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“Hydroxychloroquine and azithromycin, taken together,
have a real chance to be one of the biggest

game changers in the history of medicine.”

Former President Donald Trump,

Mar 19, 2020

“The nail has virtually been put in the coffin
of hydroxychloroquine.?

Dr. William Schaffner,

Vanderbilt University,

May 11, 2020

ABSTRACT

The COVID-19 pandemic response provoked intense
conflict between direct-care physicians and corporate
medical, pharmaceutical, political, and media leadership over
the freedom to enquire into and apply the best available
treatments. The best example involved off-label use of drugs
like hydroxychloroquine (HCQ) and ivermectin (IVM). Instead of
considering the totality of evidence for and against any therapy,
a corpus of favorable evidence for early-use effectiveness of
these drugs was buried, under the guise of “Follow the Science.
This early-use evidence, which is currently hidden in plain sight,
must be resurrected.

Background

Famous descriptors in the history of COVID-19 include:
“Flatten the Curve,”Operation Warp Speed,”and the benumbing
mantra, “Follow the Science!” However, in the summer of 2020,
for those of us tasked with making recommendations to direct
caregivers of COVID-19 patients, no headline deepened our
dilemma more than Dr. Anthony Fauci’s declaration on July
31,2020, in testimony before the House Select Subcommittee
on the Coronavirus Pandemic, that evidence for the benefit of
hydroxychloroquine (HCQ) in treating COVID-19 was “flawed.”
With that one word, he dismissed a large observational
study from Detroit, which demonstrated the benefit of HCQ
in hospitalized patients,* and simultaneously upended the
standard for actionable medical evidence, which exists “Beyond
Randomized Controlled Trials.”

“Flawed” set the stage to arbitrarily omit favorable evidence,
and “follow the science” became follow the leader. Actionable
evidence shrank to a non-scientific binary: randomized clinical
trial (RCT) only—others need not apply.

HCQ had been buried early on by many declared experts,
one confidently asserting that “the nail has virtually been
put in the coffin of hydroxychloroquine!” This presaged the
official reversal of a preliminary emergency use authorization
(EUA] support from the Food and Drug Administration (FDA)
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one month later. Precipitous declarations of evidence or lack
thereof—a sitting president all but declaring HCQ a miracle
drug,’ followed by a leading expert in infectious diseases
all but declaring HCQ as dead,? brought internal conflict and
undermined public trust.

The FDA had issued an EUA for HCQ on Mar 28, 2020, based
on its powerful in-vitro and in-vivo antiviral activity, substantial
immunomodulatory properties, proposed five-day dosing
regimen, extensive familiarity worldwide , extraordinary safety
profile, and favorable early-use effectiveness.® Direct-care
physicians responded with off-label use, which is both legal
and common, encompassing 20 to 30 percent of prescriptions
in the U.S.

But HCQ suddenly became ignominious, and “off label”
became “off limits” Swarming behavior took hold, and
pallbearers were appointed. The HCQ-for-COVID-19 funeral
procession made its way to the evidence graveyard, and early-
use evidence was “buried.”

Why This Campaign against Repurposed Drugs?

Were there no flaws in Dr Fauci’s categorical statement? He
indicted HCQ evidence because it was not based on the RCT.
But according to Dr. Thomas Frieden, former Director of the
Centers for Disease Control and Prevention (CDC), “RCTs have
substantial limitations”® And the inconvenient truth holds
that early-use studies looking at HCQ have included dozens
of RCTs. Therefore, fairness and disclosure demand serious
reconsideration of all RCTs in this matter—all of which have
substantial limitations.® In fact, all evidence is inherently flawed.

Was there not even a “scintilla of evidence” regarding HCQ?
This is the common-law principle of the minutest relevant
evidence, which may require a decision by a jury. On the very
day of Dr. William Schaffner’s death-knell pronouncement on
HCQ, Dr. Harvey Risch of Yale submitted far more than a scintilla
of evidence for early use for publication. This could have been
“ramped up immediately,”® but the damage had already been
done.

Was there no memory that a possible HCQ shortage was
being proffered as a very early reason not to use off-label
prescribing? But by April 2020 there was optimism, given a
large manufacturing base internationally and the abundance
of raw materials, that global demand for HCQ could be met.2

Was there no apprehension over currently backed anti-virals
for early use losing their effectiveness® or driving mutational
resistance?®

Was there no nuance based on the pathophysiology of
disease and the timing of treatment decisions—in this case the
fact that COVID-19 is a biphasic illness characterized by an early
viral/outpatient phase followed by the later immune/hospital
phase?"
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Was there no obligation to debate that the logical fallacy
of conflation has been committed on a massive scale? The
obsession over HCQ use being less effective in hospitalized
patients was misleadingly conflated with favorable evidence for
early use to make the drug appear to be ineffective in all settings.

Was there no hypocrisy over the safety record of HCQ in a six-
decade-long clinical experience with outpatient administration
for malaria, lupus, and rheumatoid arthritis, without routine
screening electrocardiograms?' Or over why off-label was
“permitted” for steroids in hospitalized COVID patients before
any RCT, or over why physicians who treat patients with
long COVID are turning to off-label use of drugs for diabetes,
addiction, and autonomic dysfunction?'® These inconsistencies
and double standards expose the FDA's hypocrisy with regard to
HCQ and IVM.

Was there not disregard for the logical fallacy of circular
reasoning? This holds that “A is true, because B is true “ and
that “B is true because A is true!” In the case of HCQ use,
“misinformation” is “non-evidence based” and “non-evidence
based” is “misinformation.** But the only misinformation lies in
the definition of misinformation, resting on the logical fallacy
of conflation, where any use of HCQ is branded misinformation
without giving its due to early-use/outpatient evidence. This is
fallacy begetting fallacy.

Was there no curiosity as to why five-day outpatient
treatment courses of Paxlovid™ and Legevrio™, which received
EUAs in December 2021, were selected? This is strangely similar
to an optimized dosing design of the five-day formulations of
HCQ." It is reasonable to conclude that HCQ science provided
the scientific premise for optimal treatment to occur in the viral
phase.

To date, Paxlovid has not demonstrated effectiveness in
hospitalized COVID patients.'® This in contrast to the “flawed"?
Detroit study of hospitalized COVID patients, which found that:
“In the multivariable Cox regression model of mortality using the
group receiving neither hydroxychloroquine or azithromycin
as the reference, treatment with hydroxychloroquine alone
decreased the mortality hazard ratio by 66% (p<0.001), and
hydroxychloroquine + azithromycin decreased the mortality
hazard ratio by 71% (p<0.001)."*

There is in fact a corpus of knowledge about the use of HCQ,
IVM, and other off-label drugs, for example, at c19hcg.org,"”
c19lVM.org™® and earlycovidcare.org.” Groups of scientists
have relentlessly catalogued and updated results of every
study (including both early and late treatment use) on HCQ and
other orphaned medications such as IVM, since February 2020.
Hundreds of thousands of COVID-19 patients have been studied
by thousands of researchers in dozens of countries, leading
to official endorsement of these repurposed medications as
legitimate treatment options in many locations world-wide.

If studies catalogued on these sites are not credible science,
then what are they? Pseudoscience? Bad science? Politicized
science? Rather, these sites are like compelling exhibits in an
evidentiary hearing, but instead of being subjected to scrutiny,
they are being hidden in plain sight.

The IVM controversy, previously highlighted in this journal,?®
has come into view as a legal matter. Most recently, the U.S.
Court of Appeals for the Fifth Circuit ruled on the side of three
physicians, by reinstating their right to sue the FDA over the
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agency's campaign of warning patients not to take the drug.
The FDA had condescendingly told the public on X (Twitter) that
they are not animals: “You are not a horse.?'%

The court, in response, ruled:“The FDA is not a physician.'22

Those who dismiss the websites c19hcq.org and c19ivm.org
have stated that the scientists who compile themareanonymous.
But corporate leadership within too many medical societies,
healthcare systems, guideline organizations, pharmaceutical
bodies, governmental entities and national media outlets have
refused to seriously consider hundreds of studies, including
multiple RCTs, the authors of which are known, or the meta-
analyses provided. Feedback is invited on these sites. Those who
argue that content cannot be judged on its merits because of
anonymous authorship need to re-read the history of Common
Sense by Thomas Paine.

But then this is not about science. If it were, there would
be no fear to debate this corpus of knowledge out in the open,
using the scientific method.

Why This Matters: the Threat to Science

The controversy over COVID-19 treatment shows the threat
to the scientific method from a new orthodoxy: Medicine as
political purpose.**

In the pre-pandemic era most physicians would not have
dreamt that political purpose could become a major potential
bias influencing scientific discovery or backing a COVID-19
therapeutic horse on anything other than the deep tradition
of the scientific method. To wit, in the summer of 2020, |
attempted to do what | had always done over four decades as
an infectious disease consultant: direct my colleagues to the
totality of evidence for and against any therapy (such as those
contained in these online summaries) and support them in
consultation with their patients to make therapeutic decisions.
But something strange began to emerge that summer, when
determinative debate was scuttled, where the physician as
expert was undermined, and where the physician as authority
was usurped.

The standard for medicine must be restored to the apolitical
rules of the racetrack but the question remains as to whether
and why these rules were abandoned with respect to HCQ and
IVM in 2020.

In the courtroom of the scientific method, a merger of
inductive and deductive thinking is precedent; questioning,
argumentation and minority dissent is welcomed; skepticism
of one’s own position is robust; and premature judgment is
suspended. In that courtroom the burden of proof needs to rest
on medical corporatists, as the prosecution, to prove to the jury
of practicing physicians that the HCQ/IVM corpus of knowledge
for early use is guilty of being unfavorable to the patient and can
therefore be summarily dismissed. Ifitis favorable, thenthereisa
duty to disclose this exculpatory evidence, followed by the duty
to explain why early in an international emergency—without
either vaccines or consensus-based outpatient therapies—that
broad off-label authority became selectively off limits.

Evidentiary justice demands a full hearing. The great
hypocrisy against early-use HCQ/IVM will put the nail in the
coffin of trust. “Off-label” prescribing authority is on shaky
ground overall for the next pandemic, if early-use HCQ evidence
(hidden in plain sight) is allowed to die in the present one.

Journal of American Physicians and Surgeons Volume 29 Number 1 Spring 2024



Wendell W. Hoffman, M.D., is a specialist in infectious diseases and a fellow of 13. Ready T. Off-label meds: promising long COVID treatments? Medscape, Jul

the Infectious Disease Society of America (IDSA). Contact: aaps@aapsonline.org. 24, 2023. Available at: https://www.medscape.com/viewarticle/994728.
Accessed Oct 10, 2023.
REFERENCES 14. Perlis RH, Trujillo KL, Green J, et al. Misinformation, trust, and use of
1. Trump D. Twitter posting @realDonaldTrump; Mar 19, 2020. ivermectin and hydroxychloroquine for COVID-19. JAMA Health Forum
2. Cohen E. Yet another study shows hydroxychloroquine doesn't work 2023:4(9):e233257. doi:10.1001/jamahealthforum.2023.3257.
against Covid-19. CNN Health; May 11, 2020. Available at: https:// 15. Yao X, Ye F, Zhang M, et al. In vitro antiviral activity and projection of
www.chn.com/2020/05/11/health/hydroxychloroquine-doesnt-work optimized dosing design of hydroxychloroquine for the treatment of
coronavirus/index.html. Accessed Oct 10, 2023. severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2). Clin Infect
3. Fauci A. Testimony. U.S. House Select Subcommittee on the Coronavirus Dis 2020:71(15):732-739. doi: 10.1093/cid/ciaa237.
Crisis; Jul 31, 2020. 16. Liu J, Pan X, Zhang S, et al. Efficacy and safety of Paxlovid in severe adult
4. Arshads,Kilgore P, Chaudhry ZS, etal. Treatment with hydroxychloroquine, patients with SARS-Cov-2 infection: a multicenter randomized controlled
azithromycin, and combination in patients hospitalized with COVID-19. study. Lancet 2023:33:1-11.
Int J Infect Dis 2020;97:396-403. 17. HCQ for COVID-19: real-time analysis of all 554 studies; 2023. Available at:
5. Frieden T. Evidence for health decision making—beyond randomized, https://c19hcg.org/meta.html. Accessed Oct 10, 2023.
controlled trials. N Engl J Med 2017;377:465-475. 18. Ivermectin for COVID-19: real-time meta-analysis of 99 studies; 2023.
6. Risch H. Early outpatient treatment of symptomatic, high-risk COVID-19 Available at https://c19ivm.org/ivm-meta.pdf. Accessed Oct 10, 2023.
patients that should be ramped up immediately as key to the pandemic 19. Early COVID Care Experts. Review the evidence. Available at: https://
crisis. Am J Epidemiol 2020;189(11):1218-1226. earlycovidcare.org/review-the-evidence. Accessed Oct 10, 2023.
7. Hoffman WW. Buried on page 16. SD Medicine 2022;75(11):485-486. 20. Schlafly A. Opposing the war on ivermectin and supporting medical
8. Zhang TY, Zhong B. Meeting the potential emergency global drug freedom. J Am Phys Surg 2023;28:61-64.
supply challenge of hydroxychloroquine for COVID-19. Med Drug Discov 21. Apter et al. v. Department of Health and Human Services et al. U.S. Court
2020;100036. doi: 10.1016/j.medidd.2020.100036. of Appeals for the Fifth Circuit. No. 22-40802. Available at: https://www.
9. Lin DY, Abi Fadel F, Huang S, et al. Nirmatrelvir or molnupiravir use ca5.uscourts.gov/opinions/pub/22/22-40802-CV0.pdf. Accessed Feb 11,
and severe outcomes from omicron infections. JAMA Netw Open 2024.
2023:6(9):€2335077. doi: 10.1001/jamanetworkopen.2023.35077. 22. Langford C. Fifth Circuit sides with ivermectin-prescribing doctors in their
10. Sanderson T, Hisner R, Donovan-Banfield I, et al. A molnupiravir- quarrel with the FDA. Courthouse News Service; Sep 21, 2023. Available
associated mutational signature in global SARS-CoV-2 genomes. Nature at: https://www.courthousenews.com/fifth-circuit-sides-with-ivermectin-
2023;623:594-600. Available at: https://doi.org/10.1038/s41586-023- prescribing-doctors-in-their-quarrel-with-the-fda. Accessed Oct 10, 2023.
06649-6. Accessed Feb 11, 2024. 23. Umanah U. FDA's ‘Not a Horse’ Covid-19 Twitter posts are agency actions.
11. Muge C, Krutika K, Kindrachuk J, et al. Virology, transmission, and Bloomberg Law; Sep 5, 2023. Available at: https://news.bloomberglaw.
pathogenesis of SARS-CoV-2. BMJ 2020:371:m3862. com/us-law-week/fdas-not-a-horse-covid-19-twitter-posts-are-agency-
12. Brown R. Hydroxychloroquine and‘off-label’ utilization in the treatment of actions. Accessed Oct 10, 2023.
oral conditions. Oral Surg Oral Med Oral Pathol Oral Radiol 2020:129(6):643- 24. Hoffman WW. The patient as precedent—stare decisis and the collapse of
644. doi: 10.1016/j.0000.2020.03.047. the scientific method. SD Medicine 2023;76(7):323-329.

\"
v\' Protecting the freedom to 64/}

practice medicine since 1943

Association of American Physicians and Surgeons

aapsonline.or,
M1 pro AEGRO™

Journal of American Physicians and Surgeons Volume 29 Number 1 Spring 2024 27



