456

gaoeno  Gafety of Remdesivir vs Placebo in Nonhospitalized Patients With COVID-19

333 Lakeside Drive
o g V1408 Brandon Webb,' Godson Oguchi,? Yessica Sachdeva,’ John Cafardi, Alan S. Go,® Kavita Juneja,® Santosh Davies,* Shuguang Chen,* Chen-Yu Wang,® Anu Osinusi,® Frank Duff,® Pablo Ryan,” Carlos Vaca,® Jorge Mera®

'Intermountain Medical Center, Murray, UT; ?“Midland Florida Clinical Research Center, Deland, FL; *Arizona Liver Health, Mesa, AZ; “The Christ Hospital, Cincinnati, OH; °*Kaiser Permanente Northern California Division of Research, Oakland, CA;
°Gilead Sciences, Inc., Foster City, CA; "Hospital Universitario Infanta Leonor, Madrid, Spain; ®Nuren Medical & Research Center, Miami, FL; °Cherokee Nation Health Services, Tahlequah, OK

Introduction Results

¢+ Remdesivir (RDV), a potent nucleotide inhibitor of the severe

acute respiratory syndrome—coronavirus-2 (SARS-CoV-2) Baseline Characteristics Renal Safety: Median Serum Creatinine and CrCI Baseline Characteristics and Safety Analyses in
n= = n
RNA-dependent RNA polymerase, effectively reduces COVID-19- Mean age, y (SD) 50 (15) 51 (15) 50 (15) Changes From Baseline Adolescents Age <18 y
related hospitalization (87% reduction; hazard ratio 0.13; 95% arelili) ~e-RDV o PBO RDV
: : 1 : =05y 40 (14) >4 (19) 94 (17) Serum Creatinine, mg/dL CrCl, mL/min n=3
confidence interval 0.03, 0.59)' and is approved by the FDA to <18y 3 (1) 5 (2) 8 (1) 0.08 ’ 15 ’ |
treat nonhospitalized individuals at high risk for progression to Female sex at bith, n (%) 131 (47) 138 (49) 269 (49) " edian age, ¥ AR ATy
: P 5 . S Prog Mean BMI, kg/m? (SD) 31.2(6.7) 30.8 (5.8) 31.0 (6.2) £ .04 T T 10 T ; T Baseline Female sex at birth, n (%) 1(33) 2 (40)
severe disease Comorbidities, n (%) £ = : Characteristics RVVNTERRETAN 3 (100) 5 (100)
¢ Risk of adverse outcomes from COVID-19 increases with age vesty 154 66 156,65 310 59 ) oy T —4 1T s e e
and comorbidities; early antiviral treatment may prevent disease Hypertension 138 (50) 130 (46) 268 (48) 55 g —— e e relatod AL X —
. . g - . 3 Chronic lung disease 67 (24) 68 (24) 135 (24) = S i B
progression for individuals at highest risk oD S0 24 (9) 44 (8) L ° Safety Serious AES 0 0
¢ Here we present additional Safety data of RDV, fOCUSing on IC::r:Zi:)compromised ﬁg; 198(536)) :g((j)) = 7 -10 ! nr(1;))ysm, AEs leading to premature study drug discontinuation 0 0
renal, hepatic, and cardiac safety, and safety by select baseline WilG @ rreserae diarte Miney desaes 73) 114) 18 (3) 012 18 ospiaaztonlodcat] 0 0
demographic characteristics including treatment setting, from Chronic liver disease | (<) 1(<1) 2(<1) ’ ? S b ’ ? S b crade 23 lab abnormalities ° °
. Median duration of symptoms prior to 1st dose, d (IQR) 5 (3, 6) 5 (4, 6) 5 (3, 6) *Mild fatigue.
the PINETREE Study (GS-US-540-9012; NCT04501952) Median duration from PCR confirmation to st dose, d (IQR) 201 3) 301 4) 201 4) ROV o786 268 201 s 299 205 258
Mean SARS-CoV-2 RNA viral load, log,, copies/mL (SD) 5.95 (1.96) 5.92 (1.99) 5.94 (1.97) B
Resident of skilled nursing facility, n (%) 8 (3) 7 (2) 15 (3) CrCl, creatinine clearance.
Objective BMI, body mass index; IQR, interquartile range; PCR, polymerase chain reaction; SD, standard deviation. ‘ NO AES related tO nephrOtOX|C|ty Were reported In RDV Or PBO Safety Analyses by Sex at Blrth
groups Male Female
" " " " RDV RDV
¢ To report the safety of a 3-d RDV regimen in nonhospitalized Overall Safety Summary Cardiac Ad E ¢ Participants, n (%) 148 a1
individuals at risk for disease progression (aged >60 y or with participants, n (%) a'_'_ lac Adverse Events AEs 56(38)  68(47)  62(47) 63 (46)
underlying comorbid condition), analyzed by types of adverse AEs 118 (42) 131 (46) gar"‘""’a“ts’"(%) "9 " Serious AEs 3(2) 11(8) 2 (2) 8 (6)
: : Grade 23 AEs 10 (4) 20 (7) alpitations > "
events (AEs), age, sex at birth, and healthcare settings et o ratod AES el =it et Lo : Grade >3 lab abnormalities 15 (10) 15 (10) 14 (11) 8 (6)
Serious AEs 5(2) 19 (7) ANai tori 1(<1) 1(<1)
giztlhesag:\gD :/ Zr8emature study drug discontinuation 2 (()1) 5 c()2) Azglzamr;eoi::::ial infarction 0 1(<1)
Grade =3 lab abnormalities 29 (11) 23 (8) aCctisiietiietl Rl 1<) 0 Safety Analyses by Race
AEs experienced by 25% total population Mitral valve prolapse 0 1(<1)
Nausea 30 (11) 21 (7) Tachycardia 1(<1) 2(1) Asian Black White Other
: Headache 16 (6) 17 (6) Bradycardi 0 2 (1) RDV RDV RDV RDV
PI N ETREE Stu dy DQSIg n Cough 10 (4) 18 (6) A::a:lgz:illjtion 2 (1) 0 Participants, n (%) n=6 n=20 n=228 n=25
AEs 5(83) 3(43) 12(60) 7(32) 83(36) 101(45) 18(72) 20 (67)
SARS-CoV-2+ within 4 d; symptoms <7 d e N . . . , : : : . . o Serious AES 14 (6) 2 (8)
o AUstEiZysrskfactors Y 2‘0 ptartrl]upant expt_er_ltenced a serious AE or drug discontinuation ¢ Incidence of cardiac-related AEs was similar between RDV and T
Hypr)oe?’lgni?ogn isease énhr;wounr;coiiodrr':z;oglsseease Day 1 3 . 14 28 Ue O ypersenS| VI y PBO grou pS
w CVvD* Chronic liver disease | | Jf | | |
Diabetes Cancer n n - 1
Obesity Sickle-cell disease 200mlz[i)vVDay1 . Hepa'uc Safety: Median ALT Changes From ¢ All bradycardia AEs occurred in the PBO group
. E ' Adverse Event Rates by Location of Administration
o aseline
o0y 12 ~em ROV e Peo Safety Analyses by Age < vs 265 Years y
- . £ Skilled Nursing Facility Home Health Care Outpatient Facility
w o 8 Age <65y Age 265y RDV RDV
"; g o RDV RDV Participants, n (%) n=43 n=228
«Cerebrovascular or cardiovasoular disease (VD). PBO, placebo, g - . T Participants, n (%) n=2s9 n=ao AEs 3 (38) 4 (57) 21 (49) 22 (48) 04 (41) 105 (46)
’ g S —— AEs 96 (40) 105 (46) 22 (55) 26 (48)
oh 3 double-blind. PBO led d4v including 64 s _ - g IR —6— —¢ Serious AEs 3 (1) 12 (5) 2 (5) 7 (13)
¢ Fhase o, double-bling, -controlled study Including 64 sites In - | Grade 23 lab abnormalities 20 (8) 18 (8) 9 (23) 5 (9) ¢ There was parity between RDV and PBO arms in terms of AE by
=

+ 1:1 randomization stratified by age, location (USA vs outside

USA), and outpatient vs skilled nursing facility o : o 14 Conclusions

¢ Broad inclusion of participants at high risk for severe COVID-19 v e 278 - o -
¢ Enrolled Sep 18, 2020—Apr 8, 2021 o - B - - ¢ RDV treatment was safe and well tolerated in nonhospitalized individuals with risk factors for COVID-19 disease progression;
— Halted for administrative reasons (single-infusion monoclonal Hepatic AEs, n (%) no new safety signals were observed with RDV treatment
antibody and vaccine availability; slowing enrollment AL EEsEs L=, 211 .
_ 1264 pa);ticipant goal enm”menz at halt-g584 random)ized and 562 AST increased 1<) 1<) ¢ The most commonly reported AEs in the RDV-treated arm were nausea and headache
received 21 dose of study drug S pm o ¢ No organ-specific toxicities were noted with RDV treatment
¢ Primary safety endpoint: proportion of participants with treatment- ¢ There were no clinically relevant mean changes from baseline in . . . . .
emergent AEs other hepatic parameters including albumin, alkaline phosphatase, ¢+ RDV treatment was safe irrespective of age, sex at birth, race, or location of administration

— AEs were evaluated through Day 28 and lab abnormalities through total bilirubin, and international normalized ratio | | - | | - - |
Day 14 + Incidence of hepatic AEs was similar between RDV and PBO groups  Kinevieasments: We sxtond our thanks t the paricipants, teir famiies, and al pericpating mvestigators. Ths stuy was fundied by Gilead Scances, Inc. Ediing and productan assisiance were provided by BioSence Gemmanications New York, NY. funded by Giead.
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