled gudies
w11 of the 27 uials have tegn published in peattapviowed jonmals, 3,500 patients, remainder ax in pre-piint

Front Line COVID-13 Critical Care Alljance - hecomtngndation on vermectid i COVID-13

Tven restrioting enalysis,to justthe 16 tariomized controlled rials {totaling over 2,500 pah:ents) , he majority tepoit 2 giatisti-
cafly significant reduotion in trsnsmission or diseasa Pro pression or mportality. Pyrther, a mefe-analysis recently performed by
an independent xesearch oopsortim caloulated the clrncey fat tyormectin is fneffective in COVID-1910be 110 67 mifion;!

The FLCCC Alliance, Tased on the totality of fhe existing evidehce,, supptxts a1 A rébomrienidation {NTH rating gchems;
sireng leve], high quality evidencs) for the vge of tyermeptin fn both the prophylads and treatment ofall phases of cOVID-19.

Rrirthptmors, we epciliage all fepnlatory agencies to review out roartusciipt detailing these sindies ahdve as well as the
tiplo popul ation wide “atural experiments” that ouentred in sumerons’ citles and regions aftet the initlation of
tvermeofin distribution programs.® The ridespread wse of tyermeetin resulted ina significant reduction in cases and .
mortality rates fhat approached prespandenic {evels in these arcas, Ag evidenced by what oconrred in these reglons,
{vermeotin is clenly an essential and vital freatment compon pnt, in aghileving contrgl 0f the paddemia.

——

1 {ymmetg.com

2 Kory P, Meduri QU Ighgstas J, Vartm J st 4, Review bf the Ermaraliy Evidanes Demmonstrating the Efflcecy of varmectin In the Prophyfaxdsand
Treatraant of COVID-A9, Open Sclenca Foundetibii hitps://fostlo/Wesm/

e ATl the LAk Proohviaxls & Edrly Outpatient Treatment . s
- _mmerastal Ekre ﬁ“a’i"




Ametican Journal of Therapeutics 28, 299-e318 (2021)
Review of the Emerging Evidence Demonstrating the Efficacy
of Ivermectin in the Prophylaxis and Treatment of COVID-19

Pierre Kory, MD,* Gianfranco Umberto Meduri, MD,? Joseph Varon, MD}?
Jose Iglesias, DO,* and Paul E. Marik, MD®

Backgraund: After COVID-19 emerged on U.S shores, providers began reviewinyg the emerging basic
sclence, translational, and clinical data to identify potentially effective treatment options. In addition,
a mulHtude of both novel and repurposed therapeutic agents were used empirically and studied
within clinical trials.

Areas of Uncerxtainty: The majority of trialed agents have failed to provide reproducible, definitive
proof of efficacy in reducing the mortality of COVID-19 with the exception of corticosterolds in
moderate to severe disease, Recently, evidence has emerged that the oral antiparasitic agent iver-
mectin exhibits numerous antivival and anti-inflammatory mechanisms with trial results reporting
significant outcome benefits, Given some have not passed peer review, several expert groups includ-
ing Unitaid/World Health Organization have undertaken a systematic global effort to contact alt
active trial mvestigators to rapidly gather the data needed to grade and perform meta-analyses.

Data Soutces; Data wete sourced from published peerveviewed studies, manuscripts posted to preprint
servers, expert mefa-analyses, and numerous epidemiological analyses of regions with ivermectin distribu-
fion campaigns,

Therapeutic Advances: A large majority of randomized and observational controlled trials of
fvermectin are reporting repeated, large magnitude Improvements in clinleal outcomes,
Numerous prophylaxis trials demonstrate that regular ivermectin use leads to large reductions
in transmission. Multiple, large “natural experiments” occurred in regions that initiated “iver-
mectin distribution” campaigns followed by tight, reproducible, temporally associated
decreases in case counts and case fatality rates compared with nearby regions without such
campaigns.

Conclusions: Meta-analyses based on 18 randomized controlled treatment trials of ivermectin in COVID-
19 have found large, statistically significant reductons in mortality, ime to dinical recovery, and time to
viral dearance. Furfhermore, results from numerous controlled prophylaxis fials report significantly

Yrront-Ling Covid-19 Critical Cave Allance, Madison, WI; *Memphis VA Medical Center—Liniversity of Tennessee Henltht Sclence Center,
Pulmonary, Critical Care, and Research Services, Memphis, TN; *University of Texas Health Science Center, Critical Care Service,
Houston, TX; *Department of Medicine, Hackensack Schaol of Medicine, Selon Hall, NJ; and SEastern Virginia Medical School, Division of
Pulmonary and Critieal Care, Norfolk, VA.

G. U, Meduri's contribution is the result of work supported with the resources and use of facilities at the Memphis V.A Medical Center. The
contents of this commentary do not represent the views of the US Departinent of Veierans Affairs or the US Government,

The muthors have no conflicts of inferest fo declare,

P, Kory and G. U Meduri have contributed equally to this work.

Study concepkion and design: P, Kory ond G. , Meduri, Acquisition of data: Paul Marik and Jose Iglesias. Anglysis and interpretntion of daka:
Paul Marik, P. Kory, and Jose Iglesias, Drafting of mannscript: P. Kory. Critical revision: G, U, Meduri aud Joseplt Varon,

Of-Label Use: This manuscript includes discussion of off-label use in COVID-19 of the FDA-approved medication ivermectin,
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recuced risks of contracting COVI-19 with the regular use of ivermectin. Finally, the many examples of
ivermectin distribution campaigns leading to rapid population-wide decreases in morbidity and mortality
indicate that an oral agent effective in all phases of COVID-19 has been identified,

Keywords: ivermectin, COVID-19, infectious disease, pulmonary infection, respiratory failure

INTRODUCTION

In early 2020, on the onset of the spreading pandemic,
many providers and institutions began to continuously
review the rapidly emerging basle scdence, translational,
and clinical data to identify potentially effective treatment
options for COVID-19. Although there is now a small and
increasing number of therapeutics showing some efficacy
in important clinical outcomes, chief of which are cortico-
steroids in moderate fo severe illness, the wotld continues
to suffer from a worsening crisis with the potential of
again overwhelming hospitals and intensive care units
(ICU). As of February 21, 2020, the number of deaths
attributed to COVID-19 in the United States reached
510,248 with more than 9.3 million active cases, the highest
number to date. In addition, multiple Buropean countiles
have impased new rounds of restrictions and lockdowms,

Further compounding these alarming developments
was a wave of recently published results from therapeutic
randomized controlled trials conducted on medicines
believed effective for COVID-19 that found a lack of
impact on mortality in hospitalized patients with the use
of remdestvir, hydroxychloroquine, lopiravir/ritonavir,
interferon, convalescent plasma, and monocional antibody
therapy.™* One year into the pandemic, the only therapy
considered “proven” as a life-saving treatment in COVID-
19 is the use of corticosteroids in patlents with moderate to
sevete iliness. S Similarly, most concerning is the fact that
no agent has yet proven effective in cutpatients to prevent
disease progression to prevent hospitalization.

More recently, trial results of ivermectin, a widely used
antiparasitic medicine with known antiviral and anti-
inflammatory properties, have been showing berefits in
multiple important elinical and virologic outcornes, includ-
ing mortality. Although growing numbers of the studies
supporting this conclusion have passed through peer
review, approximately half of the remaining trials data
are from manusaipts uploaded to medical preprint serv-
ers, a now standard practice for both rapid dissemination
and adoption of new therapeutics throughout the pan-
demic. Following is a comprehensive review of the avail-
able efficacy data as of December 12, 2020, taken from
in vitro, anitnal, clinical, and real-world studies all show-
ing the above impacts of ivermectin in COVID-19,

American Journal of Thevapeutics (2021) 28(3)

History of ivermectin

In 1975, Professor Satoshi Omima at the Kitsato institute
in Japan isolated an unusual Streptomyces bacterium
from the soil near a golf course along the southeast
coast of Honshu, JTapan, Omura, along with William
Campbell, found that the bacterial culture could cure
mice infected with the roundworm Heligmosomoides pol-
yeyrus, Campbell isolated the active compounds from
the bacterial culture, naming them “avermectins” and
the bacterium 5. avermitilis for the compounds” ability to
clear mice of worms.” Despite decades of searching
around the world, the Japanese microorganism remairis
the only source of avermectin ever found. Ivermectin, a
derivative of avermectin, then proved revolutionary.
Originally introduced as a veterinary drug, it soon
made historic impacts in human health, improving the
nutrition, general health, and well-being of billions of
people worldwide ever since it was first used to treat
onchiocerciasis (river blindness) in humans in 1988. It
proved ideal in many ways, given that & was highly
effective, broad-spectrum, safe, well tolerated, and
could be easily administered” Although it was used
to treat a variety of internal nematede infections, it
was most known as the essential mainstay of 2 global
disease elimination campaigns that has nearly elimi-
nated the world of two of its most disfiguring and dev-
astating diseases, The unprecedented parinership
between Merck & Co. Ine, and the Kitasato Instititte
combined with the aid of international health care orga-
nizations has been recognized by many experts as one
of the greatest medical accomplishments of the 20th
century. One example was the deciston by Merck &
Co to donate ivermectin doses fo support the Mectizan
Donatton Program that then provided more than 570
million treatments in its first 20 years alone® Ivermec-
tin's impacts in controlling onchocerciasis and lym-
phatic filariasis, diseases which blighted the lives of
billions of the poor and disadvantaged throughout the
tropics, is why its discoverers were awarded the Nobel
Prize in Medicine in 2015 and the reason for its inclu-
sion on the World Health Organization’s (WEHO) “List
of Essential Medicines.” Furthermore, it has also been
used to successfully overcome several other human dis-
eases and new uses for it are continually being found.”

www,americantherapeutics.com




Demonstrating the Efffeacy of lvermactin

Preclinical studies of Ivermectin’s activity against
SARS-CoV-2

Since 2012, a growing number of cellular studies have
demonstrated that ivermectin has antiviral propetties
against an increasing number of RNA viruses, including
influenza, Ziks, YV, Dengue, and most importantly,
SARS-CoV-2.2% Insights into the mechanisms of action
by which ivermectin both interferes with the entrance and
replication of SARS-CoV-2 within human cells are mount-
ing, Caly et al'® firgt reported that ivermectin significanfly
inhibits SARS-CoV-2 replication in a cell culture model,
observing the near absence of all viral material 48 hours
after exposure to ivermectin, However, some questioned
whether this observation is generalizable clinically given
the inability to achleve similar tissue concentrations used
in their experimental maodel using standard or even mas-
sive doses of ivermectin®? It should be noted that the
concentrations required for an effect in cell culture models
bear litile resemblance to human physiology given the
absence of an active immune systerm working synergisti-
cally with a therapeutic agent, such as ivermectin. Fur-
thermore, prolonged durations of exposure to a drug
likely would requive a fraction of the dosing in short-
term cell model exposure. Furthermore, multiple coexist-
ing or alternate mechanisms of action likely explain the
clinical effecis observed, such as the competitive binding
of ivermectin with the host receptor-binding region of
SARS-CoV-2 spike protein, as proposed in 6 molecular
modeling studies®2 In 4 of the studies, Ivermectin
was identified as having the highest or among the highest
of binding affinities to spilce protein 51 binding domains
of SARS-CoV-2 among hundreds of molecules collectively
examined, with ivermectin nof being the particular focus
of study in 4 of these studies.®” This is the same mecha-
nism by which viral antibodies, in particular, those gen-
erated by the Pfizer and Moderna vaccines contain the
SARS-CoV-2 virus, The high binding activity of ivermec-
tin to the SARS-CaV-2 spike protein could limit binding
to either the ACE-2 receptor or sialic acid receptots,
respectively, etther preventing cefiular entry of the virus
or preventing hemagglutination, a recently proposed
pathologic mechanism in COVID-19.21#26-28 yermectin
has also been shown to bind to or interfere with multiple
essential structural and nonstructural protelns required by
the virus to replicate.%® Finally, ivermectin also binds to
the SARS-CoV-2 RNA-dependent RNA polymerase
(RARp), thereby inhibiting viral replication.®®

Arevalo et al investipated in a murine model infected
with a type 2 family RNA. coronavizus similar o SARS-
CoV-2, {mouse hepatitis virus), the response to 500 pg/kg
of ivermectin versus placebo The study included 40 in-
fected mice, with 20 treated with ivermectin, 20 with
phosphate-buffered saline, and then 16 uninfected control

www.americantherapeutics,com
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mice that wete also given phosphatebuffered saline. At
day 5, all the mice were killed to obtain tssues for exam-
Ination and viral Joad assessment. The 20 nonivermectin-
treated infected mice all showed severe hepatocellular
necrosis swirounded by a severe hymphoplasmacytic
inflammatory infiltration associated with a high hepatic
viral load {52,158}, whereas in the ivermectin-treated mice
a much lower viral load was measured (23,192; P < 0.05),
with only few livers in the ivenmectin-treated mice show-
ing histopathological damage such that the differences
between the livers from the uninfected control mice were
not statistically significant.

Dias De Melo et al®? recently posted the results of a
study they did with golden hamsters that were intrana-
sally inogulated with SARS-CoV-2 virus, and at the time
of the infection, the animals also received a single sitb-
cutaneous injection of ivermectin at a dose of 04 mg/kg
on day 1. Control animals received only the physiologic
solution. They found the following among the
ivermectin-treated hamsters: a dramatic reduction in
anosmia (33.3% vs. 83.3%, P = 0.03), which was also
sex dependent in that the male hamsters exhibited a
reduction in clinical score while the lreated female ham-
sters failed to show any sign of anosmia, They also found
gignificant reductions in cytokine concentrations in the
nasal turbinates and lungs of the treated animals, despite
the lack of apparent differences in viral titers.

Despite these mounting insights into the existing and
potential mechanisms of action of ivermectin both as a
prophiylactic and treatment agent, it must be emphasized
that significant research gaps remain and that many fue
ther in vitro and animal studies should be undertaken to
better define not only these mechanisms but also to fur-
ther support ivermectin’s role as a prophylactic agent,
espedially in the optimal dose and frequency required.

Preclinical studies of ivermectn’s anti-inflammatory
properties

Given that little viral replication occurs in the later

phases of COVID-19, nor can virus be cultured, and -

only in a minority of autopsies can viral cytopathic
changes be found,*-3 the most likely pathophysio-
logic mechanism is that identified by 1i et al*® where
they showed that the nonviable RNA fragments of
SARS-CoV-2 lead to a high mortality and morbidity
in COVID-19 through the provocation of an over-
whelming and injutious inflamnmatory response. Based
on these insights and the clinical benefits of ivermectin
in the late phase of disease to be reviewed below, it
seems that the increasingly well-described in vitro
properties of ivermectin as an inhibitor of inflamma-
tion are far more clinically potent than previously rec-
ognized. The growing list of studies demonstrating the
anti-inflammatory properties of ivermectin include its

American fournal of Therapeulics (2621) 28(3)
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ability to inhibit eytokine production after lipopolysac-
charide exposure, downregulate transcription of NF-
kB, and limit the production of both nitric oxide and
prostaglandin Ep* %9

Exposute prophylaxis studies of ivermectin’s ability
to prevent transmission of COVID-19

Data are also now available showing large and statistically
significant decreases in the transmission of COVID-19
among human subjects based on data from 3 randomized
controlled trials (RCTs) and 5 observational controlled tri-
als (QCTs) with 4 of the 8 (2 of them RCTs) published in
peerteviewed journals. -4

Elgazzar and colleagues®® at Benha University in
Egypt randomized 200 health care and household con-
tacts of patients with COVID-19 where the interven-
tion group consisted of 100 patients given a high dose
of 0.4 mg/kg on day 1 and a second dose on day 7 in
addition to wearing perdonal protective equipment,
whereas the contral group of 100 contacts wore per-
sonal protective equipment alone, They reported a
large and statistically significant reduction in contacts
testing positive by Reverse Transcriptase Polymerase
Chain Reaction (PCR) when freated with ivermectin
versus controls, 2% versus 10%, P < (.05,

Shouman conducted an RCT at Zagazig University in
Egypt, including 340 (228 treated and 112 control) family
members of patients positive for SARS-CoV-2 through
PCR# Ivermectin (approximately 0.25 mg/kg) was
adminlistered twice, on the day of the positive test and
72 houts later. After a two-week follow-up, a large and
statistically significant decrease in COVID-19 symptoms
among household members treated with ivermectin was
found, 7.4% versus 58.4%, P << 0.001.

Recently, Alam et al from Bangladesh performed a
prospective observational study of 118 patients who
were evenly split into those who volunteered for either
the freatmend or control arms, described as a persuasive
approach. Although this method, along with the study
being unblinded, likely led to confounders, the difference
between the 2 groups was so large (6.7% vs. 73.3%, P
<(0.001) and similar to the other prophylaxis trial results
that confounders alone are unlikely to explain such a
result¥ Carvallo et al also performed a prospective
observational trial where they gave healthy volunieers
tvermectin and carrageenan daily for 28 days and
matched them to similarly healthy controls who did
not take the medicines.®® Of the 229 study subjects, 131
were treated with 0.2 mg of tvermectin drops taken by
mouth 5 times per day. After 28 days, none of those
receiving ivermeclin in the prophylaxis group had tested
positive for SARS-LCOV-2 versus 11.2% of patients in the
control arm (P < 0.001). In a much larger follow-up
prospective, observational confrolled trial by the same
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group that included 1195 health care workers, they
found that over a 3-month period there were no infec-
tions recorded among the 788 workers who took weeldy
ivermectin prophylaxis, whereas 58% of the 407 controls
had become ill with COVID-19. This study demonstrates
that remarkable protection against transmission can be
achieved among high-risk health care workers by taking
12 mg once weekly,*® The Carvallo IVERCAR protocol
was also separately tested in a prospective RCT by the
Health Ministry of Tucuman, Argentina, where they
found that armong 234 health care workers, the inferven-
tion group that took 12 mg once weekly, only 3.4% con-
tracted COVID-19 versus 21.4% of controls, P < 0001.%6

The need for weekly dosing in the Carvallo study over
a 4-month period may not have been necessary given
that, in a recent RCT from Dhala, Bangladesh, the inter-
vention group (n = 58) took 12 mg once monthly for a
similar 4-month period and also reported a large and
statistically significant decrease In infections compared
with controls, 69% versus 73.3%, P < 0054 Then, in
a large retrospective observational case-control study
from India, Behera et al*! reported that among 186 case~
contral pairs (n = 372) of health care workers, they
identified 169 participants who had taken some form of
prophylaxis, with 115 participants that had taken iver-
mechin. After matched pair analysis, they reported that in
the workers who had taken 2 dose ivermectin pro-
phylaxis, the cdds ratio for contracting COVID-19 was
markedly decreased (0,27, 95% confidence interval {(CI)
0,15-0.51). Notably, one dose prophylaxis was not found
to be proteciive in this study. Based on both their study
finding and the Egyptian prophylaxis study, the All
India Institute of Medical Sciences instituted a pro-
phylaxis protocol for their health care workers where
they now take two 0.3 mg/kg doses of ivermectin 72
hours apart and repeat the dose monthly.

Data that further illuminates the potential protective
role of ivermectin against COVID-19 come from a study
of musing home residents in France which reported that
in a facility that suffered a scabies oufbreak where all 62
residents and 52 staff were treated with ivermectin/®! they
found that during the period surrounding this event, 7 of
the 69 residents fell ill with COVID-19 (10.1%). In this
group with an average age of 90 years, only one resident
requited oxygen support and no resident died. In a
matched control group of residents from surrounding
facilities, they found 22.6% of residents felt ill and 4.9%
died.

Further evidence supporting the efficacy of lvermectin
as a prophylaxis agent was published recently in. the Infer-
#ational Journal of Antimsicrobial agents where a group of
researchers analyzed data using the prophylactic chemo-
therapy databank administered by the WHO along with
case counts obtained by Worldometers, a public data
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aggregation site used by among others, the Johns Hopkins
University.®2 When they compared the data from countries
with active ivermectin mass drug administralion programs
for the prevention of patasite infections, they discovered
that the COVID-19 case counts were significantly lower in
the countries with recently active programs, to a high
degree of statistical significance, P < 0.001.

Figure 1 presents a meta-analysis performed by the
study authors of the controlled ivermectin prophylaxis
trials in COVID-19.

Further data supporting a role of ivermectin in
decreasing transmission rates can be found from South
American countries where, in retrospect, large “natural
experiments” seem to have occurred, For instance, begin-
ning as early as May, various regional health ministries
and governmental authorities within Peru, Brazil, and
Paraguay initiated “ivermectin distribution” campaigns
to their citizen populations,®® In one such example from
Brazil, the cities of Ttajai, Macapa, and Natal distributed
massive amounts of ivermectin doses to their city's

population, where in the case of Natal, 1 million doses
were distributed. The distribution campaign of Itajai
began in mid-July, in Natal they began on June 30th,
and in Macapa, the capital dty of Amapa and ofhers
nearby, they incorporated ivermectin into their treatment
protocols in late May after they were parficularly hard
hit in April. The data in Table 1 were obtained from the
official Brazilian government sife and the national press
congorium and show large decreases in case counts in
the 3 cities soon after distribution began compared with
their nelghboring cities without such campaighs.

The decreases in case counts araong the 3 Brazilian
cities given in Table 1 were also associated with
reduced mortality rates as summarized in Table 2,

Clinical studies on the efficacy of ivermectin in
treating mildly ill outpalients

Currently, 7 trials that indude a total of more than 3000
patients with mild outpatient fllness have been completed,
a set composed of 7 RCTs and 4 case series#-50

Tahle 1. Comparison of case count decraases among Brazilian cities with and without ivermectin distribution

campaigns,
Population 2020 % Decline in new cases betwean June and

Reglon New cases  June July August {1000} August 2020
South Itajai 2123 2854 298 223 -53%

Chapecd 1760 17564 1408 224 —20%
Notth Macapa 7966 2481 2370 503 ~70%

Ananindeus 1520 1521 1014 536 -30%
North East Natal 9009 7554 1590 890 -82%

Jodo Pessoa 9437 7963 B384 817 ~43%

Boided citles distributed ivermectin, neighboring ragional city below did nat.
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Table 2. Change in death rates among neighboring regions in Brazl.

% Change It average deaths/week compared

Region ' Stata with 2 weeks before

South 8anta Catarina -36%
PARANA -3%
Rio Grands do Sul -b%

North Amapa ~75%
AMAZONAS —A42%
Para +13%

North East Rio Grande do Norte -65%
CEARA +62%
Paralba ~30%

Bolded raglons contained a major city that distributed ivermaectin to its cltizens, the other regions did not.

The lazgest, a double-blinded RCT by Mahmud*® was
conducted in Dhaka, Bangladesh, and targeted 400
patients with 363 patients completing the study. In this
study, as in many other of the clinical studies to be re-
viewed, either a tetracycline {doxycycline} or macrolide
antibiotic (azithromycin) was included as part of the treat-
ment. The importance of including antibiotics such as
doxycydine or azithromycin is uncleat; however, both
tetracycline and macrolide antibiotics have recoghized
anti-inflammatory, immunomodulatory, and even antivi-
ral effects (58-61). Although the posted data from this
study does not specify the amount of mildly ill outpatients
versus hospitalived patients treated, Important clinlcal
outcomes were profoundly affected, with increased rates
of early improvement {60.7% vs. 444% P < 0.03) and
decteased rates of dinical deterioration {(8.7% vs. 17.8%,
P < 0.02). Given that mildly ill outpatients mainly com-
prised the study cohort, only 2 deaths were obsexved
(both in the control group).

Ravikirh performed a double-blinded RCT of 115
patients, and although the primary outcome of PCR
positivity on day 6 was no different, the secondary out-
come of mortality was 0% versus 6.9%, P = .019.% Ba-
balola in Nigeria also performed a double-blinded RCT
of 62 patients, and in contrast to Ravikirti, they found a
significant difference in viral clearance between both
the low-dose and high-dose treatment groups and con-
trols in a dose dependent fashion, P = .0065°

Arnother RCT by Hashim et al in Baghdad, Irag,
included 140 patients equally divided; the control group
received standard care, and the treated group included a
combination of both outpatient and haspitalized patients.
In the 96 patients with mild-to-moderate outpatient ill-
ness, they treated 48 patients with a combination of
ivermectin/doxyeydine and standard of care and com-
pared outcomes with the 48 patients treated with stam-
dard of care alone, The standard of care in this trial

Apmerican Journal of Therapeutics (2021) 28(3)

meluded medicines such as dexamethasone 6 mg/d or
methylprednisolone 40 mg twice per day if needed, vita-
min C 1000 mg twice/day, zine 75-125 mg/d, vitamin
D3 5000 IU/day, azithromycin 250 mg/d. fox 5 days, and
acetaminophen 500 mg as needed. Although no patients
in either group progressed or died, the time to recovery
was significantly shorter in the ivermectin-treated group
{6.3 days vs. 13.7 days, P < 0.0001).

Chaccour et al conducted a small, double-blinded
RCY in Spain where they randomized 24 patients to
ivermectin versus placebo, and although they found
no difference in PCR positivity at day 7, they did find
statistically significant decreases in viral loads, patient
days of anosmia (76 vs. 158, P < 0.05), and patient
days with cough (68 vs. 98, P < 0.05).57 _

Another RCT of ivermectin treatment in 116 oufpatients
was petformed by Chowdhury et al in Bangladesh where
they compared a group of 60 patierds treated with the
combination of ivermectin/doxycycline to a group of 60
patients treated with hydroxychloroquine/doxycycline
with a primary outcome of time to negative PCR5
Although they found no difference in this outcotne, in
the treatment group, the time to symptomatic recovery
approached statistical significance (5.9 days vs. 7.0 days,
P = 0.07), In another smaller RCT of 62 patients by Pod-
der et al, they also found a shorter time to symptomatic
recovery that approached statistical significance (10.1 days

"vs. 115 days, P > 0,05, 95% CI, 0.86-3.67).5

A medical group in the Dominican Republic reported a
case series of 2688 consecutive symptomatic outpatients
seeking treatment in the emergency department, most
whom were diagnosed wsing a clinical algorithm. The
patients were treated with a high-dose ivermectin of 04
meg/kg for one dose along with 5 days of azithromycin.
Remarkably, only 16 of the 2688 patients (0.59%) required
subsequent hospitalization with only a single death
recorded &
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In another case series of 100 patients in Bangladesh,
all treated with a combination of 0.2 mg/kg ivermectin
and, doxycycline, they found that no patient required
hospitalization nor died, and all patients’ symptoms
improved within 72 hours.

A case geries from Argentina reported on a combi-
nation protocol that used ivermectin, aspirin, dexa-
methasone, and enoxaparin, In the 135 mild illness
patienis, all gurvived.®® Similatly, a case series from
Mexico of 28 consecutively treated patients with iver-
mectin, all were reported to have recovered with an
average time to full recovery of only 3.6 days.®®

Clinical sfudies of the efficacy of ivermectin in
hospitalized patients

Studies of ivermectin among more severely ill hospl-
talized patients include 6 RCIs, 5 OCTs, and a data-
base analysis study,551-53,63-70

The largest RCT in hospitalized patients was performed
concurrent with the prophylaxis study reviewed above by
Elgazzar et al.®® Four hundred patients were randomized
among 4 treatment groups of 100 patients each. Groups 1
and 2 incdluded mild /moderate iliness patients alone, with
group 1 treated with one dose 0.4 mg/kg ivermectin plus
standard of care (SOC) and group 2 received hydroxy-
chloroquine 400 mg twice on day 1 then 200 mg twice
daily for 5 days plus standard of care. There was a statis-
tically significant lower rate of progression in the
ivermectin-treated group (1% vs. 22%, P < 0.001), with
no deaths and 4 deaths, respectively. Groups 3 and 4
included only severely ill patients, with group 3 again
treated with a single dose of 04 mg/kg plus SOC,
whereas group 4 received hydroxychloroquine plus
SOC. In fhis severely ill subgroup, the differences in out-
comes were even larger, with lower rates of progression
4% versus 30% and mortality 2% versus 20% (P << 0.001).

The one largely outpatient RCT conducted by Hashim
reviewed above also included 22 hospitalized patients in
each group, In the ivermectin/doxycydline-treated group,
there were 11 severely ill paflents and 11 critically ill
patients, whereas In the standard of care group, only
severely ill patients (n = 22) were included because of
their ethical concerns of including critically ill patients in
the control group (45). This dedsion led to a marked
imbalance in the severity of illness between these hospi-
talized patient groups. However, despite the mismatched
severity of illness between groups and the small number
of patients included, beneficial differences in outcomes
were seen, but not all reached statistical significance. For
instance, there was a large reduction in the rate of pro-
gregsion of illness (9% vs. 31.8%, P = 0.15) and, most
importantly, there was a large difference in mortality
among the severely ill groups that reached a borderline
statistical slgnificance (0% vs, 27.3%, P =0.052). Another
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important finding was the relatively low mortality rate of
18% found among the subset of eritically ill patients, all of
whom were treated with ivermectin,

A recent RCT from Iran found a dramatic reduction
in mortality with ivermectin use.® Among multiple
ivermectin treatment arms (different ivermectin dosing
strategles were used in the intervention arms), the
average mortality was reported as 3.3%, whereas the
average mortality within the standard care and pla-
cebo arms was 18.8%, with an odds ratio (OR) of
0.18 (95% CI 0.06-0.55, P < 0.05).

Spoorthi® and Sasanak performed a prospective trial of
100 hospitalized patients whereby they treated 50 with
ivermectin and doxycycline, whereas the 50 controls were
given a placebo consisting of vitamin B6. Although no
deaths were reported in either group, the ivermectin freat-
ment group had a statistically significant shorter hospital
length of stay ([.OS) 3.7 days versus 47 days, P = 0,03,
and shorter ime to complete resolution of symptoms, 6.7
days versus 7.9 days, P = 0.01.

The largest OCT (1 = 280) in hospilalized palients was
conducted by Rajter et al at Broward Health Hospitals in
Flarida and was recently published in the major medical
journal Chest (43). They petformed a retrospective OCT
using a propensity-matched design on 280 consecutive
treated patients and compared those treated with iver-
mectin to those without, One hundred seventy-three
patients were treated with ivermectin {160 received a sin-
gle dose and 13 received a second dose at day 7) while 107
were not® n both unmatched and propensity-matched
cohort comparisons, similar, large, and statistically signif-
icant lower mortality was found among ivermectin-
treated patients (15.0% vs. 252%, P =0.08). Furthetmore,
in the subgroup of patients with severe pulmonary
involvement, mortality was profoundly reduced when
treated with ivermectin (38.8% vs. 80.7%, P =0.001),

Another large OCT in Bangladesh compared 115
patients treated with ivermectin to 2 standard care
cohort consisting of 133 patients.5 Despite a signifi-
cantly higher proportion of patients in the ivermectin
group being men (le, with well-described, lower sux-
vival rates in COVID), the groups were otherwise well
matched, yet the mortality decrease was statistically
significant (0.5% vs. 6.8%, P < 0.05). The largest OCT
is a study from Brazil, published as a letter to the editor
and included almost 1500 patients.56 Although the pri-
mary data wete not provided, they reported that in 704
hospitaiized patients treated with a single dose of 0.15
mg/kg ivermectin, compared with 704 controls, overall
mortality was reduced (1.4% vs. 85%, HR 0.2, 95% CI
0.12-037, P < 0.0001). Similarly, in the patients on
mechanical ventilation, mortality was also reduced

(1.3% vs 7.3%). A small study from Baghdad, lraq,.

compared 16 ivermectin-treated patients with 71
American Journal of Therapeutics (2021) 28(3)
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controls.5? This study also reported a significant reduc- the 2 important clinical outcomes: time to clinical
tion in length of hospital stay (7.6 days vs. 13.2 days, P recovery and mortality (Figures 2 and 3). The consis-
< 0.001) in the ivermectin group. In a study reporting tent and reproducible signals leading to large overall
on the fixst 1000 patients treated in a hospital in India, statistically significant benefits from within both study
they found that in the 34 patients treated with ivermec- designs are remarkable, especially given that in several

tin alone, all recovered and were discharged, whercas of the studies treatment was initiated late in the dis-
in more than 900 patients treated with other agents, gase course.
there was an overall mortality of 11.1%.7° ' Details of the prophylaxis, ealy, and late treatment

Meta-analyses of the above controlled treatment tri- trials of ivermectn in COVID-19 can be found in
als were petformed by the study authors focused on Table 3.
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Ivermectin in post-COVID-19 syndrome

Increasing reports of persistent, vexing, and even dis-
abling symptoms after recovery from acute COVID-19
have been reported and that many have termed the con-
dition as “Long COVID” and patients as “long haulers,”
estimated to occur in approximately 10%-30% of
cages,” Generally considered as a postviral syndrome
consisting of a chronic and sometimes disabling constel~
lation of symptoms which include, in order, fatigue,
shorthess of breath, joint pains, and chest pain. Many
patients describe their most disabling symptom as
impaired memory and concentration, often with extreme
fatigue, described as “brain fog,” and ia highly sugges-
tive of the condition myalgic encephalomyelitis/chronic
fatigue syndrome, a condition well reported to begin
after viral infections, In particular with Epstein-Barr
virus. Although no specific treatments have been iden-
tified for Long COVID, a recent manuscript by Agudrre
Chang et al from the National University of San Marcos
in Peru reported on their experience with ivermectin in
such patients”™ They treated 33 patients who were
between 4 and 12 weeks from the onset of symptoms
with escalating doses of ivermectin; 0.2 mg/kg for 2 days
ifmild and 0.4 mg/kg for 2 days if moderate, with doses
extended if symptoms persisted. They found that in
87.9% of the patients, resolution of all symptoms was
observed after 2 doses with an additional 7% reporting
complete resolution after additional doses. Their experi-
ence suggests the need for controlled studies to better
test efficacy in this vexing syndrome.

Epidemiclogical data showing impacts of
widespread ivermectin use on population case
counls and case fatality rates

Similar to the individual cities in Brazil that measured
large decreases in case counts soon after distributing iver-
mectin in cotparison to neighboring cities without such
campaigns, in Peru, the government approved the use of
ivermectin by decree on May 8, 2020, solely based on the
in vitro study by Caly et al from Australia.®® Soon after,
multiple state health ministries initiated ivermectin distri-
bution campaigns in an effort to decrease what was at
that time some of the highest COVID-19 morbidity and
mortality rates in the world, Juan Chamie,®® a data ana-
lyst and member of the FLCCC Alliance, recently posted
an article based on 2 critical sets of data that he compiled
and compared; first, he identified the timing and magni-
tude of each region’s ivermectin interventions through a
review of official commuunications, press releases, and the
Peruvian Situation Room database to confitm the dates
of effective delivery, and second, he extracted data on the
total all-cause deaths from the region along with
COVIL-19 case counts in selected age groups over time

www.americantherapeutics.com
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from the registry of the National Computer System of
Deaths (SINADEF) and from the National Institute of
Statistics and Informatics®® It should be noted that he
restricted his analyses to only those citizens older than 60
years to avoid the confounding of rises in the numbers of
infected younger patients. With these data, he was then
able to compare the timing of major decreases in this age
group of both total COVID-19 cases and total excess
deaths per 1000,000 people among 8 states in Petu with
the initiation dates of their respective ivermectin distri-
bution campaigns as shown in Figure 4.

Pigure 5 from the same study presents data on the case
fatality rates in patients older than 60 years, again among
the 8 states in Peru. Note the dramatically decreased case
fatality rates among older patients diagnosed with
COVID-19 after ivermectin became widely distributed
in those areas, a result which carmot be explained by
changes In mask-wearing or lock-downs,

In an even mote telling example, Chamie compared
the case counts and fatality rates of the 8 states above
with the city of Lima, where ivermectin was not dis-
tibuted nor widely used in treatment during the same
petiod. Figure 6 compares the lack of significant or
sustained reductions in case counts or fatalities in
Lima with the dramatic reductions in both outcomes
among the 8 states with widespread ivermectin
distribution.

Another example can be seen from the data eompiled
from Paraguay, again by Chamie who nated that the
govemment of the state of Alto Parana had launched an
ivermectin distribution campaign in early September.
Although the campaign was officially described as a
#dewormming” program, this was interpreted as a guise
by the regions’ governor to avoid reprimand or conflict
with the National Ministry of Health that recommen-
ded against the use of ivermectin to treat COVID-19 in
Paraguay. The program began with a distribution of
30,000 boxes of ivermectn, and by October 15, the gov-
emor declared that there were very few cases left in the
state as can be seen in Bigure 7.

The evidence base for ivermectin against COVID-19

To date, the efficacy of ivermectin in COVID-19 has
been supported by the following:

1. Since 2012, multiple in vitro studies have demon-
strated that Ivermectin inhibits the replication of
many viruses, including influenza, Zika, Dengue,
and others,57

2. Ivermectin inhibits SARS-CoV-2 replication and
binding to host tissue through several observed
and proposed mechanisms,!8

3. Ivermectin has potent antl-inflammatory proper-
ties with in vitro data demonstrating profound

American Journal of Therapeutics (2021) 28(3)
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inhibition of both cylokine production and tran-
scription of nuclear factor-«xB (NF-kB), the most
potent mediator of inflammation,37-9%

4. Ivermectin significantly diminishes viral load and
protects against organ damage in multiple animal

moadels when infected with SARS-CoV-2 or sim-
flar coronaviruses31%2

5. Ivermectin prevents transmission and develop-
ment of COVID-19 disease in those exposed to
infected patients.®#4°
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6. Ivermectin hastens recovery and prevents deteri-
oration in patients with mild to moderate discase
treated early after symptoms,i5.49-52.61.62

7. Ivermectin hastens recovery and avoidance of
ICU admission and death in hospitalized
patients,455152,63-66

8. Ivermectin reduces mortality in critically ill
patients with COVID-19.455363

9. Ivermectin leads to temporally associated reduc-
tions in case fatality rates in regions after iver-
mectin distribution campaigns

10. The safety, availability, and cost of ivermectin are
nearly unparalleled given its low incidence of
important drug interactions along with only mild
and rare side effects observed in almost 40 years
of use and billions of doses administered.”

The World Health Organization has long included
ivermectin on its “List of Essential Medicines.”

11

A summary of the statistically significant results
from the above conirolled trjals are as follows:

Controlled trials in the prophylaxis of COVID-19 (8
studies)

1. All 8 available controlled trjal results show stakis-
tically significant reductions in transmission,

2. Three RCTs with large statistically significant reduc-
tions in transmission rates, N = 774 patients.#-16

3. Five OCTs with large statistically significant reduc-
tions in transmission rates, N = 2052 patients 444

Controlled trials In the treatment of COVID-19
(19 studies)

1. Five RCTs with statistically significant impacts in
time to recovety or hospital length of stay, 2649536165

2. One RCT with a near statistically significant
decrease in time to recovery, P = 0.07, N = 130.5*

3. One RCT with a large, statistically significant
reduction in the rate of deterioration or hospital-
ization, N = 363.4°

4. Two RCTs with a statistically significant decrease
in viral load, days of anocsmia, and cough,
N = 8557460

B, Three RCTs with large, statistically significant
reductions in mortality (N = 695),454045

6. One RCT with a near statistically significant
reduction in mortality, P = 0.052 (N = 140).%

7. Three OCTs with large, statistically significant
reductions in mortality (N = 1688),51.6368

Safety of ivermectin

Numerous studies report low rates of adverse events, with
the majority mild, transient, and largely atributed to the
body’s inflammatory response to the death of the parasites

American Journal of Therapeutics (2021) 28(3)
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and include itching, rash, swollen lymph nodes, joint
paints, fever, and headache” In a study that combined
results from trials including more than 50,000 patients, seri-
ous events occurred in less than 1% and largely associated
with administration in Loa loa.” Furthermore, according to
the pharmaceutical reference standard Lexicomp, the only
medications contraindicated for use with ivermectin are the
concurrent administration of antituberculosis and cholera
vaccnes while the anticoagulant warfarin would require
dose monitoring. Another special caution is that immuno-
suppressed or organ transplant patients who are on calci-
netirin inhibitors, such as tacrolimus or eyclosporine, or the
immunosuppressant sirolimus should have close monitor-
ing of drug levels when on ivennectin given that interac-
tions exist that can affect these levels, A longer list of drug
interactions can be found on the drugs.com database, with
nearly all interactions leading to a possibility of either
increased or decreased blood levels of ivermectin, Given
shudies showing tolerance and lack of adverse effects in
human. subjects given escalating high doses of ivermectin,
toxicity is unlikely, although a reduced efficacy because of
decreased levels may be a concemn.””

Concerns of safety in the setting of Jliver disease are
unfounded given that, to the best of our knowledge, only
2 cases of liver injury have ever been reparted in associa-
tion with ivermectin, with both cases rapidly resolved
without need for treatment?” Turthermore, no dose
adjustments are required in patients with Hver disease.
Some have described ivermectin as potentially neurotoxic,
yet one study performed a search of a global pharmaceu-
tical database and found only 28 cases among almost 4
billion doses with setlous neurological adverse events, such
as ataxia, altered consciousness, seizure, or tremor.® Poten-
tial explanations induded the effects of concomitantly
administered drugs fhat increase absorption past the
blood-brain barrier or polymorphisms in the mdr-1 gene.
However, the total number of reported cages suggests that
such events are exceedingly rare. Finally, ivermectin has
been used safely in pregnant wornen, children, and infants.

DISCUSSION

Currently, as of December 14, 2020, there is accumu-
lating evidence that demonstrates both the safety and
efficacy of ivermectin in the prevention and treatment
of COVID-19, Large-scale epidemiologic analyses val-
idate the findings of in vitro, animal, prophylaxis, and
clinical studies. Epidemiologic data from regions of the
world with widespread ivermectin use have demon-
strated a temporally associated reduction in case
counts, hospitalizations, and fatality rates.

In the context of ivermectin’s longstanding safety
recard, low cost, and wide availability along with the

www.ameticantherapeutics.com
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consistent, reproducble, large magnitude of findings on
fransmission rates, need for hospitalization, and mortality,
widespread deployment in both prevention and treatment
has been proposed. Although a subset of trials are of an
observational design, it must be recognized that in the
case of ivermectin (1) half of the tvals used a randomized
controlled trial design (12 of the 24 reviewed above) and
{2} observational and randomized trial designs reach
equivalent conclusions on average as reported in a large
Cachrane review of the topic from 201481 In particular,
OCTs that use propensity-matching techniques {as in the
Rajter study from Florida) find near identical conclusions
to later-conducted RCTs in many different disease states,
including coronary syndromes, critical illness, and sur-
gery 3% Similaly, as evidenced in the prophylaxis (Fig-
ure 1) and treatment trial (Figures 2 and 3) meta-analyses
as well as the summary tials table (Table 3), the entirety
of the benefits found in both OCT and RCT trial designs
aligns in both direction and magnitude of benefit, Such a
consistency of benefit among numerous trials of varying
sizes designs from muitiple different countries and centers
around the world is unique and provides shrong, addi-
tional support.

The continued challenges faced by health care pro-
viders in deciding on appropriate therapeutic interven-
tons in patients with COVID-19 would be greatly eased
if more updated and commensurate evidence-based
guidance came from the leading governmental health
care agencies. Currently, in the United States, the treat-
ment guidelines for COVID-19 are issued by the
National Insttutes of Health, Their most recent recom-
mendation on the use of ivermectin in patients with
COVID-19 was last updated on Febrnary 11, 2021,
where they found that “there was insufficient evidence
to recornmend for or against ivermectin in COVID-19.”
For a more definitive recommendation ta be issued by
major leading public health agencies (PHA), it is appar-
ent that even more data on both the quality and quan-
tity of trials are needed, even dwuring a global health
cate emergency, and in conslderation of a safe, oral,
low-cost, widely available and deployable intervention
such as ivermectin,

Fortunately, large teams sponsored by 2 different orga-
nizations have embarked on this effort. One team, spon-
gored by the Unitaid /WHO's ACT Accelerator Program
and led by the University of Liverpool Senior Research
Fellow Dr. Andvew Hill, is performing a systematic
review and meta-analysis focused solely on ivermectin
treatment RCTs in COVID-19. Although a preliminary
meta-analysis of 17 RCTs was posted to a preprint server
in February, it is expected that by March 19, 2021, results
from approximately 27-29 RCTs including almost 4500
patients will be presented to the WHO Guidelines Com-
mittee and that the epidemiologic studies reviewed above

www.americantherapeutics.com
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by Charmie et al wete already presented to the comnittee
in early March {personal communication with Dr. An-
drew Hill). It is important to note that on February 5,
the WHO Guidelines Committee announced that they
had begun a review of the accumulating ivermectin data
and expected to arrive at their own formal treatment
recommendation within 4-6 weeks. If the above benefits
in dinical outcomes continue to be reported in the re-
maining trials, it is hoped that this almost doubling of
the current supportive evidence base would metit a rec-
ommendation for use by the WHO, NIH, and other
PHA's would be forthcoming.

Because of the urgency of the pandemic, and in
response to the surprising persistent inaction by the
leading PEIA’s, the British Ivermectin Recommendation
Development Panel was recently coordinated by the
Evidence-Based Medicine Consultancy Ltd to more rap-
idly formulate an ivermectin treattent guideline using
the standard guideline development process followed
by the WHO. Made up of long-time research consul-
tants to numerous national and international public
health organizations including the WHO, they con-
vened both a steering committee and a fechnical work-
ing group that then performed a systematic review and
meta-analysis. On February 12, 2021, a meeting was
held that included an international consortium of 75
practifioners, tesearchers, specialists, and patient repre-
sentatives representing 16 countries and most regions of
the world. This Recommendation Development Panel
was presented the results of the meta-analysis of 18
treatment RCTs and 3 prophylaxis RCTs including
more than 2500 patients along with a summary of the
observational frials and the epidemiologic analyses
related to regional ivermectin use. After a discussion
period, a vote was held on multiple aspects of the data
on ivermectin, according to standard WHO guideline
development processes. The Panel found the certainty of
evidence for fvermectin's effects on survival fo be strong and
they recommended unconditional adoption for use in the pro-
phylaxis and treatment of COVID-18,

In summary, based on the totality of the trials and
epidemiologic evidence presented in this review along
with the preliminary findings of the Unitaid/WHO
meta-analysis of treatment RCTs and the guideline rec-
ommendation from the international BIRD conference,
ivermectin should be globally and systematically de-
ployed in the prevention and treatment of COVID-19.
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Abstract

Background:

Ivermectin was shown to inhibit SARS-CoV-2 replication in-vitro, which haé led to off-
label use, but olinical efficacy has not been previously described.

Research Question: Dm;s ivermectin benefit hogpitalized CO\-’ID-}Q patienis?

Study Design and Methads:

Charts of consecutive patients hospitalized at four Brow

with confitmed COVID-19 betweon March 15 thrqugh May 11, 2020 treated with or

alth hospitals in Florida

tin dosing guidelines were pravided

without ivermectin wete reviewed. Hosgit'al‘iif
but treatment decisions were per treating physician’s disoretion. The primary outcome

was all-cause in-hospital mortality, S¢condary outcomes included mortality in patients

with severe pulmonary invol ement, extubation raies for mechanically ventilated

patients, and len?th‘%f stay. Severe pulmonary involvement was dofined as need for FiO,

230%, noninvasi;g:enﬁ]ation, or Invasive ventilation at study entry. Logistic regression
and propensity score matching were used to adjust for confounders,

Results:

280 patients, 173 treated with ivermectin and 107 without ivermectin, were reviewed,
Most patients in both groups alsa received hydroxychloroquine and/or azithromyein.
Univatiate analysis showed lower mortality in the ivermectin group (15.0% versus

25.2%, OR 0.52, CI 0.29-0,96, P=0.03). Mortality was alse lower among tvermectin-




treated patients with severe pulmonary involvement (38.8% vs 80.7%, OR 0.15, C1 0.03-

0.47, p~0.001). There were no significant differences in extubation rates (36.1% vs
15.4%, OR 3.11 (0.88-11.00), p=0.07) of length of stay, After multivariate adjustment for
confounders and mortality risks, the mortality difference remained significant {OR 0.27,

CI 0.09-0.80, p=0.03).

196 patients werg inoluded in the prapensity-matched cohort. Mot ! was significantly

lower in the ivermectin group (13.3% vs 24.5%, OR 047, CT0.23-0.99, p<0.09); an
11.2% (CI 0,38%-22,1%) absolute risk reduction, with'a gg.rﬁﬁcr needed to treat of 8.9

(C14.5-263).

Interpretation:

Ivermectin treatment was associats d with tower mortality during treatment of COVID-19,

espeodally in patients with savere pulmonary invelvement, Randomized controlled trials

are needed to confirm the




Introduction

Tvermectin has previonsly been studied as a therapeutic option for viral infections with
data showing some in-vitto activity against a broad range of viruses, including HIV,
Dengue, Influenza and Zika virus, likely through inhibition of IMP o/B1-mediated

mucloar import of viral proteins, " Wagstaff et al, demonstrated that Ivermectin was a

potent in-vitro inhibitor of SARS-CaV-2, showing a 99.8% redu 1 viral RNA after
48 hours.” There are teports on the interset of physicians wgriﬁy{ida reating COVID-19
empirically with ivermeotin since late April, 2020. Pef'{ECliﬂl, calTrials.gov, there are

currently 37 siudies investigating the useﬁn!nqss:éof ivermeotin in COVID-19. However,

inviva efficacy of ivermectin in SARS;COX-E infection in humans has not previously

been reported.

In the late 1970s ivermectin was developed as a new class of drug to treat parasitic

infections. Initially us d i veterinary Medicine, it was scan found to be safe and
affective In humans. It has successfully been used 1o treat onchacerciasis and fymphatic
filariasls in millions of people worldwide as part of a global drug donation program,
About 3.7 hillion doses of ivermectin have been distributed in mass drug administration
campaigns globally over the past 30 years, Presently, ivermeotin is approved foruse in

humans in several countries to treat onchocerciasis, lymphatic filariasis, strongyloidiasis

and scabies,!




Based on the data drug safety sheet for Ivermectin (NDA 50-742/8-022), side effects.

wetre uncommon and limited, Reported side effects with greater than 1% occurrence
included, elevation in ALT/AST (2%), nausea (2%), diarrhea (2%), decreased leukacyie
count (3%), peripheral edema (3%), tachyoardia (3%), dizziness (3%), and pruritus (3%).
A pharmacokinetic study of 166 patients reported side effeats of hegzdache (6%,

dysmenorthea (5.5%), URI symptoms (1.8%) and diatthea (1.8%

Methods:
Patients

At four Broward Health assaciated

Sequentially consecutive hospitalized pati

haspitals in South Florida with lahoggto;y onfirmed infeotion with SARS-CoV-2 during

their admission were reviewed in tudy. The list of confirmed cases was provided by

the hospitals® epidemiolo epartment. Enrollment dates ranged from March 13, 2020
through May 1 1_,::_202(1';"2:?dﬁﬁrznatory testing was performed by nasophatyngeal swab
using an FDA Emergency Use Authorized COVID-19 molecular assay for the detection
of SARS-CoV-2 RNA, Patients younger than 18 years old, pregnant, or incarcerated were
gxcluded from data collention based on IRB requirements, Patients who had at Jeast 2

separate admissions placing them in both groups were also excluded.

Study procedures

Records were abstracted by four of the authors and all data were subsequently reviewed

and confirmed by the load author, Raseline data were colleeted at the time of ivermectin




administration for the ivermeotin group; for the usual care group baseline was elther at

the time of administration of hydtoxychlorogquine or, if nat used, at the time of admission,
Information collected included COVID-19 testing results, patient demographics, pre-
existing comorbid conditions, initial vital signs, laboratory results, and the use of

gorticosteroids, hydroxychloroquing, and azithromyein in order to deseribe the cohart and

to identify potential confounders between groups. Severity of pul qnary lavolvement

was assessed at tho time of baseline data collection and categorizgd as severe or non-

severe, Pationts were considered to have sovere pulmen ry involvement if they required

an FiO; of 50% or greater, high-flow nasal oxygen, soninvasive ventilation, or intubation

and mechanical ventilation. The non-severg pulnionary criteria encompassed patienis

who required no supplomental oxygen, or “low FIO;” (L.e. Venturi mask 40% or less, or
up to 6 L/min of low flow ngsal canmula}, indopendent of labotatory findings,

Patients were catggdﬁié& ifito two treatment groups based on whether they teceived

ivermeotin at any-time during the hospitalization. Patients in the ivermectin group
received at feast one oral dase of ivermectin at 200 micrograms/kilogram in addition to
usual olinfoal care, A second dose could be given at the discretion of the treating
physician at day 7 of treatment. Ivermectin is not currently FDA-approved for COVID-
19, The decision to pseseriba ivermactin, hydroxychloraquine, azithromyain, or other
medications was at the discretion of the treating physicians, however hospital guldelines

were established for the safo use and dosing of these agents, These guidelines included a




baseline EKG and mandatory cardiac and QTo manitoring for patients recelving

hydroxychloroquine (alone ot in combination with azithromycin) avoidance of
azithromyein if patient’s baseline QTc was greater than 460msec, and discontinyation of
hydroxyahloroquipe if there was a concerning elevation in QTo or if the patient’s
cardiologlst recommended discontinuation, Oxygen and ventilatory ;upport were applied
per the customary care, Empiric use of ivermectin was given exphmtl for COVID-19,

Quicomes

The primary outcome was all-cause in-hospital morta y Patient was considered a

“survivor” if they left the hospital alive, or If their status in the hospital changed from

active care to awaiting transfer to a skilled-fholity. Two consecutive negative

nasopharyngoal swab specimens in:S?ARS-CaV-z, collected = 24 hours apart, were

necessary for a patient to béﬁ"acéepted to the local skilled nursing facilities.

. ]uded subgroup mortality of patients with severe pulmonary
involvement, extubation rates for patients requiring mechanical ventilation, and length of
hospital stay. Length of stay was caleulated from day of admission to either the day of
discharge or to patient death,

Statistical analysis

Univariate analysis of the pritmary mortality outcome, and comparisons between
treatment groups were determined by Student’s t test for parametric continnaus variables

or Mann-Whitngy U test for nanparametric continnous variables as apptapriate, and by




Peatson Chi Square test for categorical variables. The method of Hodges-Lehman was

used to estimate median differences with 95% confidence intervals.
To adjust for confounders and between-group differonoes, a multivariate analysis was
performed using stepwise binavy logistic regression. Patient vatiables included in the

analysis were age, sex, comorbidities of diabetes, chronie fung disease, cardiovascular

disease, and hypertension, smoking status, severity of pulinonary invalyemont, need for

mechanical ventilation at study entry, body mass index {BMI); Pﬁ?}‘ipﬁeral whito bleod

count, absolute lymphocyte count, and use of corticosfér_g_igs based on bivariate

assaciations within our data, a priori plausibility; and documented assaciations with

mortality fiom previous studics. Adjusted odds ratio with 95% confidence intevals were

computed to show level of certainfy Aﬁélyses were based on nop-missing data and
missing data were not imgufédL'Missingtxess of 1% was found for peripheral white blood
cell count, 5% for sﬁi&]%;igétatus, and 7% for absolute lyraphocyte count.

We performed a secondary analysis using propensity score matching to reduce the effects
of confounding and likelihood of selection bias, Prapensity matching was performed
using a nearest-neighbor algorithm with 1:1 matching without replacement, and a caliper
distance of less than 0.2, Variables for propensity scoring included those vatiables from
the univariate between—gr;)ups analysis of the unmatched cobort that had a P value less
than 0.2 (age, sex, pulmonary condition, hiypertension, HIV, severe pulmonary

presentation, exposure to corticosterolds, hydroxychloroquine, or azithromycin). Rage,




white cell count, absolute fymphacyte count, and need for mechanical ventilation prior to

~ oron the day of study entry were also added as potential elinical confounders,

All tosts were 2-sided and a p value <,05 was considered statistically significant.
Statistical analyses were conducted using IBM SPSS v 26.0 sofiware (Armonk, NY), R
software v 3.5.3 (R Faundation for Statistical Coraputing, Vienna, Aus.tria),_ and SPSS

PS-matching software (sourceforge.net).

This study was conduected in accordance with the amended on of Helsinki, The
protocel was approved by the Instifutional Review Bodrd for the Broward Health

Hospital System, protacol appraval number 202

il

0-034-BHMC. The authors assume

the fidelity of the study.
Results
Characteristics oftb,e P
307 patients wera:adxﬁitted for COVID-19 during the time period studied. 4 patients
were not reviewed due to multiple admissions, 11 did not have COVID-19 confirmed at
the time of the study, and 12 were excluded dua ta either age younger than 18 years old,
pregnancy, ot incarceration. The remaining cohort of 280 patients was comprised of 173
treated with ivermectin and 107 in the vsual care group. Most patients received a single
dose of ivermecting however 13 patients received a second dase of ivermectin for

angoling signs ar syraptoms at day 7 of treatment, Follow up data for all outcomes were




available through May 19th, 2020, No patients were lost to follow-up for the primary

outcome. At the time of analysis, all patients in both groups had met the endpoint of
death, discharge alive, ox awaiting transfer to a skilled facility, Of those awaiting transfer,
in the control graup, one patient was awaiting trausfer to hospice due to an unrelated

terminal illness, and one patient was awaiting a negative COVID-12 test to proceed with

unrelated surgery. In the ivermectin group, five patients wete in stabl

awaiting transfar to skilled facility/rehab, and one patient wg;§:§1_§gically improving,

Raseline characteristics and between-group comparisd%__jgr unmatched and propensity-

matched cohorts are shown in Table 1. Before i hing, hypertension and corticosteroid

use were mote prevalent in the ivermectingroup, whereas the use of hydroxychloraquine

and hydroxychloroguine plus azithrofiyéin wore higher in the usual cate group.
Propensity score maiching-éia&’ted a total of 98 matched pairs. After matching there wete
no statlstically signific nt differences between the two groups. Eight patients in the
ptopensity matched graup received a second dose of ivermectin on day 7,

Outcomes

Unadjusted cutcomes for the unmatched cohort, and eutcomes in the propensity matched
cohort are shown in Table 2, For the unmatched cohoit, averall mortality was
significantly lower In the ivermeotin group than in the usual care group (13.0% vs 25.2%,
for tvermectin and usual care tespectively, p.03). Mortality was also lower for ivermectin

treated patients in the swbgroup of patients with severe pulmonary involvement (38.8%




vs. 80.7% for ivermectin and usua! care respectively, p=.001), On univariate analysis,

patients teceiving corticosteroids had a higher mortality than those that did not (30.0% vs
13.7%, OR 2.7 (1 47 to 4.99; p=,001); however, corticosteralds were more likely to have
been prescribed for severe patients (§8.6% vs 22.4% for severg and nonsevere

respectively, OR 4.91 (2.78 to 8.63, p<.001).

Results were similar, with lower mortality in the ivermectin treate;l. ”"'ti?nts for the
matched cohort for the group as a whole and for the subgroy

involvement (Table 2). In the matched cohort, ivermedtin as associnted with an absolute

risk reduction of 11.2% (CT 0,38%-22.1%) and-4 orresponding number needed to treat of

8.9 (CI 4.5-263) to prevent ane death. W ;:_'ouud no difference in median hospital length

of stay or in extubation rates, in et unmatched or matched cohorts. Of note, 1 of
the 13 patients who received a Second dose of ivermectin died; this patient was not in the

propensity matche:

Multivariate analysis was performed on the unmatched cohort, adjusting for demographic
factors and hetween-group differences in mortality risks. Independent predictots of in-
hospital mortality included treatment group, #ge, severe pulmonary disease catogory, and
reduced lymphacyte count (Table 3), As race was not & significant prediotor aftor
adjustment, a further analysis was performed which showed white patients were

significantly older than Black {66.8 vs 5.1 years; mean difference 7.7 years, C13.0 -




124, p=.001) and Hispandc patients (49,8 years, mean difference 17.0 years, C1 9.6

24.4, p<.001).
Discussion
Tn this multihospital vetrospective cohort study, we observed a significant association

with ivermectin on impraved survival for patients admitied with COVID-19. This

association was also seen in the subset of patients with sevete pu

ary disease, These
findings were confirmed after multivariate adinstment for QQ'H;DIH itios and differences

between groups, and also in a propensity score matched oliort.

Similar to other studies, we noted that older age, cardiac disease, current ar former

smoking, more severe pulmanary irxyel';fen:g?nt éitﬁ‘prescntation, higher white blood cell
counts, and lower lymphocyte counts rergad as risk markers for in-hospital mortality.
The overall mortality, and ﬁ{gri&hty in intubated pationts, in our nsual care group was
siralar to what was. ﬁpm'ted in previous studies. Richardson et al reported an overall
mortality of 21% in‘th;ir New York City cohort, with a mortality of 88% in intubated
pationts, ® Fel Zhou ot al reported a 28.2% mortality in their cohort of hespitatized
patients in Wuhan, China; their intubated patients had a mortality of 96.9%." In con&ast
to Ambati et al, we did not see a higher mortality effect for hydroxychloroguine.? This
may have been due fo the small number of patients who were not treated with these
agents; ouy study was thus undespowered to detect a difference in mottality from

hydroxychlovaquine treatment, We also hypothesize that precautionary measuroes in the




hospitals® protocol for hydroxychloraquine use could have prevented them frora

developing fatal arthythmias, These included baseline EKG and daily QTe monitoring by
telemetry for any patient receiving hydroxychlaroquine or combination therapy,
avoidance of azithromyein if patient’s baseline QT was greater than 460mscq, and

discontinuation of hydraxychlotoquine if there was a concerning elevation in QTo or if

the patient’s cardiologist recommended discontinuation. In contrast to"Horby et al*, we

did not find a mostality benefit for patients who were prascxiﬁ%d ggrtiqus.'temids on Qur

multivariate analysis, which included several severity éizxgﬁates. These findings are

o of corticosteroids for the mast

likely explainable by physicians’ choice to regerv

seriously ill patients, as the study was perk ,:x_'med.prior 1o the results of the RECGVERY

We glso did not confirm a lif'ghér risk of mortality in Rlack patients in comparison to

white patients after gontyolling for age. Prior reports have shown lower survival rates

among Black and Hispanic patients;'® however Price et al also found no racial differances
in mortality."* In our hospital population, white patients were significantly older, which is
reflective of our catchment area and may be responsible for the discrepancy,

We did not observe a significant difference in hospital length of stay between the groups
(median 7 days for both groups) dospite the lower mortality, Possible explanation could

include delay in discharging patients to other facilities (skilled nussing facilities, inpatient




rehabs, etc) due to lag in obtaining requited repeat COVID-19 testing results, Patients

who died wete included in length of stay measurements.

Use of mechanical ventilation was not adapted as outcome of interest, as guidelines and
practice pattems for intubation criteria changed throughout the length of the study. We
were unable to determine ICU length of stay and veatilatory free dags inthe ICU, as

averflow canditions during the pandemic placed critically patients lhe emergency

reom and other non ICU environments and we could therefi q n
ICU stay, We did not find a lower mortality in the suhgmp of non-severe patients

treated with ivermecting however, our stud as:inp__ powered to assess these differences

as the overall mortality in non-severe pa&ie__ is was low. Similarly, the study was not

powered to determine whether f rates were higher in the ivermectin graup.

These should be investigat A her with a larger randomieed controlled trial,
Interpretation .. “
Our study has several limitations, Due to the retrospective observational nature of the
study, dospite adjustment for known confounders and propensity score matehing, we
cannat exclude the possibility of unmeasured confounding factors. Although more of'the
control group was enrolled in the first weeks of the study, suggesting the possibility of
timing bias, this may be offset by preferential treatment of more sovere patients with
ivermeatin early in the study due to low initial availability. We also did not find

consistently different mortality outcomes with time over the short duration of this study.




We also did not find ovidence of immaortal time bias, as only one of the control patients

died less than 5 days from admission, the average time from admission to death was 11
days, and the vast majority of patients received ivermectin {n 2 days of less. If we omit
the patient with potential immortal time from the analysis, the mortality difference
remains significant in both unmatohed (15.0% vs 24.5% for ivermectin and usual are

respectively, p<.05) and matched (12.4% vs 25.0% for ivenncctig.éiz

respectively, p<0.03) cohorts, Most of our patients studied yedel ved i;ydroxyolﬂamquinc

with or without azithromycin and we are unable to detéxt_t_p ine whether these medications

had an added benefit, or whether mortality would Tave been better in both groups without

these agents.

We have shown that ivermectin adﬁﬁqjﬁratiun was significantly associated with lower

03

mortality among patients with COVID-19, particularly in patients with more severe

pulmonary involgeméﬁt ;Ih erpretation of these findings are tempered by the limitations

of the retmspective?’:design and the possibility of confounding, Appropriate dosing for this
indication is not known; nor are the effects of ivermactin on viral load, or in patients with
milder disease, Further studies in appropriately designed randomized trials are

recommended before any conclusions van he made,
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"Take Home Baint*

Question: Is lvermectin ass , iated with lower mortality rate in patients hospitalized

with COVIR-19?

Results: Retrospettive cohort study of consecutive patients hospitalized with confirmed
SARS-CoV-2 at a four- hospital consortium in South Florida, Analysis showed statistically
slgnificant lower mortality rates in the group treated with vermectin, as camparad to
the group treated with “usual care” (15.0% versus 25.2%).

Interpretation: lvermectin was assoclated with lower maortality during treatment of
COVID-19, especially in patients wha required higher Inspired oxygen or ventilatary
support.
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Abstract

Ivermaectin is an antiparasitic drug being investigated for repurposing against SARS-CoV-2,
Ivermectin showed in-vitro activity agalnst SARS-COV-2 at high concentrations. This meta-
analysis investigated ivermeactin in 24 randomized clinical trials {3328 patlents) identifled
through systematic searches of PUBMED, EMBASE, MeadRxiv and trial regisiries. Ivermectin
was associated with reduced inflammatoty markers (C-Reactive Protein, d-dimer and ferritin)
and faster viral clearance by PCR. Vital clearance was treatment dose- and duration-
dependent. In 11 randomized trials of moderate/severe infaction, there was a 56% raduction
in mortality (Relative Risk 0.44 [85%C] 0.25-0.77}; p=0.004; 35/1064 (3%) deaths on
ivermectin; 93/1063 (8%) deaths in cantrols) with favorable clinical recovety and reducad
hospitalization. Many studies included were not peer reviewed and a wide range of doses
were evaluated. Currently, WHO recommends the use of ivermectin only inside ¢linical trials.
A netwark of large clinical trials is In progress to validate the results seen to date,
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Introduction

The SARS-CoV-2 pandemic continues to grow, with over 350,000 new infections and over
7,000 deaths recorded worldwide daily in May 2021 [1]. Protective vaccines have been
devslopead, bui current supplies are too low to cover worldwide demand in the coming
months [2]. Rasearchers worldwide are urgently looking for interventiots to prevent new
infections, ar prevent disease progression, and lessen disease severity for those already

infected. A
N f‘% w
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While research on new therapeutic agents for COVID-18 Ts key, thergds élsggreat interest in
evaluating the potentiai of already existing medicines against COAQD 9, nd many clinical
trials are in progress to ‘re-purpose’ drugs normally indicated toﬁ“l_fg}r} diseases. The known
safety profiles, shortened development timelines, and weli eﬁ{;ﬁ ished markets {with low
price points and higher capacity to deliver at scale) for ?‘t e already existing
compounds proposed for COVID-19 are parilcu!agjy gd%ntageous compared to new drug
discovery in a pandemic situation. Three re-pur sed nti-inflammatory drugs have shown
significant survival benefits to date: the b‘q@sﬂq_steroid dexamethasone in the UK
RECOVERY trial [3], and the Interieu}glme (Il:6) receptor antagonist drugs, tocllizumab and
sarilumab, in the REMAP-CAP tnaLand ECOVERY trial {4,5]. Other re-purposed
antimicroblals such as, hydrmgg)% Uine, lopinavir/ritonavir, remdeslivir and interferon-
beta, have shown no mgmf’ ts n’mur\nval benefit in two large, randomized trials [3, 6] despite
initial reports of effi cag{ uhderscoring the need for caution when interpreting eatly clinical
trial data. iy R

i W
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oxy emdeﬁendent patlents with COVID-19, while tocilizumab and sarliurnab Improve
surwval for patients in intensive cara [3, 4]- Preliminary data suggest that nitazoxanide and
budesbnide may have a role in mild infection [7,8]. However, there are no approved
treatments for patients with mild SARS-CoV-2 Infection, either to prevent disease
progression or reduce viral transmission. Treatments increasing viral clearance rate may
reduce the risk of onward transmission but this requires empirical demonstration.
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Ivermectin is a well-established anfl-parasitic drug used worldwide for a broad number of
parasites and also for topical use against rosacea. Antiviral activity of ivermectin has been
demonstrated recently for SARS-CoV-2 in Vero/hSLAM cells {9]. However, concentrations
required to inhibit viral replication In-vitro (ECs=2.2 - 2.8uM; ECg=4.4pM) are not achieved
systemically after oral administration of the drug to humans [9, 10].

The drug is estimated to accumulata in lung fissues (2.67 times thal of plasma) [11], but this
is also unlikely to be sufficient to maintain target concentrations for pulmonary an?ﬁﬁiral
activity [10, 12]. Notwithstanding, ivermectin Is usually presant as a mlxtugg of‘fwo* agents
and although mainly excreted unchanged in humans, has two major metébﬁ1ite§{ 1.
Current data are insufficient to determine whether the minor form or g circu%tmg metabolite
has higher direct potency against SARS-CoV-2, but i seems Itkelyvﬂ?% @Lré.vould need to be
profoundly more potent than the reported values. L

lvermectin has also demonstrated immunomagd ulg sa EI antl-mﬂammatory mechanisms of
action In preclinical models of several other i i'%'\qat:gﬁ’ In-vitro studies have demonstrated
that ivermectin suppresses production of: {&é hﬁl@ matory mediators nitric oxide and
prastaglandin E2 [14]. Furthermore“avermectjn (from which ivermectin is derived)
slgnificantly impairs pro- mflammatqjgy cyickme secration (IL-1B and TNF-g) and increases
secretion of the mmunoregulioﬁ‘%ytokine IL-10 [15]. Ivermectin also raducad TNF-a, 1.1,
and |L-8, and improved sunfL Hnsfﬁ:ce given a lethal dose of lipopolysaccharide [16].
Preciinical evidence fo; fsup ﬁ t?lese immunomadulatory and anti-inflammatory mechanisms

St

of action have alsg bgﬁ ;jegerated in murine maodels [17, 18], Finally, In Syrian golden
hamsters infegtd ;“p ARS-CoV-2 substtaneous lvermectin demonstrated a reduction in
the IL- BIIL#IG at;p%n lung tissues. In this study, ivermectin also prevented pathological
deteILorait@n ﬁg] Ultimately, various potential mechanisms of action for ivermectin against
Vi L *Igﬁxust and are undergoing further investigation, as recently summarised in a review

artlc\lggi[zei.

At standard doses, of 0.2-0.4mg/kg for 1-2 days, ivermectin has a good safety profile and
has been distributed to billlons of patients worldwlde in mass drug administration programs.
A recent meta-analysis found no significant difference in adverse svents in those given
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higher doses of ivarmectin, of up to 2mg/kg, and those receiving longer courses, of up to 4
days, compared to those receiving standard doses {21]. lvermectin is not licensed for
pregnant or breast-feading women, or children <15kg. The WHO Guidelines Group found
that in 168 RCTs with 2407 participants ivermectin improved mortality outcomes comparad
with control but rated tha qualily of available evidence as low or very low [22). Currently, the
WHQO does not recommend the use of ivermectin outside clinical frials.

The objective of this systematic revlew and meta-analysis was to combine availa%f resuits
from new published or unpublished randomized trials of lvermectin In SARS Q:SVW gnfé:”ctlon
to inform current guidelines. ‘gg% @

Methods

The systematic review and meta-analysis was condusted according to PRISMA guidelines.
A systematic search of PUBMED and EMBASE was conducted to identify randomized
control frials (RCTs) evaluating treatmant with ivermectin for SARS-CoV-2 infected
patients. Clinical trials with no control arm, or those evaluating prevention of infection were
excluded alongside non-randomized trlals and case-control studies. Key data extracted
included baseline characteristics (age, sex, weight, oxygen saturation, stage of Infection),
changes In inflammatory markers, viral suppression after treatment, clinlcal recovery,
hospitalization and survival. Data were extracted and cross-checked by two indepsndent
reviewers (HW and LE),

Search strategy and selection criferia

RCTs were eligible for Inclusion If they compared an ivermectin-based ragimen with a
comparafor or standard of care (SOC) for the treatment of SARS-CoV-2 infection. PRISMA
chacklist, PRISMA flow diagram, the search terms, and inclusion/exclusion criterla used are
detailed in Supplementary Figure 1, Supplementary Tables 1, 2 and 3,

Registry databases were searched up until the 12th of May 2021. Clinlcaltrials.gov [23] was
searched using key words COVID, SARS-CoV-2 and Ivermectin to identify studias. The
WHO international Clinical Trials Reglstry Platform (ICTRP} was accessed via the COVID-
NMA Initlative’s mapping tool {24} and Stanford University’s Coronavirus Antiviral Research
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Database {CoV-RDB) [25] to identify additional trlals listed on other national, and
international registries, Literature searches via PubMed, Embase, and the preprint servers
MedRxiv and Researchsquare were conducted to identify published studiss. Duplicate
registrations, non-randomised studies and prevention studies were excluded following
discussion between the authors.

Additionally, the research tearms conducting unpublished clinical trials were contacted and
requested to join regular international team meetings from December 2020 fo May 2021. All
results available from eligible unpublished studies were also Included in this systematic
review,

All of the clinical trlals Included In this meta-analysis were approved by local ethics
commitiees and all patients gave informed consent.

The primary outcome was all-cause mortality from randomization to the end of follow-up.
Secondary outcomes included time to viral clearance, PCR negativity at day 7, clinical
recovery, time to clinical recovery, mechanical ventilation, duration of hospitalization and
number of hospitalizations. Changes In inflammatory markers, viral suppression, clinical
recovery and hospitalization were also summarized for individual trials where endpoints
could not be combined.

Data analysls

Statistical analyses for ali-cause mortality, time to viral clearance and clinical recovery were
conducted using published data summaries, For the mortality outcome, clinical trials with at
least one death reported were included in this analysis. Furthermors, any hospitalization
within 12 hours of randomization was excluded, Treatment effecls were expressed as risk
ratios {RR) for binary outcomes and mean difference (MD) for continuous outcomes. For
each outcome, we pooled the individual trial statistics using the random-effects inverse-
varlance model; a continuity carrection of 0.5 was applied fo treatment arms with no deaths,
Heterogeneity was evaluated by /2. The significance threshold was set at 5% (lwo-sided) and
all analyses were conducted using Revman 5.3. A funnel plot for the mortality outcome was
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created to assess publication bias and small study effects; the p-value was estimated from
the regression-based Harbord test for small study effects.

All studies included in this analysis were assessed for risk of bias using the Cochrane
Collaboration risk of bias standardized assessment tool [26). The outcome of this
assessmant is given in Supplementary Table 3, Each study was assessed for risk of bias for
the primary endpoint, viral load, and survival outcomes. The primary endpoint in the trlals
tended to he clinical recovery which is more sublective and likely to be inflienced by
knowledge of treaiment arms. An assessment was also carrled out on more objective
endpoints Including survival and viral 1oad which are less likely to be influenced by this blas.
Where information was not avaflable in published papers, clinical trial investigators were

N
N
"i'%\:_‘ £

%9 B
Results g‘"ﬁ‘ %@éz-j

24 RCTs involving a total of 3328 partlclpant%gyegﬁ Jﬂ‘e%;déd in this meta-analysis. The
sample sizes of each trial ranged from 24 to X‘@%‘ﬁgﬁié pants, Of the 24 included studies,
A as pre-prints, six were unpublished resulis

proactively contacted to inform the risk bias analysts.

eight were publishad papers, nine were‘.ﬁéiﬁl%
shared for this analysis, and one reﬁig%d r:‘éﬁjlts via a trial registry website,
U

Overall, nine trials invesﬁ;@g?éf %ggﬁé?‘mectin as a single dose (Table 1A) [27-35], 15 trials
investigated mult!-d_gfg%iin u?:» to seven days (Table 1B) [36-50} , of which four trials were
dose-ranging [28, %ﬁ ,ﬁﬂ, In the included trials, ivermectin was largely investigated in
ml!dimoderat%ﬁr%@b”%us {15 trials). Overall, 18 trials were either single or double-blinded
and six w ife %ﬁemﬁlabel.

e

LW

Eva?.l%tion of Studies.

&

An evaluation of the quality of the studies included in this meta-analysis was conducted
according to the Cachrane Collaboration taol to assess the risk of bias across the following
outcomes: primary endpoints, viral load, and survival, For the primary outcome assessment,
6/24 (25%) studies were assessed as high risk of bias [Supplementary table 3A]. However,
in assessments of more objective outcomes, including viral load and mortality, the number of
6
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high risk studies was lower. In the PCR assassment, 3/15 (20%) of the siudies were
assessed as high risk [Supplementary Table 3B]. In the survival assessmant, 1/11 (9%} of
tha studies were assessed as high risk of. [Supplementary Table 3C].

Effects on Inflammatory Markers

Five trials provided results of the effact of ivermectin on inflammatory markers inciuding C-
reactive protein {CRP), ferritin and d~dimer (Table 2), Four of these trials demon&%@ted
sighificant reductions in CRP compared to control. Furthermore, in the Elgazzai;LtT;%%[%],
ivermectin sfgnificantly reduced ferritin levels compared fo controt in the séver .pa gpnt
population while no significant difference was demonstrated in the mtld/ri‘ig de%;ﬁopulatlon
The Okumus trial {47] showed significantly greater reduclions in ferriig\or%dﬁy 10 of follow-
up for ivermectin versus contral, The Chaccour [35] and Ahmeqém[‘ﬁj%‘z@“ showed no
significant difference In fetritin count between ivarmectin and cont trol Elgazzar [36] showad
significant differences in d-dimer between ivermectin and; ntmol?fn hoth the mild/moderate
and severe populations. Okumus [47] showad mgn}ﬁc‘é%tf%‘"

whilst Chaccour {35] found no sagmﬂcant dnﬁe‘renc;‘es ;ﬁ}iimer between ivermectin and

érences in d-dimer on day 5

Three different endpomts Were ‘*-‘se% fo analyze viral clearance: the percentage of patianis
undetectable on a setday (“[w})ie 3A), the number of days from randomization to negativity
(Table 3B), and oE@J%ea‘%res such as cycle time {Cf) values and dose-response
cotrelations (Tab[§ BCY The Kirtl [43] and Okumus [47] trials Included viral load analysis only

“__,,

ina subsgtdtaf atients. The effects of ivermectin on viral clearance were generaily smaller

wQe
Ivert \‘%‘thm on wral clearance [28, 29, 34].
s

The three studies randomizing patients to differant doses or durations of ivermactin showed
apparent dose-dependent effects on virai clearance. First, in the Babalola trial (h=60) [48],
the 0.4mg/kg dose showed trends for faster viral clearance than the 0.2mg/kg dose. Second,
in the Mohan trial (n=125) [28], the 0.4 mg/kg dose of ivermectin led to a humerically higher
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percentage of patients with viral clearance by day five than the 0.2mg/kg dose. Third, in the
Ahmed trial (n=72) [48], ivermectin treatment for five days led fo a higher percentage of
patients with viral clearance at day 13 compared with one day of treatment. Finally, in
Krolewiecki (n=45) [50], PK/PD correlations showed significantly faster viral clearance for
patients with PK exposures above 160ng/mL.

The effect of ivermectin on viral clearance was most pronounced in the randomiz:ad trials
evaluating doses of up to five days of ivermectin using doses of 0.4mg/kg. At the‘?%@%gses,
there were statistically significant effects on viral clearance in all four randomi ﬁge"ﬁ"l 15710 a
meta-analysis of viral clearance with subgroups of dose duration, there 1';%%%?% :'cant
differences In ime to viral clearancs in favour of ivermectin (Mean Digaréiﬁpﬁg -3.00 days
[95%C) -4.98, -1.03]; p=0.003, Figure 1A}. In a sensitivity analysi__&g%iﬁggﬁgﬁg high risk of bias
studies, similar effects of ivermectin on time to viral ciearance@&»géﬁg@en [Supplementary
Figure 2]. Furthermore, in ancther analysis, ivermectin s.ho%gﬁglpi"oved viral clearance at
day 7 (Relative Risk 1.35 [95%C1 1.05-1.75]; p=0.02,igtg T

Effects on Clinical Recovery and Durﬁ%@ﬁ%spitaﬁzaﬂon
Ry, D
4

Definitions of clinical recovery varle_g;dé*é%oss ‘frlals, as shown In Table 4. In Table 4A, three of
the six trials showed signlficant“t;,__,f_ji@‘gwtggﬁe to clinical recovery on ivermectin compared to
control. In four trlals, Ivermggtﬁ‘?"hdjv;h significantly shorter duration of hospitalization
compared to control ('Ebla@&l&ﬁy

Ina meta-ana[ysigﬁ?;‘@if?ﬁ\é____% recovery with subgroups of dose duration, there were
significant diffg#én@ﬁg_;l% timz to clinical recovery in favour of ivermectin {Mean Difference -
1.58 days{%%’%@z.ao. -0.35]; p=0.01, Figure 1C]. Additionally, ivermectin showed a 28%

im ,,_i’lg\@l‘ﬁ@tj?\ clinical recovery In an analysis with subgroups of dose duration (RR 1.28
(05%C “1812-1.47]; p=0.0003, Figure 1D).

Ivermectin demonstrated a shorter duration of hospitalization compared to control (Mean
Difference -4.27 days [95%CI -8.60-0.06]; p=0.05, Figure 1E). lvermectin was not assoctated
with a lower risk of hospitalization compared to control (RR 0.40 {95%Cl 0.14-1.08]; p=0.07,
Figure 1F). However, this analysis involved anly four trials in 704 participants. In a sensitivity

8

1Z0Z KNP 1 UG 15208 g $1701 £0/RSETRIOMES/EE0L 0 LACHAIRHE-SIURAPE/PYO/t0-UNO OB REE,SURY WeY POPEDIUMD(




analysis including any hospitalization within 12 hours of randomization, there were
significantly fewer hospitalisations compared to control (RR 0.32 [95%C1 0.13-0.80]; p=0.01,
Supplementary Figure 3).

Effects on Survival

11 randomized frials reported that at [east one person had died post-randomization and
were included in the analysis (Table 5). Across these 11 trials in 2427 patients, the yr:e were
35/1064 (3%) deaths in the ivermectin arms, versus 83/1063 (9%} deaths in thg %

arms. In a comblined analysls using inverse variance weighting, ivermactii §J1 eg‘%a 56%
reduction in mortality (RR 0.44 [85%CI| 0.25-0.77]; p=0.004, Figure 1G) lieter gmetty was
moderate, I? = 43%. There was a 70% impravement in survival in th sub oup of
mild/moderate participants (RR 0.30 [95%CI 0.15-0.58]; p=0. (i()g:gz,fg?to!ai number of
deaths was small, the analysis was based on 128 deaths and tQ rezWas no significant
difference between ivermactin and control in the se\ftart;ags\g\‘\3 plfp (0.58 [05%CI 0.25-1.32];

p=0.19).

m T.v

Consistent results were observed i .an ana!% xcludmg high risk of blas studies (RR 0.45
(95%Cl 0.24-0,82); p=0.01, Suppleméntary Flgure 4). Whan only low risk of bias studles
were included this result was algo mgglvnﬁ‘ﬁi’ned (RR 0.31 [95%Ci 0.10-0.90]; p=0.03,

Y

Supplementary Figure 5). aﬂ. L E

mp?‘
Additional sutigroffp n’%lygs of the mortality cutcome with trials separated by dose-duration,
blinding and G\:ir group showed consistent survival benefit and no significant subgroup
dlfferencf Wi ﬁe:found (Supplementary Figures 6, 7 and 8).
S, “i«_ﬂ»

TR,

A I ye;‘%he-out sensitivity analysis was performed and no single study had a substantial
eﬁe(‘%pn the overall effect size (Supplementary Tabls 4).

A funnel plot for the mortality outcome showed no significant effects of publication bias: the
treatment effects were similar in studies of different sizes, p= 0.618 (Supplementary Figure
9. ‘
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Ivermectin was not associated with lower risk of mechanical ventilation (RR 0.97 {95%C!
0.57-1.67]; p=0.92, Figure 1H]. However, this estimate was based on five studies in 641
participants including only 49 avents.

Discussion

@w

treatment reduces inflammatory markers, achieves viral clearance more ﬁ;l .
K
arance werg

improves survival compared with SOC, The effects of ivermectin on gjl’a
stronger for higher doses and longer durations of treatment. Thase gff@c; were seen
acroas a wide range of RCTs conducted in several different c:qay ‘lﬁe;}

@&Wé

The results from this analysis have emerged frométh Yernat!ona! ivermectin Project Team
meetings between December 2020 and May e ﬂependent research ieams were
conducting the trials across 16 countrses“a"‘ﬂaareed fo share their data, which was often

unpublished, to accelerate the spaét

wof re“}i‘img and to ensure thelr fragmented research,
widespread across the world, coul échfrj,buta to global learning. Viral clearance was
svaluated by Polymerase Chalfi E’E chgn {PCR) assays in all the studies, We have only
Included randomized c:hrﬂs;;ﬁ> x&alsﬂ%?

designed and conducte“él ind pendenﬂy, with results combined in May 2021, Howaver each
individual trial wag and a wide range of population types included, Clinical recovery
definitions d:f&erejii?%x \é

severe pgre:pqgtg
-~ )
Sedstidary Endpoints

Seco%dary endpoints for some RCTs included biomarkers of disease severity. Some of

this meta-analysis, The 24 RCTs included were

tWeen frials and there were no significant differences on survival in

these provide evidence for an anti-inflammatory mechanism of action of lvermectin in SARS-
CoV-2 infected patients. Previous mela-analyses have demonstrated that high levels of
CRP, ferritin, d-dimer and lymphocytopenia are related to COVID-19 severity and hyper-
inflammation {51, 52]. Studies of IL-6 receptor antagonists have been shown o reduca CRP
and d-dimer levels In patients with COVID-18 [5].
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Ivermectin may also have a role in short-term prevention of SARS-CaV-2 infection,
suggested by pilot studies [53, 54]. This potential benefit also needs to be validated in larger
randomized trials.

Mechanism of action

At the time of writing, knowledge gaps prevent a robust conclusion about the mechanism of
action of ivermectin. lvermectin's broad-spectrum antl-viral effects have been proposed to be
related to Its Impact on the NF-xB pathway and via binding to the host cell importin /g1
heterodimer, nuclear transport proteins responsible for nuclear entry of cargoes, and these
effects in turn also prevent viral replication.

As discussed in the introduction, the current in-vitro ECy estimates {2.2y, 2,.4uM and 2.8uM
depending on gene assay analyzed by RT-qPCR) are still 35 times higher than plasma
concentrafions following normal oral dosing, Even doses 8.5x fold the FDA recommended
200pg/kg of 1.7malkg only reach plasma concentrations of 0.28uM [55]. The increased
bioavailability in the fad state and higher concentrations seen in lung tissue compared to
plasma is still below the current published ECy, results.

However, ECg results can vary graatly depending on lab methodology, celt lineage, viral
guantification methods, the strain of the virus cultured and the Multiplicity of infection used.
This is an established phenomenon: viral polymorphisms of influenza demonstrated a 5-fold
variation in ECgq of different neuraminidase assays that looked at the susceptibliity of fleld
isolatas of influsnza virus against ossltamivir [56). Specifically in SARS-CoV-2, ECxs for
previously repurposed drugs have varied significantly. Remdesivit, now licensed for SARS-
CoV-2, performed >10 fold better in hACE2 augmented A549 cells (0.115 uM) than Vero E6
{1.28uM) [57]. whereas other examples of repurposed drugs ifke sofosbuvir demonstrated
ovar 10-fold variation in ECsp when used In Verc E8 cells versus HUMY [68], Consequently,
the ECsp so far demonstrated for ivermectin against SARS-CoV-2 should be interpreted with
caution as it is unlikely to ba one set value and iable to change depending on the lab
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methodology used. In vitro assays for lvermactin should be repeated for different cell types
using different measures of activity.

Limitations

A key limitation to this meta-analysis Is the comparability of the data, with studies differing in
dosage, treatment duration, and inclusion criteria. Furthermore, the standard of care used in
the control arm differed between trials, In this meta-analysis, trials that used active controls
such as hydroxychlorogquine or lopinavit/ritonavir were combined together with thoss that
used placebo or standard care. However, lopinavirftitonavir and hydroxychloroquine have
shown no overall benefit or harm in large randomized frials and meta-analyses. {7, 58-61]
Furthermore, additional analyses in this paper separating trials by subgroups of standard
caref placebo and active control showed no significant difference between groups.

Another limitation is that ivermectin was given in combination with doxycycline in three trials.
Individual trials may not have power to detect treatment effects on rare endpoints such as
survival. Qutcome measures were not standardized; viral clearance was measured In most
trials, but at different time points and with different PCR cyele thresholds. The reliability of
PCR tests for quantification purposes has been the subject of substantive debate. Most
studies were conducted in populations with only mild/moderate infection and some triais
excluded patients with multiple comaorbidities,

For open label studies, there is a risk of bias in the evaluation of subjective endpoints such
as clinical recovery and hospital discharge. However, the risk Is lower for objective endpaints
such as viral clearance and survival. We have attempted to controi for publication bias by
conhtacting each research team conducting the trials directly. This has generated more
results than would be apparent from a survey of published clinical trials only but means that
many of the included trials have not been peer-reviewed. Review and publication of RCTs
generally takes three to six months. It has become common practice for clinical trials of key
COVID-19 treatments to be evaluated from pre-prints, such as for the WHO SOLIDARITY,
RECOVERY and REMAP-CAP trlals [4,5,7].
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These RCTs have baen conducted in a wide range of countries, often in low-resource
conditions and overburdened healthcare systems. Larger RCTs are currently underway in
Spain, South America, Africa and North America, with resuits fram an additional 5000
participants expected in Summer 2021 (Supplementary Table 5).

Despite limitations, this analysis suggests a dose and duration-dependent impact of
ivermectin on rate of viral clearance. These trials evaluated a wide range of ivermectin
dosing, from 0.2mg/kg for 1 day to 0.6mg/kg for 5 days. This wide range of doses allowed an
estimation of dose-dependency on viral clearance but reduces the number of patients
included that wers consistently administered the same dose for the same duration, The
maximum effactive dose of ivermectin is not yet clear and new clinical trials are evaluating
higher doses, up to 1.2mgfkg for 5 days.

The 56% survival benefi seen in this meta-analysis is based on 128 deaths, in 11 different
clinlcal trials, This is a smaller total number of deaths than the RECOVERY trial, which led to
the approval of dexamethasone and is based on 1592 deaths. However, the observed
survival benefit of 56% in lvermectin is stronger than for other repurposed drugs, requiring a
smaller sample size to be demonstrated. Emerging mortality results from larger studies of
ivermectin will require careful evaluation and may change the conclusions from the current
analysis.

Several other repurposed medications have shown promise in early smaller trials for
example sofosbuvir/daclatasvir, colchicine and remdesivir but the benefit was not seen later
in larger trials. This meta-analysis of 24 RCTs In 3328 patients showed a 56% improvement
in survival, faster time to clinical recovery and signs of a dose-dependent effect of viral
clearance for patients given ivermectin versus control treatment. This benefit needs to be
valldated In larger confirmatory trials.
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INDIAN BAR ASSOCIATION

(THE ADVOCATES’ ASSOCIATION OF INDIA)
Regional Office: Office No. 2 & 3, Kothari House, A. R. Allana Marg, Fort, Mumbai — 23,
Maharashtra (India) Tel: +91-22-49717796, Website: www.indianbarassociatiom.in
Contact us : dipalisjha@indianbarassociation.in

May 25, 2021

LEGAL NOTICE
To

Dy. Soumya Swaminathan
Chief Scientist,

World Health Organisation
Avenue Appia 20

1211 Geneva, Switzerland

Subject: 1. Running a disinformation campaign against
Ivermectin by deliberate suppression of effectiveness of drug
Ivermectin as prophylaxis and for treatment of COVID-19,
despite the existence of large amounts of clinical data compiled
and presented by esteemed, highly qualified, experienced medical

doctors and scientists.

2. Issuing statements in social media and mainstream media,
thereby influencing the public against the use of Ivermectin and
attacking the credibility of acclaimed bodies/institutes like ICMR
and AIIMS, Delhi, which have included ‘Ivermectin’ in the
‘National Guidelines for COVID~19 management’
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Madam,

1, the undersigned, serve the following legal notice upon you:

1. This legal notice is divided in Bight sections:

Sr. Nos

Particulars

Para Nos

10

Your views and statements against the use

of Ivermectin for treatment of COVID-19.

para 2 to 10, para
36,37, 46

Extensive studies and trials that prove
effectiveness of Ivermectin in treatment of
COVID-19,

para 11 to 20, para
30 to 35

Cases in the United States where older
COVID-19 patients who were critically ill,
either in comatose state or on ventilators,
who have successfully recovered after
Ivermectin was included in their line of
treatment. Not to miss the crucial role of
Courts, who intervened and directed the
hospitals to administer Ivermectin on such

patients who were at the doorstep of death,

para 21 to 29

Cognizance taken of the “Public Statement’
issued by FLCCC on the Irregular Actions
of Public Health Agencies and the
Widespread Digsinformation Campaign

against [vermectin,

para 38 to 42

S

Ivermectin and ‘The National Clinicai
Guidelines for Covid-19 management’
issued by ICMR.

para 43 to 45
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6. Main grounds for issuance of this legal para 48 to 57

notice,

7. Falling standards of World Health Para 58 to 61
Organization.‘

8. Commendable work by select courageous para 62 to 67

medical doctors who have lived up to their

Hippocratic Oath.

2. That, you have tweeted the following on May 10, 2021 on Twitter:

“Safety and efficacy are important when using any drug for a new

indication. @WIIO recommends against the use of Ivermectin for

#COVID1Y9 except within clinical trials hitps: //t.co/dSbDIWStCW
— Soumya Swaminathan (@doctorsoumya) May 10, 2021”

3. That, the above-mentioned tweet came soon after the announcement from the
State Health Minister of Goa, India on May 10, 2021 that all the adults in Goa
would be given the oral drug Ivermectin (hereinafter referred to as
‘Ivermectin’) as a prophylactic (Preventive) measure, irrespective of their
coronavirus status, in a bid to bring down mortality. He stated that the reason
behind such prescription was the study conducted by expert panels from the
UK, Ttaly, Spain and Japan, who found a statistically significant reduction in

mortality due to Tvermectin.

4. That, you have posted the above tweet in your official capacity as the Chief
Scientist at the World Health Organisation (hereinafter referred to as WHO).
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5. That, you have included a hyperlink in your tweet https://gt.coldSbDiWSt CW,

which upon clicking takes the reade to a page on the website of pharmaceutical

company Merck, that displays a statement dated February 4, 2021 issued by
Merck titled ‘Merck Statement on Ivermectin use during Covid Pandemic’.

Refer Annexure 1.

6. That, you have appeared on YouTube channel MOJO STORY on May 16,
2021, wherein you have been interviewed by Ms. Barkha Dutt in a vla g titled
‘Fears of “Prolonged Second Wave” says WHO Chief Scientist on India’s
COVID Calamity’.

The link to access this viog is as follows:
https://www.youtube,com/watch?v=N2INIYXtLIA
That, in this viog,

At 23:40 markup, Ms. Barkha Dutt has posed a question fo you on
effectiveness of medicines currently being administered to Covid-19 patients
in the absence of vaccines and she specifically asks your views on

Tvermectin to start with.
At 24:28 markup, you have replied;

“You know, evidence-based guidance and treatment, prevention is
really the way to go and what we have tried at the WHO is to update
our guidance as often as possible, based on the emerging data. So
we have something called like the Living Guideline that we update
whenever some new evidence comes out. So we got evidence on
Hydroxychloroquine, Lupinavir, Ritonavir, Interferon, Ivermectin
, Remdesivir and all of these, the evidence does not support ifs use,

you know, on a wide scale for people infected with SARS CoV-2.
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The one drug that has a big mortality benefit is simple
Dexamethasone corticosteroids, given at the vight stage of the
disease because COVID-19 is a viral infection. As of now, we have
no anti virals that really act very dramatically on this virus and they
would need to be given in the early stage of the disease. We are
hoping there are some anti virals in development that will come
very soon, So the early stage, you can use monoclonal antibodies,
aguin still under research antivirals and the second phase of the
disease that is the anti-inflammatory — that’s where the lungs are
gelting blocked with infection and people’s oxygen levels are
dropping and that’s when steroids help and the anti-inflammatory
drugs and the anti-IL-6 inhibitors, they help. That's when patients
need oxygen. So what's lifesaving, its oxygen, its corticosterolds
given to moderate and severely ill patients and perhaps the anti-IL-
6 inhibitors. None of these other drugs which are widely being used
including antibiotics has...” (not audible as Ms. Barkha Dutt has

started her next question)

Ms. Barkha Dutt at 26:24 —...(sound interruption) Azithromycin, Ivermectin,
Fabiflu that are now being given set base template. You would say none of these
need to be given or should be given.

To which you have responded at 26:34 as under,

“There is no evidence that they have any impact on the disease

progression so I would rather spend those vesources on_giving people

good gquality masks to wear. In the absence of vaccines, masks are the

only vaccines. Everybody wears good quality masks, covering their nose

and mouth, that is going to make a big difference at the community level
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and of course spend resources on ramping up of oxygen and other supplies
that you need in the hospital, getting the work force there ready. You will
have to supplement the work force because the existing doctors and nurses
are not going to be enough to cope with the kind of load that we have seen,
so those are the kind of investments that need to be made and you know

these drugs really that's not going to be the ones that have an impact.”

Ms. Barkha Dutt at 27:30 — Ok I know you are on limited time. I just have one
more question on the drugs and then we will do the overall picture, Remdesivir

and Plasma Therapy. These are two, again the obsessive things that continue in

India. Your last word on those.,

To which you have replied at 27:44 as under;

“dgain, we had, don’t have WHO guidance on plasma therapy but
the trial which has just reported, the Recovery trial, in a very large
number of patients showed clearly that the plasma therapy is of no
benefit. The ICMR trial, many months ago showed the same thing
in India. So plasma therapy again, vou know, there is poor patient

running around trying to get plasma for their relatives. I can

understand the desperation, both on the side of patients and the side
of doctors, just to do something, do everything possible just to save

your loved ones but unfortunately, using these unproven therapies

doesn 't help, you know fo save lives. So what is really critical is the
oxygen at the vight time and monitoring of people, making sure they
get oxygen when they start de-saturating, they get the
corticosteroids at the right time, they get the ICU care, the
ventilation, the supportive care at the vight time, that’s really

imporiant and I think ongoing research, so again India has large
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number of scientific institutions, there are a number of early leads
that different labs are talking about, all of these need to go through
the clinical trials and should be tested to see whether they have, we
desperately need better treatments for this virus, we don’t have and
so that should continue. But in the meantime, it is really the
approach of testing, identifying people, following them up,
monitoring them, gelting them into care. Majority of the people will
not need to be hospitalized obviously they can be managed at home
but the ones who need to must get there and that’s the only way to

reduce the deaths that we have seen happening now.”

7. That, your act of posting the said tweet on May 10,2021 as well as responses
to the questions in the interview on MOJO STORY on May 16, 2021
against the use of Ivermectin for treatment of COVID-19, are highly

unconscionable, misleading and issued with ulterior purposes and deliberate
intention to underplay the effectiveness of Ivermectin in ireating the
COVID-19 patients as well as its use as a prophylaxis and to dissuade people
from using this drug by creating doubts in the minds of people around safety

of Ivermectin.

8.That, you have deliberately disregarded the fact that there is loads of data to
prove that Ivermectin is a safe drug and has no harmful effects in general.
The drug Ivermectin which was discovered in 1975, has been around for
around 40 years and has also won the Nobel Peace Prize. The 2015 Nobel
Prize for medicine and physiology was shared between scientists which
inchided TIrish parasitologist William C., Campbell and Japanese

microbiologist Satoshi Omura for discoveries that led to Ivermectin.

hitns:/fwww.newscientist. com/article/dn28284-breakthrough-

Page 7 of 51

DI




9.

10.

11.

drugs-for-malarig-and-roundworm-win-medicine-nobel/

That, the Ivermectin is also recognized by WHO as one of the ten essential
medications. Around 3.7 billion dosages of Ivermectin have been given out
in last 40 years and there is sufficient data to prove its safety. That, you have
wilfully ignored the mountains of data that shows that Ivermectin is
undeniably belpfil as prophylactic in preventing contracting COVID-19 and
there is compelling evidence of its effectiveness in treating active COVID-

19 in hospitalized patients.

That, you have intentionally ignored the research undertaken by several
doctoré, scientists and their associations and alliances, who had started early
on the pandemic, fervently searching for medicine/drug that would help in
treatment of COVID-19, Their work which includes discussions, paper

presentations, data on clinical trials, is readily available on the internet.

That, you have deliberately chosen to ignore the work of your own brethren
of diligent doctors, physicians and scientists like the ‘Front Line COVID -
19 Critical Care Alliance’ (hereinafter referred to as ‘FLCCC®) and the
British Ivermectin Recommendation Development (hereafter referred to as
‘BIRD") Panel

12, That, FLCCC is an alliance of experienced and esteemed medical doctors

and scientists, who have come together at the start of the COVID-19
pandemic and are working tirelessly in conducting research, studies and
Randomized Control Trial (hereafter referred to as RCTSs).

Page 8 of 51




The website of FLCCC has ocean of information regarding treatment

protocols for COVID-19 , recommendations from esteemed and experienced

medical professionals, testimonies of medical doctors and patients who have
benefitted from the work of FCCCL.

https://covid]9criticalcare.com/

13. That, the FL.CCC team consists of experienced, respectable physicians and

scientists who possess wealth of knowledge:

1.
. Dr, Pierre Kory, MD

[y
<o

© X N o U R N

Dr. Paul E. Marik, MD

Dr. G. Umberto Meduri, MD
Dr. Joseph Varon, MD

Dr. Jose Iglesias, MD

Dr. Keith Berkowitz, MD
Dr, Fred Wagshul, MD

Dr. Scott Mitchell, MBChB
Dr, Bivind Vinjevoli, MD

. Dr. Bric Osgood, M.D.

Their profiles/Curriculum Vitae can be accessed on hitps:/covid19criti

calcare.com/about/the-flccc-physicians/

14. That, Dr. Pierre Kory, M.D., M.P.A., has testified twice on behalf of
FLCCC, in two senate hearings of United States of America (hereinafter
referted to as “US/USA”) since the pandemic started. The first one on May

6, 2020 regarding recommendation of Corticosteroids to save lives of

critically ill patients. The video of this hearing is available on the FLCCC
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website under ‘Videos & Press section’ and under sub menu ‘Official
Testimony’.
httns://covid19criticalcare.com/videos-and-press/official-

testimony/
The official transcript of this hearing is attached as Annexure 2,

15. That, Dr. Pierre Kory in his testimony on May 6, 2021 had advanced the

16.

case for use of corticosteroids at an appropriate time on critically ill
COVID-19 patients, even when all the national and international
organisations were against the use of corticosteroids. It is noteworthy that
the results of the ‘Recovery Trial” which came to be published in
November 2020, hailed the effectiveness of Corticosteroids that led to
overnight change in the protocol. Sadly, six precious months were lost from
the time that Dr. Pietre Kory had testified, till the results of Recovery Trial

were published.

That, Dr. Pierre Kory, on behalf of FL.CCC, has testified before the US
Senate for the second time on December 8, 2020 regarding the wonder drug

Ivermectin and its potential as prophylaxis and also for treating COVID-

19 patients. In this testimony, he has justified the use of Ivermectin for
treating COVID-19 patients based on 10 RCTs undertaken (at the time he
testified), The 28-minute video of his testimony is available on the FCCCL
website under ‘Videos & Press’ section and under sub menu ‘Official

Testimony’,

hitps://covid19criticalcare.com/videos-and-press/official -testimony/

The official transcript of this hearing is attached as Annexure 3.
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17. That, Dr. Pierre Kory, in the US Senate hearing on December 8, 2020, has
expressed his dismay over how some leading public health organisations
including US FDA (US Food and Drug Administation), CDC (Centers for
Disease Control and Prevention), NIH (National Institute of Health) were
losing time in acknowledging the power of Ivermectin in tfreatment of
COVID-19, Dr. Pierre Kory. on behalf of FLCCC, bad implored the
Senate to have a look at their manuscript which covered the results of 10

Randomised Control Trials,

Refer page 4 of the Annexure 3

18. That, the manuscript of FLCCC has pagsed a rigorous peer review by senior

scientists at the US FDA and Defence Threat Reduction Agency. The same

has been published by the ‘American Journal of Therapeutics’
https./feurekalert.org/pub_releases/2021-05/fcce-lpr05062.1.php

19. That the website of FLCCC has a special page dedicated to the Ivermectin.

https./feovidl 9criticalcare.com/Ivermectin -in-covid-19/

20. That, the BIRD Panel has also conducted expansive studies and trials
regarding effectiveness of Ivermectin as prophylaxis and for treatment of
COVID-19 patients.

BIRD panel includes dozens of multinational scientists and doctors who
have discussed the mounting data points and evidence supporting the use
of Ivermectin in COVID-19 cases. The large, diverse group has reviewed
the evidence associated with Ivermectin to potentially prevent and treat
COVID-19, with a goal of reaching a consensus and making

recommendations for further investigation and/or use.
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21.

The details of BIRD are available on https://bird-group.org/

Refer Annexure 4 for the details of recommendations by BIRD sent to
WHO.

Doctors for Life in Brazil have supported BIRD’s position and conclusions

that contradict the WHO and claim there is much evidence to recommend

Tvermectin for COVID-19, and each postponed day costs many lives.

The document can be accessed by clicking following link:

hitps://bird-sroup.org/evidence-to-recommend-iverimectin/

BIRD Panel had organized the FIRST INTERNATIONAL
IVERMECTIN FOR COVID CONFERENCE on 24" and 25% April
2021,

The video is available on following link:

hitps://bird-groun.org/conference-post-event/

Refer Annexure 4 for the details of recommendations by BIRD sent to WHO.

That, it is disingenuous of you to have not acknowledged the cases of
miraculous recovery of critically ill COVID-19 patients in the US, who were
treated with Yvermectin, That, you have wilfully neglected the exemplary

work by FLCCC and all such physicians and scientists Whu have brought

hack critically ill, comatose and patients on ventilator from the doorsteps
of death.
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22,

23.

That, the patients wete saved by the Courts of Law who passed orders fo direct
the concerned hospitals to administer Ivermectin, as US FDA has not yet
approved Ivermectin for treatment of COVID-19.

That, Ivermectin _has saved the life of one 81 year old male COVID-19

patient names John W. Swanson, whose chances of survival were minimal,
Refer Annexure 5, a news article in Buffalo News dated April 9, 2021 titled
‘Judge orders Batavia hospital to treat coromavirus patient with

Ivermectin ’

https://buffalonews.com/news/local/judge-orders-batavia-hospital-to-treat-

coronavirus-patient-with-Ivermectin /article 53c8b32e-996¢-11eb-87cf-
2bd34f11d3c2.html

The article states;

“Swanson was on a ventilator and “on death’s doorstep.” at the

United Memorial Medical Center when doctors there gave him one

dose of Ivermectin on April 1, according fo an affidavit filed in

court by attorneys for Swanson’s wife, Sandra. “After that one

dose, he started breathing on his own., He was taken off the

ventilator and was making great progress,” said attorney Ralph C.
Y Raip

Lorigo, who vepresents the Swanson family with Jon F. Minear.
“Then, the hospital refused to give him additional doses.” State
Supreme Court Justice Frederick J. Marshall issued an order on
April 2, divecting the hospital to give Swanson four more doses of
' Ivermectin . As of late Friday afternoon, his attorneys described

Swanson as “stable.”
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24. That, another 80 year old critical COVID-19 patient named Judith
Smentliewicz has had a miraculous recovery from the disease with the help

of Ivermectin .

Refer Annexure 6, a news article in Buffalo News titled ‘After
experimental Covid-19 treatment, 80-year-old woman thankful to be
home’

hitps://buffalonews.com/news/local/afier-experimental-covid-19-

treatment-80-year-old-woman-thankful-to-be-home/article_dfSaedda-
72e4-11eb-b544-219deSae5d71 himl
The article states;

“As Judith Smentkiewicz fought for her life in a local hospital
last month, she had no idea that her struggle with Covid-19
was the subject of a heated courl baitle and stories in the
news media. Until a few days ago, the 80-year-old woman
was unaware that her family’s lawyers had obtained a court
order enabling her to receive doses of Ivermectin, a drug
that has not yet been approved by the federal government as
a Covid-19 treatment, Now that she’s back at her
Cheeltowaga home and well on the road to rvecovery,

Smentlhiewicz is amazed at everything that happened to her.

Smentkiewicz said she has “absolutely no memory™ of a five-
day period when she was on a ventilator at Millard Fillmore
Suburban Hospital, According to family members, doctors
there told them that her chances of survival were about 20%.
“I remember being taken to the hospital in an ambulance on
Dec. 31, and being put on a streicher in a hallway,”

Smentliewicz said. “I know they put me on the ventilator that
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day, but I don’t vemember a single thing that happened until
Jan. 4, when I was taken off the ventilator and able to sit up
in my bed. I'm kind of glad I don’t remember those days.”
Unapproveof by FDA4, Ivermectin useful as Covid-19
treatment, local doctors say she now knows that her som,
Michael, and daughter, Michelle Kulbacki, insisted that
doclors give Smentkiewicz Ivermectin , a drug that has
helped Covid-19 patients in other countries but has not yet
been approved as a Covid-19 treatment in the U.

She also realizes that, when doctors were reluctant to give
her movre than one dose of the drug, her son and daughter
hired attorneys Ralph C. Lorigo and Jon F. Minear fo get a
court order that enabled her to get more doses. On Jan. 8,

State Supreme Court Justice Henry J. Nowak ordered the

hospital to resume treatment with Ivermectin . After that,

Smentliewicz made a strong recovery. She was able fo leave

the hospital in mid-January.

She then spent a month in the Harris Hill Nursing Facility in
Ambherst, and on Tuesday, she returned home. “I am so
appreciative of my family, the lawyers, the judge, the doctors,
and all these people who were praying for me and fighting
for me,” said Smentliewicz, speaking fo a reporter in a
strong, clear voice. “I know I had a lot of prayer warriors on

my side.”

“While she was on the ventilator, we prayed for Mom. We
prayed to God, and the answer that came back to us was

Ivermectin ,” Kulbacki said. “My brother was doing some
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research on his own and came up with the information about
Ivermectin . Nothing else was helping our mother. We read
that Ivermacﬁn was helping other people and had no
dangerous side effects. We decided we had to try it.”
Kulbacki said her mother made “a complete turnaround”

within days of her first doses of Ivermectin .

Smentkiewicz said she got “very good” care in the hospital
and nursing home, and now feels she is “at about 85%" of
where she was before she caught the virus. “I'm eating,
walking, exercising, getting myself dressed and maling my
own bed, getting back to normal life little by little,” she said.
“I feel good, but I get out of breath if I try fo do too much.
I'm having a little trouble with balance and doing physical
therapy twice a week.” For years, she has been active as a
volunteer at the Chapel in Cheeltowaga, where she babysits
young children while their parents attend Sunday services.
Smentkiewicz said she is anxious to get back to that, and also
wants to expand her volunieer activities. “One thing 1 saw in
the nursing home was so many elderly people who just
wanted someone to come in, help them open their mail and
talk with them for a while, ” she said. I think I would like to
go in as a volunteer and visit with people who need that.”
She added that the publicity about her case will encourage
Sfamilies of suffering Covidl9 patienis to research the

possibility of using Ivermectin to treaf them.

Doctors recently told The News that Ivermectin has helped

many patients at two of the region’s busiest Covid-19
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treatment centers — the Elderwood Health Care facility in
Ambherst and the McGuire Group’s Harris Hill facility. Dr.
Thomas Madejski, a former president of the New York State

Medical Society, said he has also used Ivermectin as an

effective treatment for Covid-19 patients in Erie, Niagara

and Orleans counties. “It has very benign side effects, and
that is one reason I have been offering it io patients,” said
Madejski, who said he was speaking only for himself, and not
for the state medical society. Smentkiewicz said she has no
way of knowing if vermectin is a miracle drug. She said
she is thankful she did not become one of the nearly
500,000 Americans killed by Covid-19.

“I can’t say it will help everyone, but I definitely believe it
helped me, with no side effects,” Smenthiewicz said. “I feel
that God kept me around for a veason. He had a plan for me,”
she added. “I believe that part of that plan is to get people

to take a closer look at Ivermectin.”

25. That, in a third incident, a critically ill COVID-19 68 year old female
patient named Nurije Fype, who was in a state of medically induced coma,
at the Elmhurst Hospital in 2 comatose state and who was successful in

dodging death due to inclusion of Ivermectin in her line of treatment.

Refer Annexure 7, an article published on Medical Brief titled ‘US judge
orders administration of Ivermectin to comatose patient’ dated May 12,
2021:

https :/fwww.medicalbrief co za/archives/us-judge-orders-
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administration-of-Ivermectin -to-comatose-patient/

26, That, the case of Nurije Fype is a milestone in success of Ivermectin in
the treatment of COVID-19. In this case, inspite of the court order to
administer Ivermectin on Nurije Fype, the hospital had refused to act on
the order. This left no option to the family of Nurije Fype but to consider
filing a contempt of court petition against the Elmhurst hospital.

The article in Annexure 7 states that;
"“At request of her family an Hlinois judge has ovdered that a
comatose woman suffering from COVID-19 to be administered
Ivermectin , against the advice of her doctors, reports

the Chicago Tribune.

Nurije Fype, 68, has been in intensive care at the hospital since
early April and is now on a ventilator, according to testimony
at the court hearing. Her daughter, Desareta Iype, is pushing
for her mother to receive Ivermectin , a medication that the US

Food and Drug Administration says may be unsafe.

Another federal agency, the National Institutes of Health, has
taken a more measured stance, saying that while the drug is
well-tolerated when used for its infended purposes, there isn’t
enough information to allow a recommendation “for or

against” using it to treat COVID-19.

Elmhurst Hospital’s attorney, Joseph Monahan, said at the
hearing none of its doctors would agree to administer
Tvermectin for COVID-19, and that an internal ethics panel
concluded its use couldn’t be justified, He argued that judges

shouldn 't overrule medical decisions.
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“(The court) doesn’t have the authority to order a medical
corporation to use particular medications, particularly when
it’s an off-label use, particularly when the federal government

has said it could be dangerous,” he said,

He suggested Desareta Fype could transfer her mother to
another facility wheve doctors would be willing to use ithe
medication, but Judge James Ovel seemed astonished at the
suggestion. “Let me get this vight: The hospital is willing to
transfer a woman in a coma with COVID?” he said. "Is that

what you've telling me? "

Judee Orel pointed to an affidavit from Fype’s physician, Dr

William Crevier, in which the doctor said he has used the drug

successfully for COVID-19 patients since last year. If Elmhurst -

Hospital's doctors don’t want to use Ivermectin , Orel said,

they should allow Crevier to administer il

“Why wouldn 't this be tried if she's not improving? ” Orel said.
“Why does the hospital object to providing this medication? If
someone has been in the ICU for a month and not improving,

why would the hospital not consider another medication?”

It was still not clear, however, whether the hospital would
allow Fype to receive the medication. Orel said he expected the
case to head to an appellate court, and when he asked
Monahan if the hospital was going to follow his order, the
attorney veplied, “I'will talk to my client.”
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For more details regarding Court hearing, click on link below;

hitps:/Nirialsitenews.com/when-nothing-else-works-judges-are-siding-with-

Ivermectin/

On May 4, 2021, Judge Orel’s response was pointed. “If there’s a medicine out
there that can assist a patient and nothing else is working and she’s vegressing
to the point of near death, then, yes, I balance the equities.” Meaning he

weighed the evidence and sided with what many doctors call the “right to try”.

This news is covered by FOX 32 News channel and the same can be viewed on

following link:

‘COVID-19 patient shows ‘improvement’ after receiving Ivermectin
following legal battle with hospital’
https:/fwww.youlube.com/watch?v=qEAQICgDYhY

This video features patient Nurije Fype’s daughter Desareta Fype and their
Attorney Ralph Lorigo.

277.The news related to intervention of coutt in facilitating the administration of

Ivermectin on Nurje Fupe is covered in detail on following websites:

News dated May 1, 2021 titled ‘Court Battles Rage to save Lives. Attorney:
‘Put Hospital Chief in Jail’

hitps://www.beckershospitalreview.com/pharmacy/illinois-hospital-gives-

covid-19-patient-Ivermectin ~following-court-order.html

News dated April 16, 2021 titled ‘Ivermectin goes to Court and the NIH

relaxes its prohibition’
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hittps /rwww.thedesertreview.com/opinion/letters to editor/Ivermectin -

poes-fo-court-and-the-nih-relaxes-its-prokibition/article 440b7300-59bf-
11eb-b945-4169ec2814c0 hitml

News dated April 21, 2021 titled ‘Ivermectin Wins in Court Again: For
Human Rights?®

hitns:/fwww.thedesertreview.com/opinion/letters to_editor/Ivermectin -

wins-in-court-acain-for-human-rights/article 98426958-al3a-11eb-a698-
37c06163287 5. html

28. That, Dr. Pietre Kory, who has expressed his anguish over refusal by the
Elmhurst Hospital to administer Ivermectin on Nurije Fupe, despite having a
court order and the subsequent consideration to initiate contempt of court
proceeding by the patient’s family, has been covered by FOX 32 on May 4,

2021and the same can be viewed on following

hitps:/fwww.youtube.com/watch?v=eFF1eQeRIw0

In this video, Dr. Pierre Kory states;

“They are behaving indefensibly. I think the Judge is
dismayed, their horror at what they (hospital) ave doing

matches mine. It is inexcusable”

hitps:/Mrialsitenews.com/court-battles-rage-to-save-lives-attorney-put-

hospital-chief~in-jail/

29, That, there are likely to be more cases of COVID-19 patients having
benefitted from using Ivermectin in their line of treatment. However, due to
stricter laws in the US around patient privacy, not all cases have made to the

news and not all patients are forthcoming in sharing the details. But the
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testimonies of those who have dodged death and have survived, certainly

malke a strong case to use Ivermectin.

30. That, FLCCC based on its objective studies and RCTs has prevailed upon
National Institute of Health (NIH) to change their guidance on Ivermectin
to ‘Neutral® on January 14, 2021, after referencing the increased numbers of
clinical frials that have been done with positive results since their last update
on August 27. They now recommend neither for nor against the use of
Ivermectin for COVID-19.

https:/fwww.covid] Streatmentguidelines nih. pov/antiviral -

therapy/Ivermectin /

31. That, in India, Dr. Surya Kant Tripathi, Head of Respiratory Medicine
Department, King George Medical University, Lucknow, along with some
other health experts of India, has written a White Paper on Ivermectin, in
which he has emphasized that this drug reduces the replication rate of the

infection by several thousand times.

httos://’www.ncbinlm.nih. sov/pmc/articles/PMC7434458/

32. That, the White paper by Dr. Surya Kant, the studies undertaken by AIIMS
— Bhubaneswar and several other research and studies undertaken by
medical doctors and scientists across the globe, have proved Ivermectin to
be effective as a prophylaxis and also in the line of treatment for COVID-
19.

33. That, the FLCCC in its Press Release on April 29, 2021 titled “Front Line
COVID-19 Critical Care Alliance Statement on New Guidance on
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Tvermectin from the All India Institute of Medical Science’ has praised
the ATIMS for including Ivermectin in their national Covid-19 guidelines.
FCCL has expressed their gratitude towards ATIMS for having followed the

science on Ivermectin in creating the new Guidelines,

Refer Annexure 8,

34. That, FLLCCC and BIRD have issued a ‘Joint Statement on Widespread
use of Ivermectin in India for Prevention and Early Treatment’ on
May 3, 2021.

https://www.einnews.com/pr news/540334684/medical -organizations-

in-the-uk-u-s-join-the-government-of-india-to-recommend-Ivermectin

-to-end-the-covid-19-crisis

https://covid] Qcriticalcare.com/videos-and-press/ficce-releases/joint-

statement-may-03-2021 ~joint-statement-on-widespread-use-of-

Ivermectin -in-india-for-prevention-and-early-treatment

Refer Annexure 9.

35. That, the Ivermectin has been widely used to treat Covid-19 in South
Africa, Czech Republic, Bolivia, Honduras, Peru, Slovakia, Zimbabwe
Bangladesh.,

The link htips://ivmstatus.com/ gives pictorial representation of global
Yvermectin adoption for COVID-19. The status is updated regularly.

36. That, in your interview on Mojo Story on May 16, 2021, while Ms. Barkha

Dutt has asked you a pointed question at 22:40 whether to continue using

Remdesivir and Ivermectin, you have deliberately misled the aundience by
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not revealing the mountains of evidence on effectiveness of Ivermectin.
You, instead of giving a balanced response, that was expected from

someone of your stature, have resorted to strawman argument and diverted

the attention of people to areas totally unrelated to the specific question

posed to you. You have responded by saying;

“There is no evidence that they have any impact on the disease
progression so I would rather spend those resources on giving
people good quality masks to wear. In the absence of vaccines,
masks are the only vaccines. Everybody wears good quality masks,
covering their nose and mouth, that is going to make a big difference
at the community level and of course spend resources on ramping
up of oxygen and other supplies that you need in the hospital,
getting the work force there ready. You will have to supplement the
work force because the existing doctors and nurses ave not going fo
be enough to cope with the kind of load that we have seen, so those
are the kind of investments that need to be made and you know these

drugs really that’s not going to be the ones that have an impact,”

37.That, in the said interview on Mojo Story, you have mentioned about the Living
Guidelines issued by WHO on March 31, 2021.

The Living Guideline can be accessed from the website of WHO:

> hitps:f'www.who.int/news-room/feature-stories/detail/who-advises-

that-Tvermectin -only-be-used-to-treat-covid-19-within-clinical-trials

> https:/www.owho.int/publications/i/item/WHO-2019-nCoV-
therapeutics-2021.1

Refer Annexure 10 for document titled ‘Therapeutics and COVID-19’
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LIVING GUIDELINE DATED MARCH 31, 2021 issued by WHO.

38.MALAFIDES OF ‘WHO’ IN MISLEADING THE PUBLIC WITH
ULTERIOR PURPOSES:

38.1. That, the LIVING GUIDELINE dated March 31, 2021
includes recommendations of WHO on several drugs
including Ivermectin. The WHO panel has made a
recommendation not to use Ivermectin in patients with
COVID-19 except in the context of a clinical trial.

The document also states the studies and finding of the
Global Development Group (GDG), which supposedly
served as the rationale for such recommendation regarding

Ivermectin,

38.2. That, the explanation provided by WHO in the said Living
Guideline dated March 31, 2021 is debunked by FLCCC by

exposing the severe fallacies and bias on the part of WHO

which was pre-determined to block the cheap drug Ivermectin
from being discoveted as effective drug in prevention and
treatment of COVID-19.

Refer Annexure 11 - Public Statement dated May 12, 2021 issued by
FLCCC titled “Irregular Actions of Public Health Agencies and the

Widespread Disinformation Campaign against Ivermectin’
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Refer the following link:

https://covid] Qeriticalcare.com/videos-and-press/flcce-releases/flcec-

alliance-statement-on-the-irregular-actions-of-public-health-agencies-and-

the-widespread-disinformation-campaign-against-ivermectin/

39, That, the para 3 to 8 of the Public Statement dated May 12, 2021 issued by
FLCCC titled ‘Irregular Actions of Public Health Agencies and the

Widespread Disinformation Campaign against Ivermectin’

read as under;

“The following accounting and analysis of the WHO
Ivermectin panel's highly irregular and inexplicable analysis
of the Ivermectin evidence supports but one rational
explanation: the GDG Panel had a predetermined,
nonscientific objective, Wwhich is to recommend against
Tvermectin. This is despite the overwhelming evidence by
respected experts calling for its immediate use to stem the
pandemic. Additionally, there appears to be a wider effort to
employ what are commonly described as “disinformation
tactics” in an attempt to counter or suppress any criticism of
the irregular activity of the WHO panel.

The WHO Ivermectin Guideline Conflicts with the NIH
Recommendation

The FLCCC Alliance is a nonprofit, humanitarian organization
made up of remowned, highly published, world-expert
clinician-researchers whose sole mission over the past year
has been to develop and disseminate the most effective

treatment protocols for COVID-19. In the past six months,
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much of this effort has been centered on disseminating
knowledge of our identification of significant randomized,
observational, and epidemiologic studies consistently
demonsirating the powerful efficacy of Ivermectin in the
prevention and treatment of COVID-19. QOur manuscript
detailing the deioth and breadth of this evidence passed a
rigorous peer veview by senior scientists at the U.S Food and
Drug Administration and Defense Threat Reduction Agency.
Recently published, our study concludes that, based on the
totality of the evidence of efficacy and safety, Ivermectin
should be immediately deployed to prevent and treat COVID-
19 worldwide.

The first "ved flag" is the conflict between the March 31, 2021,
WHO Ivermectin Panel's "against” recommendation and the
NIH’s earlier recommendation from February 12th of a more
supportive neutral recommendation based on a lower amount
of supportive evidence of Ivermectin's efficacy at that time.
Two flawed lines of analysis by the WHO appear to account for
this inconsistent result:

1) The WHO arbitrarily and severely limited the extent and
diversity of study’ designs considered (e.g., retrospective
observational controlled trials (OCI), prospective OCTs,
epidemiological, quasi-randomized, randomized, placebo-
controlled, etc.).

2) The WHO mischaracterized the overall quality of the trial
data to undermine the included studies.

The Severely Limited Extent and Diversity of Ivermectin Data
Considered by the WHO's Ivermectin Panel
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The WHQ Ivermectin Panel arbitrarily included only a narrow
selection of the available medical studies that their research
team had been instructed to collect when formulating their
recommendation, with virtually no explanation why they
excluded such a voluminous amount of supportive medical
evidence. This was made obvious at the outset due to the
Jollowing:

1) No pre-established protocol for data exclusion was
published, which is a clear departure from standard practice
in guideline development.

2) The exclusions departed from the WHO's own original
search protocol it required of Unitaid's Ivermectin research,
which collected a much wider array of vandomized controlled
trials (RCT).

Key Tvermectin Trial Data Excluded from Analysis

1) The WHO excluded all “quasi-randomized” RCTs from
consideration (two excluded trials with over 200 patients that
reported reductions in mortality).

2) The WHO excluded all RCITs where Ivermectin was
compared to or given with other medications. Two such trials
with over 750 patients reported veductions in mortality.

3) The WHO excluded from consideration 7 of the 23 available
Ivermectin RCT vesults. Such irregilarities skewed the proper
assessment of important outcomes in at least the following
ways:

a) Mortality Assessment

i) WHO Review: Excluded multiple RCIs such that only 31
total trials deaths occurred; despite this artificially meager
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sample, an estimate of up to a 91% reduction in the visk of
death was found.
11) Compared to the BIRD Review: Included 13 RCTs with 107
deaths observed and found a 2.5% mortality with Ivermectin
vs. 89% in controls; estimated reduction in risk of
death=68%; highly statistically significant, (p=.007).
b) Assessment of Impacts on Viral Clearance
i) WHO Review: 6 RCTs, 625 patients. The Panel avoided
mention of the important ﬁnding of a strong dose-response in
regard to this outcome.
ii) This action in (i) is indefensible given that their Unitaid
research team found that among 13 RCTs, 10 of the 13 reported
statistically significant reductions in time to viral clearance,
with larger reductions with multiday dosing than single-day,
consistent with a profound dose-response relationship.
c) Adverse Effects
i) WHO: Only included 3 RCTs studying this outcome.
Although no statistical significance was found, the slight
imbalance in this limited sample allowed the panel to
repeatedly document concerns for “harm’” with Ivermectin
treatment,
i) Compare (@) to the WHO's prior safety analysis in their
2018 Application for Inclusion of Ivermectin onto Essential
Medicines List for Indication of Scabies:
(1) “Over one billion doses have been given in large-
scale prevention programs.”
(2) “ddverse events associated with Ivermectin

treatment are primarily minor and transient.”
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4) The WHO excluded all RCTs studying the prevention of COVID-
19 with Ivermectin, without supporiing rationale. Three RCIs
including almost 800 patients found an over 90% reduction in the risk
of infection when Ivermectin is taken preventively.
5) The WHO excluded observational controlled trials (OCI), with 14
studies of Ivermectin. These included thousands of patients, including
those employing propensity matching, a technique shown to lead to
similar accuracy as RCIs.

a) One large, propensity-matched OCT from the US found that

Ivermectin treatment was associated with a large decrease in

mortality.

b) A summary analysis of the combined data from the 14

available Ivermectin OCTs found a large and statistically

significant decrease in mortality. |
6) The WHO excluded numerous published and posted epidemiologic
studies, despite requesting and receiving a presentation of the results
from one leading epidemiologic research team. These studies found:
a) In numerous cities and regions with population-wide Ivermectin
distribution campaigns, large decreases in both excess deaths and
COVID-19 case fatality rates were measured immediately following
the campaigns.
b) Countries with pre-existing Ivermectin prophylaxis campaigns
against parasites demonstrate significantly lower COVID-19 case
counts and deaths compared to neighboring countries without such
campaigrs.
Assessment of the Quality of the Evidence Base by WHO Guideline
Group

The numerous above actions minimizing the extent of the evidence
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base were then compounded by the below efforts to minimize the
quality of the evidence base:

The WHO mischaracterized the overall quality of the included trials
as "low" ta "very low, " conflicting with numerous independent expert
research group findings:

1) An international expert guideline group independenily reviewed
the BIRD proceeding and instead found the overall quality of trials to
be "moderate.”

2) The WHO's own Unitaid systematic review feam currently grade
the overall quality as “moderate.”

3) The WHO graded the largest trial it included to support a negative
assessment of Ivermectin’s mortality impacts as “low risk of bias.”
A large number of expert reviewers have graded that same trial as
“high risk of bias,” detailed in an open letter signed by over 100
independent physicians.

We must emphasize this critical fact: If the WHO had more accurately
assessed the quality of evidence as “moderate certainly,” consistent
with the multiple independent vesearch teams above, Ivermectin
would instead become the standard of care worldwide, similar to
what occurrved after the dexamethasone evidence finding decreased
mortality was graded as moderate quality, which then led to its
immediate global adoption in the treatment of moderate fo severe
COVID-19 in July of 2020.

Further, The WHO's own guideline protocol stipulates that quality
assessments should be upgraded when there is the following:

1) a large magnitude of effect (despite their data estimating a survival
benefit of 81%, the low number of studies and events included allowed

them to dismiss this finding as “very low certainly”) ov;
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2) evidence of a dose-response relationship. The WHO shockingly
omits the well-publicized reports by their Unitaid research team of a
powerful dose-response velationship with viral clearance.

In sum, the WHO's recommendation that “Ivermectin not be used
outside clinical trials” is based entirely upon:

1) the dismissal of large amounts of trial data;

2) the inaccurate downgrading of evidence quality; and

3) the deliberate omission of a dose-response relationship with viral
clearance.

Consequently, these actions formed the basis of their ability to avoid
a recommendation for immediate global use.

Even move surprising is that based on their “very low certainiy”
finding, the panel goes on to “infer” that “most patients would be
reluctant to use o medication for which the evidence lefi high
uncertainty regarding effecis on outcomes they consider important.”
This statement is insupportable in light of the above actions. No
patient could ever vationally consent to a trial in which they were
acutely ill and would be subject to the possibility of veceiving a
placebo, once informed of; the large amount of relevant and positive
trials that the WHO removed from consideration, their avoidance of
reporting a large dose-vesponse relationship, and their widely
contradicted “very low certainty” grading of large mortalily benefits.
Such a trial would vesult in a historic ethical research violation,
causing both a widespread loss of life and a resultant loss of trust in
PHAs and research institutions for decades to come.

The many methods employed by the WHO to distort the evidence base
and arrive at a non-recommendation are made even more suspicious

and questionable by the following:

Page 32 of 51




1) The WHO GDG did not hold a vote on the use of Ivermectin . This
highly irregular decision was purportedly based on the Ivermectin
Panel’s “consensus on evidence certainty.”
2) Unitaid Sponsors allegedly inserted multiple limilations and
weakened the conclusions in the preprint, systematic review
manuscript by the Unitaid research team, which has recently led to
Sformal charges of scientific misconduct.
3) Recent WHO whistleblower complaints of external influences in
other WHO Covid reports, as well as attempts by massive external
funding organizations to increase their influence in formulating WHO
policies.
4) The finding of marked differences in the evidence bases used to
suppori prior WHO/BIRD guideline vecommendations for Ivermectin
in other diseases:
a) WHO: Approved Ivermectin in the treatment of scabies
based on 10 RCTs that included only 852 patients, despite it
being inferior to the standard of care.
b) EDA: Approved Ivermectin in the treatment of
strongyloidiasis based on 5 RCTs that included only 591
patients.
¢) BIRD: Approved Ivermectin in March, 2021, for ihe
prevention and treatment of COVID-19 based on 21 RCTs and
2,741 patients.
Conclusion
As expert clinician-researchers in society, we are firmly commiited to
ensuring that public health policy decisions derive from scientific
" data. Disturbingly, after extensive analysis of the recent WHO

Tvermectin  guideline recommendation, we could not arrive at a
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credible scientific rvationale to explain the numerous irregular,
arbitrary, and inconsisient behaviors documented above. Further,
after consultation with numerous physicians, guideline reviewers,
legal experts, and veteran PHA scientists, we identified two major
socio-political-economic forces that serve as the main barrier
influences preventing Ivermectin 's incorporation into public health
policy in major parts of the world. They are:

1) The modern structure and function of what we will describe as “Big
Science” and;

2) The presence of an active “Political-Economic Disinformation

Campaign.”

40. That, the said Public Statement also states that (page 2);

“A similar conclusion has also been reached by an increasing number
of expert groups from the United Kingdom (UK), Italy, Spain, United
States (US), and a group from Japan headed by the Nobel Prize-
winning discoverer of Ivermectin, Professor Satoshi Omura. Focused
rebuttals that are backed by voluminous research and data have been

shared with PHAs over the past months. These include the WHO and

many individual membeys of its puideline development group
(GDG), the FDA, and the NIH, However, these PHAs continue to

ignove _or _disingenuously manipulate the dafa to reach

unsuppovtable vecommendations against Ivermectin treatment, We

are forced to publicly expose what we believe can only be described

as a “disinformation” campaion astonishingly waged with full

cooperation of those authorities whose mission is to maintain the

intesrity of scientific research and protect public health,”
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41.That, we as members of public, have taken cognizance of the said Public
Statement dated May 12, 2021, issued by FLCCC and we call upon you to
provide your response as the Chief Scientist at WHO, to the fallacies pointed
out by FLCCC regarding the Living Guideline of WHO dated 31.03.2021
based on the study conducted by Development Guideline Group regarding

Ivermectin.

42. That, your failure to provide rebuttal to the contents mentioned in para 39
supra, shall be taken as acceptance of the fallacies in the Living Guideline
Report of WHO dated 31.03.2021.

43.That, ‘The Indian Council for Medical Research’ (hereafter referred to as
ICMR) which is the one of the oldest and largest medical bodies in the world
and which is the apex medical research organization, has listed the drug
Ivermectin as a possible treatment option for mild Covid-19 patient under
home isolation in the ‘May Do’ category on April 22, 2021. The National
Clinical Guidelines for Covid-19 management are developed by All India
Institute of Medical Sciences (hereinafter referred to as AIIMS), Delhi and
ICMR joint taskforce. Refer Annexure 12.

44.That, the Ivermectin continues to be part of the National Protoco] issued by
the ICMR even at the time of drafting this legal notice. Refer Annexure 13
for the National Protocol as updated on May 17, 2021.

45. That, you are a qualified medical doctor possessing the degree of MBBS and
MD in Pediatrics from AIIMS Delhi. You have served as Director General of
the ICMR and Secretary of the Department of Health Research (Ministry of
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46.

Health and Family Welfare) for the Government of India from August 2015
to November 2017. That, going by your educational qualifications and wotk
expetience, you are deemed to be competent enough to understand the
significance of statements/protocols/notifications issued by the esteemed
organizations of India like ICMR and AIIMS, which you yourscl{ were
associated with at some point in time. But you have been repeatedly issuing
statements against the use of Ivermectin with a malafide intention to
misgnide, mislead and create confusion in the minds of Indians in order to
dissuade us from knowing about Ivermectin which has brought back few
critically ill COVID-19 patients from the doors of death,

That, while you have attached the company statement issued by Merck in
your tweet on May 10, 2021, you have intentionally ignored the fact that
Merck, which is the manufacturer of Tvermectin may have a conflict of
interest in issuing the said statement against the use of Ivermectin in
treatment of COVID-19 as mentioned in para 4, since Merck is in process of
making its own COVID-19 drug and that clinical trials for the same are in

progress.

Refer the following link:
htins:/fwhyy. ove/seoments/some-doctors-think-theyve-found-a-

cheap-generic-drug-which-treats-covid- 19-so-why-hasnt-anyone-

heard-of-it/

An excerpt from the above news article titled ‘Some doctors think they’ve
found a cheap, generic drug which treats COVID-19. So why hasn’t

anyone heard of it?’ states;
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“Merck, which originally developed Ivermectin but whose patent on
it expired, does not endorse iis use for COVID-19 treatment. In a
statement, o Merck vepresentative said that “following detailed
review of the evidence available for Ivermectin we calculated that the
dose required to attain an antiviral effect would significantly exceed
the doses known to be safe and well tolerated,” referencing the in
vitro study. "We therefore concluded that further research to evaluate
the clinical potential of Ivermectin for the treatment of SARS-CoV-2

was not warranted. ”

Merck is in the process of developing its own new therapy for
COVID-19, which it would presumably patent. It is also involved in

vaccine rials.”

Merck has issued a staternent January 25, 2021 regarding development of its

two investigational therapeutic candidates for treatment of COVID 19. Refer

Annexure 14.

47. That, the Yvermectin is off-patent since 1996 and therefore it is available at a

cheap rate at present.

48. That, your malafides are proven through your act of attaching the public

statement of a pharmaceutical company Merck dated February 4, 2021 instead
of the Report of WHO dated March 31, 2021 in your tweet on May 10, 2021.
That, you were aware that the said WHO teport on Living Guideline dated

March 31, 2021 is an eyewash as far as the recommendation on Ivermectin is

concerned and hence you deliberately attached an older statement of Merck
dated February 4, 2021.

DG
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49, That, it was your malfeasance reflecting in the tweet on May 10, 2021 against
the use of Ivermectin in desperate hope to dissuade people of India from
discovering the effectiveness of Ivermectin and that they keep falling sick
and are available as a huge market for several drugs which are being launched
now and which are in the pipeline and would be launched soon once the

Emergency Use Authorisation (BUA) is granted for their public use.

50.. That, you are wilfully speaking against the use of Ivermectin for COVID-15
patients as you are aware that in the event of Ivermeetin being declared as an
‘existing and adequate drug’ to treat COVID-19, the Emergency Use
Authorisation (EUA) currently granted for variety of vaccines and drugs would
stand revoked and this will severely impact the prospects of new vaccines and

drugs being manufactured to combat COVID-19.

51. That, you have abused your position as the Chief Scientist at WHO to
adversely influence the people including medical doctors and scientists, by
trying to impose upon them the fact that WHO does not suppott the use of
Ivermectin either as prophylactic ot in treatment of COVID-19.

52. Tt seems that you have deliberately opted for deaths of peaple to achieve your
ulterior goals and this is a sufficient ground for criminal prosecution against
you and also for initiating action for revocation of your degrees in medical
field.

53. That, it is highly unbecoming of you as a physician and scientist, to insist on
Randomized Control Trials amidst pandemic, to ascertain the efficacy of

Ivermectin in ireatment of COVID-19. This is equivalent to you taking a stand
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that allows peaple to fall sick and probably die of COVID-19, but does not

allow them to take a drug which has not only been proven to be safe with no

harmful effects, but has also been proved to be effective as prophylaxis and in

treatment of COVID-19 in numerous cases across the globe. This is juxtaposed

to the fact that precious time was lost in conducting the solidarity trial by WHO

that concluded that most of the drugs or therapies did not work viz.

Hydroxychloroquine, Remdesivir and the convalescent plasma.

54.You are deliberately ignoring the medical ethics and principles that you are

bound to follow;

1, The Declaration of Geneva of the World Medical Association

(WMA) binds the physician with the words, “The health and

wellbeing of my patient will be my first consideration,”

https://'www . wma.net/nolicies-post/wma-declaration-of-geneva/

2. International Code of Medical Ethics declates that, “A physician

shall act in the patient’s best interest when providing medical

2

carc,

hitns:/fwww. wma.net/wp-content/uploads/2006/09/International-
Code-of-Medical-Ethics-2006.pdf

. Article 37 of the WMA declaration of Helsinki, titled: “Unproven

Interventions in Clinical Practice” It is paraphrased as “In the
treatment of an individual patient, where proven interventions
do not exist, @ physician may use an unproven intervention if in
the physician’s judgement it offers hope of saving life, re-
establishing health or alleviating suffering
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hitos:/iwww.wma.net/wp-content/uploads/2016/11/Dol-
Oct2013-JAMA. pdf

55, That, you are called upon to read Article 37 of the WMA declaration of
Helsinki mentioned in para 54 supra, at least a hundred times and provide a
cogent explanation for:

1. Not supporting the use of Ivermectin in treatment of COVID-19,
given the fact that Ivermectin is proven to be safe with no harmful

affects.

2. Ignoring the presence of Volumjnoﬁs data that proves the
effectiveness of Ivermectin, not to forget the cases where patients
have been taken off ventilator soon after Ivermectin was
administered (Refer para 21 to 28)

56. That, your misleading tweet on May 10, 2021 against the use of Ivermectin
had the effect of the State of Tamil Nadu withdrawing Ivermectin from the
protocol on May 11, 2021 just a day after the Tamil Nadu Government had
included the same for treatment of COVID-19 patients.

htips://science.thewire.in/health/in-revises-protocols-leaves-gut-

Ivermectin-for-covid-patients/

57.That, the re-purpose drugs which wete included in the solidarity trials like
Remdesivir, hydroxychloroquine have proved to be ‘Ineffective’, so did the
convalescent plasma therapy. Your concerns around use of Ivermectin for
COVID-19 are totally misplaced given the fact that Ivermectin has no harmful

side effects unlike corticosteroids and Remdesivir. Hence, resistance to use of
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Tvermectin on flimsy grounds and that too by wilfully ignoring the

voluminous data that proves the effectiveness of the drug, is not at all tenable,

rather it proves your malafides and ulterior purposes.

58.That, the credibility and integrity of WHO has been severely etoded and
continues to wane with each passing day due to its miserable failute in handling
the pandemic. Also, the reports issued by WHO are increasingly been seen as
biased and totally lacking in quality, authenticity and rational approach. The
Jatest the teport regarding investigation into the origins of the Corona Virus is
also being questioned by the scientists’ community. As many as eighteen

eminent scientists have written to WHO asking for detailed investigation.

https:/Avww.wsi.con/articles/scientists-call-for-deeper-investigation-into-
covid-19-origin-11620928801

The above article states;
“In a letter published Thursday in the journal Science, an

international group of 18 biologists, immunologists and other

scientists criticized the findings of a report released in March by a

World Health Orsanization-led team into the pandemic’s origin and

called for a more extensive evaluation of the two leading hypotheses.

that the pandemic virus entered the human population and began
spreading after escaping from a lab or after jumping to humans from

infected animals.

TheWHO-led team, which included scientists from China and several
other countries, reported no definitive proof of either hypothesis. Yet,
the scientists wrote, the team nevertheless conclided that an animal

origin for the pandemic was the likelier scenario and devoted only
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Jour out of the report’s 313 pages to the possibility of a lab accident.”

59, That, the WHO report published in March 2021 regarding the investigation
into the origins of Corona virus is found to be severely lacking in many aspects,

which is explained in following atticle;

hitps://science.thewire.in/the-sciences/scientists-liter-fuller-investigation-

origins-novel-corongvirus-lab-natural-spillover/

The article states;

“This was evidently a comment on the WHO's investigation info the
origins of the virus. Under the terms of reference of this investigation,
the information, data, and samples for the study’s first phase were
collected and summarised by a team of Chinese scientists. The rest of

the team only built on this analysis, which found no clear

evidence either to support a natural spillover or a lab accident.
However, the team said a zoonotic spillover from an intermediate host
was “likely to very likely, " and a laboratory incident was “extremely

unlikely”.

Even before the WHO report was released in March this year,
reports said in November 2020 that the WHO had ‘ceded’ control of

the investigation to China in a bid to gain access to the source of
coronavirus. The reports argued that the WHO was eager to “win

access and coordination” from China but achieved neither.”

60. That, several nations are calling out WHO for its falling standards, biased

approach and its deliberate acts of omisgion and commission that are causing loss

of human lives.
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While the WHO flaunts itself like ‘know it all’, it is akin to the vain Emperor in
new clothes, while the entire world has realized by now that the Emperor (WHO)

has no clothes at all.

61. That, you and WHO have misled and misguided all the people throughout
the pandemic, starting from the delay in raising alarm soon after SARS-CoV2 was
detected in China, your faiture to prevail over China in conducting an impartial
‘investigation into the origins of the virus, inordinate time consumed before
declaring Remdesivir, Hydroxychloroquine, convalescent plasma as ‘ineffective’
in treatment of COVID-19, ever changing theories around SARS-CoV2 being
transmitted through droplets or it being air borne and many more. The world is
gradually waking up to your absurd, arbitrary and fallacious approach in presenting
concocted facts as ‘scientific approach’, As the famous quote of Abrabam Lincoln

goes —

“You can fool all the people some of the time and some of the

people all the time, but you cannot fool all the people all the time.”

62. That, the team of FLCCC have beseeched all countries to use Ivermectin

which according to them is the only way to end this pandemic.

Refer the article below titled ‘immediate global Ivermectin use cén end Covid-
19 pandemic: Scientists” published online on The Free Press Journal on May 10,
2021:

hitps . /wvwew.freepressjournal, infhealth/immediate-global-Ivermectin_-

use-can-end-covid-19-pandemic-scientists
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63. That, the article mentioned in para 55 states;

“Poer reviewed by medical experts that included three US
government senior scientists and published in the American Journal
of Therapeutics, the research is the most comprehensive review of the
available data taken from clinical, in vitro, animal, and real-world

studies.

Led by the Front Line COVID-19 Critical Care Alliance (FLCCC), a
group of medical and scientific experts reviewed published peer-
veviewed studies, manuscripts, expert wmeta-analyses, and
epidemiological analyses of regions with Ivermectin distribution
efforts all showing that Ivermectin is an effective prophylaxis and
treatment for COVID-19.

"We did the work that the medical authovities fuailed to do, we
conducted the most comprehensive veview of the available data on
Ivermectin," said Pierre Kory, MD, president and chief medical
officer of the FLCCC. "We applied the gold standard to qualify the
data reviewed before concluding that Ivermectin can end this

pandemic.”

A focus of the manuscript was on the 27 controlled trials available in

January 2021, 15 of which were randomised conirolled trials

(RCT's). Consistent with numerous meta-analyses of Ivermectin
RCT's since published by expert panels from the UK, Italy, Spain and
Japan, they found large, stotistically significant reduction in
mortality, time to recovery and viral clearance in Covid-19 patients

treated with Ivermectin .
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"Our latest research shows, once again, that when the totality of the
evidence is examined, there is no doubt that Ivermectin is highly
effective as a safe prophylaxis and treatment for Covid-19," said Paul
E. Marik, founding member of the FLCCC and Chief, Pulmonary and
Critical Care Medicine at Eastern Virginia Medical School.

Many regions around the world now recognise that Ivermectin is 4
powerful prophylaxis and treatment for Covid-19. South Africa,
Zimbabwe, Slovakia, Crech Republic, Mexico, and India have
approved the drug for use by medical professionals.

The results as seen in this latest study demonstrate that the Tvermectin

distribution campaigns repeatedly led to "rapid population-wide

decreases in morbidity and mortality.”

"We are calling on regional public health authovities and medical
professionals around the world to demand that Ivermectin be
included in their standard of care right away so we can end this

pandemic once and for all,” Marik noted.”

64. That, the work done by FLCCC, BIRD and similar groups, has ruffled the
feathers of many including WHO, whose inefficiencies and failures have

been exposed time and again,

65. That, there is a vicious attempt by some individuals including doctors,
scientists and leading public health organisations, to suppress all the news
regarding effectiveness of Ivermectin, This Syndicate has managed to

capture considerable portion of scientific and medical community, who
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continuously discredit any reports/news around the effectiveness of

Ivermectin in treating COvid-19 patients.

Such deliberate actions are explained in detail in the Public Statement by
FLCCC (Refer Annexure 11, page 8 to 13)

66. That the FLCCC and BIRD) have shown exemplary courage in building a
formidable force to tackle the challenges in the form of disinformation,

resistance and rebuke from pharma lobbies, powerful health institutions like
WHO, NIH, CDC and regulators like US FDA.

67. That, in the time of this crisis, there ate few doctors who are living up to
their Hippocratic Oath, by putting the patients’ interest first and not being
complicit in the agenda of spreading disinformation. These brave and
courageous doctors, who are morally upright, have chosen to support the

truth rather than yielding meekly to authoritative and unscientific mandates.

These doctors are your very own brethren who are highly qualified,

experienced and more importantly humane and conscientious.

The FLCCC site has a video dated April 19, 2020 that features following
brave doctors, who have been forthcoming in declaring the effectiveness of
Ivermectin:
1. Dvr. Paul E. Marik—M.D., FCCCM, FCCP
Nowfolk, Virginia
2. Dr. Bruce Boros —M.D.
Key West, Florida
3. Dr. Keith Berlowiiz — M.D., MBA
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New York
4. Dr. Eric Osgood —M.D.

Trenton, New Jersey
5. Dr. Colleen Aldous — PhD

Durham, South Africa
6. Dr. Alexis Lieberman—M.D.

Philadelphia, Pennsylvania
7. Dr. Randy Grellner — M.D.,

Cushing, Oklahoma
8. Dr. Jackie Stone — M.D.

Harare, Zimbabwe
9. Dr. Syed Haider — M.D.

Asheville, North Carolina
10.Dr. Fred Wagshul — M.D.

Dayton, Ohio
11.Dr. William Crevier ~ M.D.

Orland Park, Illinois
12, Dr. Avezo Fathie - M.D.

Las Vegas, Nevada
13.Dr. Bruce Patterson — M.D.

Palo Alto, California
14. Dr. Miguel Antonatos —M.D.

Chicago, Iilinois
135. Dr. Matt Erickson — M.D.

Gainesville, Florida
16. Dr. Ram Yogendra— M.D.
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Pawtucket, Rhode Island
17. Dr. Tess Lawrie — MBBCH, PHD

Bath, United Kingdom

The video can be accessed on htips:/covidl9criticalcare.com/videos-and-

nress/fleccc-allianee-videos/

The description of video reads thus:
They are truly adhering to their Hippocratic Qath and Putting patients — not

profits first.
“These brave doctors are rising to the highest ideals of the

Hippocratic Oath they took to save the lives of the patients who
come into their care. These are the truest heroes of this ruthless

pandemic. They have chosen to #followthescienceand save -

lives—and have refused to be party o the corruption that is

endemic among the world’s health authorities. There are more

brave doctors out there.”

That, Dr. Paul E. Matik, towards the end of the video, states the following

regarding Ivermectin ;

“The statistics for us is, we know this can make a difference
and save lives. And it seems like nobody really cares and wants
to listen to us. We have this massive force that is trying lo
silence us and yet we feel we can’t be silenced. We can’t be,

because you kmow the truth will ultimately prevail "

68. That, the Constitution of India, as per Article 51 A (h), casts a solemn duty

upon me to develop scientific temper, humanism and the spirit of inquiry and
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reform. Therefore, T shall relentlessly pursue and question anything that is
found to be unscientific, biased, arbitrary, flawed and irrational, especially in
these times when several people ate losing their lives, which could have been

saved but for the vicious attempts by a few to suppress vital information.

69. That, you are called upon to:
(1) Provide your and WHO’s response to each and every finding shared
by FLCCC in their Public Statement issued on May 12, 2021
regarding the fallacies in the Living Guideline issued by WHO on
Match 31, 2021 |

(2) Furnish the study papers, tesearch, knowledge resources relied upon
by you, based on which, you have tweeted against the use of
Ivermectin on May 10, 2021.

(3) Explain the rationale for attaching the notification of Merck dated
Feb 4, 2021 instead of the Living Guideline issued by WHO on March
31, 2021, in your tweet on May 10, 2021.

(4) Explain with facts and figures that support your stand that

Ivermectin is not safe.

(5) Strictly refrain from sharing your views on Ivermectin for COVID-
19 till you address points 1, 2, 3 and 4 above,

70. That, your failure to provide any response or a clear response to all of the

points in para 69, shall be deemed as acceptance of all claims and allegations
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71.

against you in this notice and we reserve all the rights to initiate legal action

against you, which will be at your peril.

This notice is issued by reserving our rights to initiate prosecution under
sections 302, 304 (II), 88, 120 (B) and 34 and other provisions of the Indian
Penal Code and under Disaster Management Act, 2005 in the appropriate
Courts of Law having jurisdiction for each death caused due to your act of

commigsion and omission.

Date: 25.05.2021

Place: Mumbai DN‘O* M .

Adyv. Dipali N, Ojha
Head — Legal Cell
Indian Bar Associafion

www.indianbarassociation.in

Copy to,

1
2
3

4.
5
6
7
8

DG

. Hon’ble President of India
. Hon’ble Prime Minister of India

. Hon’ble Governors of all States of India

Hon’ble Minister of Home Affairs

. Hon’ble Minister of Health and Family Welfare
. The Director, Intelligence Bureau

. The Director, CBI

. Hon’ble Chief Ministers of all States of India
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9, The Director General of Indian Council of Medical Research (ICMR)
10.The Director, All India Institute of Medical Sciences, Delhi (AIIMS)
11. The National President, Indian Medical Association

12. The Drugs Coniroller of India

13. The Director, The National Institute of Virology, Pune

14, The Chairman, National Medical Comamission (NMC)

15. South East Asia Office WHO, Delhi, India
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