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6.{ Data Analysis

Statistical considerations
We follaw Gautret et al. {20?0} in using, as a primary endpoint, absence of viral evidence of disease
six days folloring start of teatrnenl. ln that study {Table 3}, there were 14 patients feated witfr
hydroxychloroquine alone, and 8114 (57.1 percent) of Srem were virus-fiee at 6 day*. There were six
patients Seated with bcth hydroxydrloroquine plur aai&rorny*in, and all six {100%}were virus-tree at
6 days. ln a lhird group cf patienk wi*r no hydroxychforoquine, *rere were 1 G patients, of whorn 2
{12.5 percent} were virus-*ee at 6 days.

We propose a three-arrn trial as follows: Arm 1 (HCQ + AZ), Arm 2 (HCQ alone), and Arm 3 (delayed
HCQ), with patienb randornized 2:2:1. Ann 1 will be compared to Arm 2, and *rm Z to Ann 3. A toial
of 160 patients will be accrued, with 60 patients in Armr 1 and ! and 30 patients in Arm 3. The
additional 10 patients accrued are to acsunt br potential drop out of subjects. An interim analysis
forfulilitywill be canied out et the 50% target accrual point, which is after 75 patients have been
enrolled. Randomization will be stratlfred on {A) ingatient vs out-patient, and {B) severe vs not
s€verB, as defined in $ection 1,3 to ensure that these factor* are balanced arnong all three anns.

l{ce + AZversus HCe alone
The primary outcome is a comparison of fum 1 to Arm 2, with Sre aim of determining if the addition of
AZ to HCQ is effective. The primary endpoint is the propofiion of patients that are virus-free at 6 days-
We assume that tha proportion of patients in the hydroxychloroquine arm who are virus-fiee at 6 days
is 0.571, and that the trial is stopped frr &rtilig at the 50% accrual point if the conditianal power at *rat
time is belcw 0.15. The following table shows the power of detecting an improvement in the outcorne
for a range of proporlions vlrus-tee in the combination arm.

For example, with 60 patienis per annr we could detect, with 80 percent power, an increase in the
puportion of virus-fiee patien6 from 57,1 percent in the hydroxychloroquine arm to 80.5 perc*nt in
the combinalion arm. The loss of power associated with using futilig stopping ls only 0.19 percent.

The two-sided Type I enor probability associated wifr this test is 0.05. We will use an unwnected
chi-squared statistic to evaluate this null hypothesis.

HCfi versus placebo and delayed FIGQ
A second, independent goal of the shrdy is to ensure that, in fact, hydroxychloroquine is efiectivE in
reducing viral load" Thus, we plan a &ird, sontrolarm, in which patients will receive a placebo for six
days, at whlch time they will switsh to receiving HCQ. We ptan to compare Arms 2 and 3, with lhe

Proportion virus-fee
(HCQ only)

Proportion virus-
tee HCO plus

Proportion
differense

Power no
futility

stopping

Loss of power with
futility stopping

(simulation)
0.571 0.805 0.234 0.800 0.0019
CI.571 0,820 0.249 0.851 0.0016
4.571 0.820 0.349 0.882 0.0013



having 30 patients and the HCQ arm having 60 patients, as above. Based on the
Gautret et al" study [9J, we assume the ba*eline proportion of patients who are virus-free at six days
is 0.125. The following table shows the detectable difference with a varlety of baseline rates:

Thus, for a range of plauslble virus.tree rates for the HCQ arm, the detectable rate fur the HBQ arm is
well wi*rin the range reported by Gautret et al {91" The futili$ analysis has a negligible effec't on
power.

Futility rtopping rule
This clinicaltialwill use a non-binding futility $topping rule based on conditional power [301" Atthe
509& accrual point (75 patients), an inEriln analysis will be canied out and the conditional power of
the prirnary Fnn I vs Arm 2) and secondary (,qrm 2 vs Arm 3I calculated. A dala msnitodr{l
committee will review *re analy*is tn dete*xlne lf accrual to any of the arms should be sbpped for
tutility.

Other analyses
A key secondary endpoinl will be the number of days ftom initiation of therapy to VNO {virtually no
disease). This can he displayed graphically using Kaplan-Meier survivalcurves, and fonnally
assessed usilg a log,'rank test. Other semndary endpoints that can be a$essed in this way are {1}
Time in daye to being afebrile for 48 hours, (2) time in days to resolution of symptoms {as assessed
by a symptom questionnalre), (3) time in days to discharge (if hospitalized), {4} time to recovery {able
to retrm lio work or school), and (5) time to deatr from COUD-19. Other measureE that will be
a*sessed via deseriptive statistice are agent ioxicity, adverse evenE, and improverfient over tirne in
vitalsigns.

The effects of additional clinical variables on the pnmary outcome and other binary outcomes will be
assessed via logistic regression. The efieets of tfrese variables on survival endpoints will be assessed
via the Cox proportionalhaeards model. Numbers of patient death* due to COVID-19 in the thrae
arms will be compared using tests cf proportions, and via log-rank test comparison of Kaplan-Meier
survivalcurves.

Porvgr calculation methods
Porer calculations were canied out using the PS sample rize program [21]. Conditional power at the
interim analysiswas computed using *re method described in Jitlal et al" [20]. Estimates of loss of
power due to fte use of a non-binding conditional po,ver futility boundarywere computed via a
simulatbn of 10,000 replications of a clinieal trialwith the null and altemative hypotheses as specffied
in the above power tables. For *re simulated p{rwer calculations lve assurne an int€rim analysis at tie
50% accrual time, and stopping if the probabili$ of a statistically significant result (two-sided p-value
< 0.05) is below 15%, based sn a conditional power calculation [20]"

6.2 Data Seeurity

Proportion virus-fee
Control(delayed HCQ)

Proportion virus-
ftee l'lCQ

Proporlion
differenee

Power no
futility

stoooino

Loss of power with
futility stopping

(simulation)

0.r25 0.401 0.276 0.800 0.0005
0.125 0.420 0.24S 0.848 0.0003
0.125 0.430 0.349 0.870 0.0005



Oata will be entered into eleckonic case report forms {eCRFs} through Ongore6 which ie the Cancer
lnstihrte's clinicalkials.management systern. Thesa *CRFs aie used-to record subjecf data generated
by subject events: t!,pically labs, study medica$on adminlssatiqn or procedures of the piotcioi. eacfi
user acce$ses the soflr,vare using-his/her Rutgers Net lD and password. users are given e#ss orpermission to various areas of onCore& based an their rol* withln the Cancer lnsttutefl.e., d;ta &q/,
reUglalcry, stu{ coordination}. Audit trails are built into lhe sofruare to track when data entry wjd
started' when the fonn was declared complete, when the form was rnonitoredlqueried, amende6, and
then finalized. On6ore& also funclions as an honest broker and has the cababilry to providi de-
identifted datia reports to the prineipal investigator or designee for analysis.

6.3 Oata and Safety ltlonitoring

A. Datrl$afety Monitoring ptan
The Frincipal lnvestigator will be responsible icr manitaring the data, assuring protocol compliance,
and conducting *re safety reviews at the specified frequency, whieh must be conducted al a
minimum of onee a month {including when re-approval of Sre protoml is sought}. The Ruegr
Caneer lnstitute of New Jersey's Human Researeh Oversight Committee (HROC) will be the DSMB
of record. During the review process, the principal invest(ators (serving as monibrlwill evaluate
whether the study should continue unchanged, require modification/amendmenl, or close to
enrollment. Eifter principal investigator, IRB or eilher Data or Safeg Monitoring Committee have
the authority to stop or suspend the study or require modifications at each instiMion. The pls will
be responsible for sharing this informalion in a timely fashion and mordinating appropriate parallel
actions at the other in*titution.

An auditwillbe conducted following enrollmentof the firsttwo {2) orthree (3} patienis. Subsequent
audits will occur dependent on the rate of enrollment by each participating site. More freguent
audits of patient data and study conduct will occur if necessary. Prior audit findings and/or
situations that may arise during the study will determine the need for more frequent auditing" All
audit findings will be discussed with the principal investigator and report the HROC and the Rutgers
Universig lRB.

B. Satal$afety Monitoring Baard Details

6.4 Reporting Results

A. lndividual Subiects' Results



Hffil"dividual patient as$essments will be shared wtth the individual patient as these are
-- -,r ^t --. .r:-- ^^-^ Ja*lallr

;fi:?ir:J ;[ffiffilI;io anc i*pa"t me.oicat *uti. tr"r" resuhs are part oi routine care (sarery

Lbs, routine radiology procedures, and physical examinations)'

B. Aggregate Results
nI[red'ate research results will not he shared with the study participants.

C. Professional

S.5 Secondary Use of the Data
N/A

D. ClinicalTrial" Rsgistiition, Results Reporting and Consent Posting
Cii*"iffriafr.Ccv Registration and Data Reporting: Under the terms"of the Food and Drug

lUminis*aUon fufoOernBition Act (FDAMA)'and ttie Food and DrugAdrniniskation Amendmenk
A;i iFuRli,-trre Sponsor ;t th; triil is soteiy responslble ftr qqleJmiryng y[ethelthe trial and its

i"",]tr "i.iubjeci 
to the requirements for iubmission to the clinical Trials Data Bank,

i,ttpii*r*."flni,*ft i"f*.gor.'information posted will allow subjects to identi$, potentially 
.

;iffiiseaseconditionsandpursueparticipationbycalling'acentral,contiact
nllnulr, tor turther intormaiion on appropriate trial"locations and trial site contact infonnation'

This is a research study which prospectively assigns hurnan farticipants to health relatad

interventions. The stug *iii U* r.E*t red on cfinLaftr:ials.gov per FDA Regulations wiihin ?1

Uiyu'of .ntollment of the first participant and updated at laast every 6 rnonth'

;i,,i iiiiii,'ui l:+,s\ int,,rr1iffi|l|i:

TT''ffi'ffi]gi{ffi'frffiio wc, rans HJ, Hsueii R."3ieviiie acute &rraio.y- av"1t3Tl coionivirus 2

BnnS-CoV-e1 anA oronavinfi disease-2019 (COVID-19]: Tha epidemic,lE !h9 -challenges. 
lnt J

A,ntimicrob Agents. n020 Feb 17:105924. Uoi: iO"tOtg/j"ijantimicag.2020.105924. [Epub ahead of
printl.

8.0 ApprovalslAuthorizations
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Appendix B
a known or risk of QT

Drug class Knonrn risk Possible risk
ADHD Atornoxetine
Alpha-blocker Atfuzosin
Analgesic Hydrocodone-ER

Tramadol
Anesthetic, general Propofol

Sevoflurane

Anti-androgen Degarelix
Leuprolide

Antianginal Eepridil
AnUanhythmic Amiodarone

Disopyramide
Dofetilide
Dronedarone
Flecainide
lbutilide
Procainamide
Quinidine
Sotalol

Antibiotic A,zithromycin
Clarithromycin
Erythromycin
Ciprofloxacin
Levofloxacin
Moxifloxacin

Bedaquiline
Gemifloxacin
Norfloxacin
Ofloxacin
Telavancin
Telithrornycin
Lefamulin

Anticancer Arsenic trioxide
Vandetanib
Cesium Chloride

Encorafenih
Toremifene
Dpirubicin
Fluorouracil (5-fU)
Oxaliplatin
lnotuaumab ozogamicin
Sasde$b
Midostaurin
Ribocictrib
Tarnoxifen
Eribulin m*sylate
Lepatinib
Osirnertinib
Capecitabine
Sunitinib
Bosulinih
Dasatinih
Nilotinib
Bendamustine



Drug class Known risk Possible risk
$orafenib
Ceritinib
Entreetinib
Necitumumab
Cobimetinib
Dabrafenib
Vemurafenib
TipiracillTrifiuildine
Crizotinib
Caborantinib
Faaopanib
Lenvatinib
Vorinostat
Tazemetosbt
Romidepsin
Vorinostat
Fanobinostat
lvosidenib
Apalutamide
Bortezomib

Anticoagulant Betrixaban

Anticonvulsant Eaogabine
Felbamate

Antidepressant, SNRI Venlafaxine

Antidepressant, $SRl Citalopram
Escitalopram

Clomipramine
l-ilhium

,Antidepressant, Tetracyclic Meprotiline
Mirtazapine
Desipramine
lmipramine
Nortriptyline
Trimipramine

,Antiemetic Ondansetron
Droperidol
Chlorpromazine

Dolasetron
Granisteron
Palonosetron
Promethaeine

Antitungal Flueonazole
Pentamidine

Antihypertensive lsradipine
Moexiprillhydroshlorothiazide
Nicardipine

Anlimalarial Chloroquine
Hydroxycholcrquine

Artenimoypiperaquine
Artemetherllum efantri ne

Antimanic Lithiurn



Drug cla*s Knourn risk Possible risk
Antineoplastic Giltertinib
Antipsyehotics Droperidol

Chlonpromazine
Haloperidol
Pimoaide
Thioridazine

Perphenazine
Promethaeine
Pimavanserin
Asenapine
Cloeapine
lloperidone
Lumateperone
Paliperidone
Lurasidone
Aripiprazole

Antisense oligonucleotide Nusinersen
Anlitubercular Pretornanid
Antiviral Efayirenz

Lopinavi#Ritonavir
Rilpivirine
Saquinavir

Antispasmodic Mirabegron
Cholinesterase inhibitor Donepezil
Dopamine aEonist Apomorphine
Estrogen agonisUantagonist Toremifene
Glucosylceramide synthase inhibitor Eliglustat
Gonadotropin receptor
agonisUantagonist

Leuprolide

Gonadofopin-releasing hormone
agonistlantagonist

Degarelix

Histamine H2 receptor antagonist Famotidine
Histamine 3 antagonisUinverse Pitol isant (Tiprolisant)
lmmunosuppressant Tacrolimus
lrnaging mntrast agent Perfl utren lipid microspheres
lllieit druEs Cocaine
Muscle relaxants Tieanidine

Tolterodine
N MDA receptor antagonist Memantine
CNS $timulant Atomoxetine
Oxytocic Oxytoein
Opiates Methadone Buprenorphine
Phosphodiesterase 3 inhibitors Anagrelide

Cilostazol



Drug class Known risk Possible risk
Fhosphodiesterase 5 inhibitors Vardenafil
Progesterone antagonist Mifepristone
Sedative Dexmedetomidine
Somatostatin analog Pasireotide
Sphingosine phosphate recepior
modulator

Fingolimod

tJnknovyn Dextromethorphan/Qui nidine
Vasodilator, Coronary Papaverine HCL

(lntracoronary)

Vesicular monamine tansporter 3
inhibitor

Deutetrabenazine

Vesicular monamine tansporter 2
inhibitor

Valbenazine

Vesicular monamine fansportrar 2
inhibitor

Telrabenazine



Appendix C

CINJ 002011 COVID-l9 Baseline Questionnaire
Your Madlcal Hlrtory

Are you complating thir Bassline Questiannaira online or in person at E
a study site? tl

indicata

EI
n
nn
tr
n
tr
n
fI
n
n
tr
n

Medicine I
Medicine 2

Medicine 3

Medicine 4

Medicine 5

Medicine 6

MedicinE 7

if you heva been diagnosed with ortrsetBd forone or mors of the following conditions:

Fitbeter mallitus

High blood prsseure or hypertansion

Asthma

Chronic bronchitis, amphysema. or chronic obstructiva pulmonary disaese {COPB}
Anot*rer chronic lung disease (spacifu ):
coronary artery disease, peripharal artery disease, angina, or heart attack (myocardial
infrrction)
Cnngestive heart failurp

Itrska or transiant i*clrsmic atttck {TlA}

Akialfibrillation
Cancer oth*thsn non-melanoms skin cancsr

Chronir *idney disease {fl(D}
Crohn's di**asa, ulcerativa colitir, nr infitmmatory bowel diseasa {lBD}
Rhaumatoid arthritis {RA}, psoriasis, systemic lupus, multiple sclerosis, or anothar disordEr
farurhich yuu tak* medicina to lower your imrnune syetem {immunorupprsssent}

Flsase write the nartes of alltha msdicinss you have taken in ths last wea( including ouar-the-counter medicines,
supplements, probiotics:

Online

ln person at rtudy sita

Medicine I
Medicine I
Medicine 10

Msdicine 11

Medicinp 12

Medicine 13

MedicinB 14

List any other medicines you take here, separated by commas.

Pags 6 of48



Doyou avertrka r probiotic? tr 0, Never

n !., Occaoionally, such as whan I take entibioticr ur have disrrtree

n 2, Ysr, ragulerly
Hava you ever received pnaum$coccal vsccin* {Provnar-13 or Fneumovax-23}? n

u
n

ln the last week, have you had a new fever > 100" F?

ln the last week, have you had a new cough? n o,Nc

n l,Yas
ln the last week, have you felt new shErtness of breath or had new difficulty breathing?

ln the last week, have you had new vomiting? U ono
tr l,Yes

ln the last week, have you had new diarrhea (multiple watary stools)?

lnths last week, have you had a nsw lo*e of smellor t.st6?

lndicste when you have lost yaur eense sf rmall, teste, or botlr"

Did you receive the influenza veccin* this past season?

ln the last week, have you received c€re or bean tasted
for coronavirus in sn office or clinic?

What diagnosis (or diagnoses) were you given?

0, No

1, Yes

2, I don't know

0, No

t, Yes

1, I felt feverish but did not take my
tamperature.

u
n
tr
n
n
tr

0, No

I", Yoa

2,ldon'tknow

n o,No

n l,Yas

n o,No

n l,Yeo

n qno

n x,, Yes

tr 0,Srnall

n l,Teuta

n 2, Brrth rmellandtasta

u
n
tr

0,llo

1, Yei, for ons or mors of the ebnve symptomc

2, Yae, for snother ro{ion



Name of emergency contact:

Relationship of emergency contact: n $ SpoumlPartner

n ,., child

n Z,Parent

tr 3,Sibling

tr 4,6randparant

n 5,Aunt

n 6, Uncla

tr 7, Courin

tr 8, Unrelated Adult/Roornmrte

EI 9, Friend

n 1Q Naighbor

n 11, Othar {specrfy below}

Mobile phone number of emergency contact:

Name sf stscond emergency contact:

fielationship of second emerE€ncy contact: tr Q$pou*rlFrrtner

tr r, child

n ?, Parant

n 3, Sibling

tr dGrandp*rsnt

tr S,Aunt

tr I uncle

tr 7, Cousin

n 8, Unrelated Aduh/fiaommate

n 9, Frisnd

n lO, Naighbor

n 11" 0ther (spacify below)

PaSs 7 of ll8



I fvfoUlte phone number af second emergency contact:

How would you describe your ethnicity?

How would you describe your race?

tr 1, Hispanlc, Latino, Latina, sr Latinx

E 2. Middle fastern or North African descent

tl S. NEnaoftheabove

tr 3,Prefernottoreport

n 1, Arnerican lndian orAlaskan Native

El 2, Asian

tr 3, Black or African American

n 4, First Nations, lnuit, or Mdtis

n 5, Native Hawaiian or other Pacific lslander

n o, white

n 6, Other

tl 7, Prefernotto report



Appendix O

Day:

Updete on how you are feellng
ln tha last day, have you had a new fever > 10O" F?

ln the last dry, hava you had a nelv cough? n o,No

tl 1, Yes

ln the last day, have you felt new shortness of breath or had new difficulty breathing?

ln tha last day, have you had new vorniting? 0, No

tr l,Ys*
ln tho laat day, have you had new diarrhea {multiple watery stoo}r}?

ln ths hEt dry, hava you hsd . reur lors of Emdl or te*ts?

lndicate whan you hava lost yo{rr ssnse of smell, taste, or both.

ln the laEt day, have you had eny additional rymptoms?

ln the la$ day, have $,u tekrn eny naw medicrtions?

lf *o plaase list bslow

4No
1, Yes

1, I felt feverirh but did not trke my
tsrmperahrra.

tr
n

0, No

l, Yas

n
tr
tr
n
n
tr
tr
tr
n
n
tr

0, No

1, Yes

0, No

1, Yes

0,Smell

1, Taste

2, Both smell and taste

0, No

1, Yes

0, No

L, Yes

CINJ 002011 COVID-19 Follow-up Questionnaire

Patlent:

tr
n
tr
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In the last day, lravr you rec*iva car6 or hed tasts in an
offlce orclinic?

Dacumsnt hst or procadur*s
n

ONs

1, Yes

Plessa provide all temperatures
recorded on your log in the last
24 hours.

AM:

Mid-dny

Aftarnoun:

Night:

ln tha last day, hava you taken your study medication
as prescribed?

ONo

1, Yes
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