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ORIGINAL ARTICLE

Cardiovascular Disease, Drug Therapy,
and Mortality in Covid-19

Mandeep R. Mehra, M.D., Sapan S. Desai, M.D., Ph.D.,
SreyRam Kuy, M.D., M.H.S., Timothy D. Henry, M.D., and Amit N. Patel, M.D.

Risk Factor Risk Factor Present  Risk Factor Absent Odds Ratio (95% Cl)
no. of patients who died /total no. (%)
>65 yr of age 147/1474 (10.0) 368/7436 (4.9) [pe—— 1.93 (1.60-2.41)
Female sex 179/3571 (5.0) 336/5339 (6.3) —- 0.79 (0.65-0.95)
Coronary artery disease 103/1010 (10.2) 412/7900 (5.2) s —a— 2.70 (2.08-3.51)
Congestive heart failure 29/189 (15.3) 486/8721 (5.6) o —e— 2.48 (1.62-3.79)
Arrhythmia 35/304 (11.5) 480/8606 (5.6) [ 1.95 (1.33-2.86)
copPD 32/225 (14.2) 48378685 (5.6) —e 2.96 (2.00-4.40)
Current smoker 46/491 (9.4) 469/8419 (5.6) §—e— 1.79 (1.29-2.47)
Receiving ACE inhibitor 16/770 (2.1) 49978140 (6.1) — : 0.33 (0.20-0.54)
Receiving ARB 38/556 (6.3) 477/8354 (5.7) — 1.23 (0.87-1.74)
Receiving statin 36/860 (4.2) 47978050 (6.0) —a : 0.35 (0.24-0.52)
Ofl 1?0 1(;.0
Figure 1. Independent Predictors of In-Hospital Death from Multivariable Logistic-Regression Analysis.
Numbers and percentages of patients with each risk factor who died (risk factor present) and of patients without each risk factor who
died (risk factor absent) are shown. The 95% confidence intervals (Cls) of the odds ratios have not been adjusted for multiple testing
and should not be used to infer definitive effects. ACE denotes angiotensin-converting enzyme, ARB angiotensin-receptor blocker, and
COPD chronic obstructive pulmonary disease.
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Retraction: Cardiovascular Disease, Drug Therapy, and Mortality
in Covid-19. N Engl ] Med. DOI: 10.1056/NEJM0a2007621.

TO THE EDITOR: Because all the authors were not
granted access to the raw data and the raw data
could not be made available to a third-party
auditor, we are unable to validate the primary
data sources underlying our article, “Cardiovas-
cular Disease, Drug Therapy, and Mortality in
Covid-19.”* We therefore request that the article
be retracted. We apologize to the editors and to
readers of the Journal for the difficulties that this
has caused.

Mandeep R. Mehra, M.D.

Brigham and Women'’s Hospital Heart and Vascular Center

Timothy D. Henry, M.D.

Christ Hospital
Cincinnati, OH

Amit N. Patel, M.D.

University of Utah

Salt Lake City, UT

This letter was published on June 4, 2020, at NEJM.org.

1. Mehra MR, Desai SS, Kuy S, Henry TD, Patel AN. Cardiovas-
cular disease, drug therapy, and mortality in Covid-19. N Engl J
Med 2020;382:e102.

DOI: 10.1056/NEJMc2021225
Correspondence Copyright © 2020 Massachusetts Medical Society.

DOI: 10.1056/NEJM0a2007621

HR (95% C1)
Age (per year) 0-994 (0-991-0-997)
BMI (per kg/m?) f 0-985 (0-976-0-994)
Female — 0966 (0-861-1.082)
White Reference
Black —— 0980 (0-822-1168)
Hispanic e 1130 (0-910-1-402)
Asian —e— 0-943 (0-792-1-123)
Coronary artery disease —— 1-830 (1-613-2-076)
Congestive heart failure —— 3-914 (3-283-4-665)
Arthythmia — 4119 (3-525-4-812)
Diabetes ——— 0-848 (0-724-0-993)
Hypertension —et 0-941 (0-831-1-065)
Hyperlipidaemia Ho— 1059 (0-938-1-195)
COPD B 1585 (1-256-2.001)
Current smoker —t 0-950 (0-796-1-133)
Immunosuppressed state —1 0-815 (0-604-1-101)
ACE inhibitor — 1-044 (0-852-1-279)
Statin — - 0-973 (0-797-1-187)
Angiotensin receptor blocker —l 1-043 (0-831-1-307)
Antiviral —-— 1.008 (0-898-1-130)
qSOFA <1 - 1134 (0-984-1-308)
SPO, <94% — 0-849 (0-710-1-016)
Chloroquine alone — 3561 (2.760-4.596)
Hydroxychloroquine alone — 2:369 (1:935-2:90)
Chloroquine and macrolide —.— 4-011 (3-344-4-812)
Hydroxychloroquine and macrolide —s— 5106 (4-357-5-983)
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Decreased risk of ventricular arrhythmia  Increased risk of ventricular arrhythmia
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Retraction—Hydroxychloroquine or chloroquine with or
without a macrolide for treatment of COVID-19:
a multinational registry analysis

After publication of our Lancet Article," several concerns
were raised with respect to the veracity of the data
and analyses conducted by Surgisphere Corporation
and its founder and our co-author, Sapan Desai, in
our publication. We launched an independent third-
party peer review of Surgisphere with the consent of
Sapan Desai to evaluate the origination of the database
elements, to confirm the completeness of the database,
and to replicate the analyses presented in the paper.

Our independent peer reviewers informed us that
Surgisphere would not transfer the full dataset, client
contracts, and the full ISO audit report to their servers
for analysis as such transfer would violate client
agreements and confidentiality requirements. As such,
our reviewers were not able to conduct an independent
and private peer review and therefore notified us of their
withdrawal from the peer-review process.

We always aspire to perform our research in accordance
with the highest ethical and professional guidelines. We
can never forget the responsibility we have as researchers
to scrupulously ensure that we rely on data sources that
adhere to our high standards. Based on this development,
we can no longer vouch for the veracity of the primary
data sources. Due to this unfortunate development, the
authors request that the paper be retracted.

We all entered this collaboration to contribute
in good faith and at a time of great need during
the COVID-19 pandemic. We deeply apologise to
you, the editors, and the journal readership for any
embarrassment or inconvenience that this may have
caused.

MRM reports personal fees from Abbott, Medtronic, Janssen, Roivant,

Triple Gene, Mesoblast, Baim Institute for Clinical Research, Portola, Bayer,
NupulseCV, FineHeart, and Leviticus. FR has been paid for time spent as a
committee member for clinical trials, advisory boards, other forms of
consulting, and lectures or presentations; these payments were made directly
to the University of Zurich and no personal payments were received in relation
to these trials or other activities since 2018. Before 2018 FR reports grants and
personal fees from SJM/Abbott, grants and personal fees from Servier, personal
fees from Zoll, personal fees from Astra Zeneca, personal fees from Sanofi,
grants and personal fees from Novartis, personal fees from Amgen, personal
fees from BMS, personal fees from Pfizer, personal fees from Fresenius,
personal fees from Vifor, personal fees from Roche, grants and personal fees
from Bayer, personal fees from Cardiorentis, personal fees from Boehringer
Ingelheim, other from Heartware, and grants from Mars. ANP declares no
competing interests.

*Mandeep R Mehra, Frank Ruschitzka, Amit N Patel
mmehra@bwh.harvard.edu

Brigham and Women’s Hospital Heart and Vascular Center and Harvard Medical
School, Boston, MA 02115, USA (MRM); University Heart Center, University
Hospital Zurich, Zurich, Switzerland (FR); Department of Biomedical
Engineering, University of Utah, Salt Lake City, UT, USA (ANP); and HCA
Research Institute, Nashville, TN, USA (ANP)

1 Mehra MR, Desai SS, Ruschitzka F, Patel AN. Hydroxychloroquine or
chloroquine with or without a macrolide for treatment of COVID-19:
a multinational registry analysis. Lancet 2020; published online May 22.
https://doi.org/10.1016/50140-6736(20)31180-6.

DOl:https://doi.org/10.1016/S0140-6736(20)31324-6



2R DiEN Hretractionlc’s - Iz [FRE

. INS2DDBIXUIVWIT N E T —I X T+ 7 (Surgisphere) &WS
HEDLIIEEDT —IPHREDT—FICLDHDTH I

- CORUDHERFRDSENBRZEDLIANIDNSDT—FZAWN
MEEDZETH D, EFIRD S RIBIEBZEROEEN W & fE
BINEFSINICE ERBEDORABIN TN &, HIEDFHTEDHELD HZ
DEICH DT DDRETDRRTCEBD AN L, BEDRDIEREN TV

- INSZPESMNMCITBHICT—FYDRERZROSNIcEZ B, =TI X
T4 7 RABEBAE. B, BWhEDT —FHBEELNDOcH. T—FH
BEFTERW, cEELTED., T—YRREZES LI DS, BRI
SERETH D EWVWD ZETHRXREEICES T

cBOSRRLTADE, ZOOF VY ROFY 7007 v 2&RE5ESI NI
BEHORTRINE T D0 EDMDWIEREIZEIEEED. 25U XIy
— I v —FILDEREZEE > THDZDIFEL L

Usefulness of Ivermectin in COVID-19 Iliness
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Figure 1. Mortality for all patients and mechanically ventilated patients comparing ivermectin to no
ivermectin.
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The FDA-approved drug ivermectin inhibits the replication of SARS-CoV-2in = R
vitro Ursaies,
Leon Caly?, Julian D. Druce®, Mike G. Catton®, David A. Jans’, Kylie M. Wagstaff™*

2 Victorian Infectious Diseases Reference Laboratory, Royal Melbourne Hospital, At the Peter Doherty Institute for Infection and Immunity, Victoria, 3000, Australia
® Biomedicine Discovery Institute, Monash University, Clayton, Vic, 3800, Australia

ABSTRACT

Although several clinical trials are now underway to test possible therapies, the worldwide response to the COVID-19 outbreak has been largely limited to mon-
itoring/containment. We report here that Ivermectin, an FDA-approved anti-parasitic previously shown to have broad-spectrum anti-viral activity in vitro, is an
inhibitor of the causative virus (SARS-CoV-2), with a single addition to Vero-hSLAM cells 2 h post infection with SARS-CoV-2 able to effect ~5000-fold reduction in
viral RNA at 48 h. Ivermectin therefore warrants further investigation for possible benefits in humans.

https://doi.org/10.1016/j.antiviral.2020.104787
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Retraction: Samaha et al. Effects of a Single Dose of Ivermectin
on Viral and Clinical Outcomes in Asymptomatic SARS-CoV-2
Infected Subjects: A Pilot Clinical Trial in Lebanon. Viruses

2021, 13, 989
Ali A. Samaha /2*%, Hussein Mouawia ¥, Mirna Fawaz 2, Hamad Hassan /%, Ali Salami (), Ali Al Bazzal !,
Hamid Bou Saab 7, Mohamed Al-Wakeel 8, Ahmad Alsaabi ?, {5, Mot d Ct 1, Mahmoud Al M i
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Figure 1 Estimated number of outpatient ivermectin prescriptions dispensed from retail pharmacies — US, March 16, 2019-April 2, 2021. Data
are from the IQVIA National Prescription Audit Weekly (NPA Weekly) database. NPA Weekly collects data from a sample of approximately
48,900 US retail pharmacies, representing 92% of all retail prescription activity. National estimates of weekly ivermectin prescriptions
dispensed indicated by blue bars and bracket indicates the pre-pandemic period from March 16, 2019 to March 13, 2020. Ivermectin dispensed
by mail order and long-term care pharmacies, prescriptions by veterinarians, and non-oral formulations were not included.

Journal of General Internal Medicine volume 36, pages2909-2911 (2021)
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https://news.yahoo.co.jp/byline/haradatakayuki/20220105-00274629

https://news.yahoo.co.jp/byline/haradatakayuki/20220105-00274629
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