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Results

Conclusions Objective

* To evaluate the safety, tolerability, PK, and change in QTc (ie, the QT interval corrected for heart rate) when a single PK Evaluation Pharmacodynamic Evaluation
supratherapeutic 600-mg dose of IV RDV was administered to healthy participants

« Pharmacokinetic exposures of remdesivir and  Following administration of 600-mg RDV, mean plasma concentrations and PK parameters of RDV, GS-704277, * In the TQT cohort, the estimated lower Cl bounds for the least squares mean difference in baseline-adjusted QTcF
' : ' _ and GS-441524 were similar between cohorts, indicating sufficient drug washout from the previous period within between MOXI and placebo were >5 milliseconds at 2 of the 3 prespecified postdose time points (around the time of
g?)[r)?gf(lar?]ca)?;?j C?gt:er ?):DI[I)IgI‘EO?IOa(I (EI(I)?T](F:I)C;?S dVI;ng _ the TQT cohort (Figure 2; Table 1) maximum observed concentration [T, .,] for MOXI), thereby establishing assay sensitivity (Figure 3)
previous study in which 200-mg remdesivir was * Mean plasma concentrations and PK parameters of RDV and its metabolites after a single 600-mg dose were Figure 3. Least Squares Mean Difference in Baseline-adjusted QTcF Between MOXI and Placebo for Assay
g . » This was a Phase 1, partially blinded, randomized, placebo- and positive-controlled trial that included 2 cohorts of healthy approximately dose proportional compared to a previous Phase 1 study in which 200-mg RDV was administered Sensitivity Evaluation (TQT Cohort)
administered to healthy participants participants aged 18 to 55 years to healthy participants
. —— MOXI vs placebo --—- Clinically relevant difference for assay sensitivity evaluation
* Asingle 600-mg dose of remdesivir was generally * The study design and schedule of study procedures are summarized in Figure 1 Figure 2. Mean (SD) Plasma Concentrations of RDV and Its Metabolites Over Time 15
safe and well tolerated, with no reported deaths, Figure 1. Study Design + Sentinel cohort - TQT cohort: Day 1 dosing group
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MOXI, moxifloxacin; QTcF, QT interval corrected for heart rate using the Fridericia formula; TQT, thorough QT.

the treatment of COVID-19

 In the TQT cohort, the estimated upper bounds of the 90% CI for the least squares mean difference between the

» Certain drugs can prolong the QT interval, which < 1000 GS-704277 supratherapeutic dose of RDV and placebo were <10 milliseconds at all postdose time points, indicating that RDV had
may result in the development of cardiac arrhythmias B TQT cohort = no clinically relevant QTcF prolongation effect (Figure 4)
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 Eligible participants (n = 6) received a single 600-mg RDV infusion on Day 1 1 Error bars represent 90% CIs.
[ ] ] ] ] o _ o ] | | | | | | | | | | | | | | | | QTcF, QT interval corrected for heart rate using the Fridericia formula; RDV, remdesivir; TQT, thorough QT.
IntI’Od UCtlon . Thl_s dose was selected to cover potential Increases In PK exposures after admlnlstrat_lon of the clinical RDV dosing 0 54 48 29 96 _
regimen due to factors related to COVID-19 disease, organ impairment, or drug-drug interactions Safety Evaluation

Time (Hours)

« Remdesivir (RDV) is an intravenous (V) nucleotide prodrug approved for » The primary endpoints were incidences of adverse events (AEs) and laboratory abnormalities and plasma PK parameters  Most AEs were Grade 1 or 2 in severity; no serious AEs were reported (Table 2)
COVID-19 treatment? of RDV and its metabolites (GS-704277 and GS-441524) Hoe foerlmbof quantiation; KOV, remdesiv T, forough &1 The most common AEs following 600-mg RDV administration were nausea and/or vomiting (33/60 [55%)] participants)
— = 0
» Prolongation of the QT interval (ie, delay in cardiac repolarization) associated « Upon review of all safety and available PK data, the 600-mg RDV dose was found to be well tolerated and was selected Table 1. Plasma PK Parameters for RDV and Its Metabolites Followina a Sinale 600-ma Dose of RDV . . o . ) . . .
with drug administration may result in the development of cardiac arrhythmias® as the supratherapeutic dose for the thorough QT (TQT) cohort Sentinel Cohort - ° gTQT Cohort OneTiartlc:lpant @ A)trr]ece(;vm(gj; 63:3 Ar\r;g RtDth thj. ar C;) hortt th ZEG rade 3 AE (fransaminase increased)
, _ _ entinel Coho oho - ere were no other Grade = s, tachycardias, or heart rate AEs
* A previous Phase 1 study (GS-US-399-1954) found that neither RDV nor its TQT Cohort (n = 6) (n = 542) y
metabolites (GS-704277 and GS-441524) caused QT interval prolongation at L . , , _ , Table 2. Treatment-emergent AEs and Grade 23 Treatment-emergent Laboratory Abnormalities
therapeutic concentrations in healthy adults * Eligible participants (N = 55) were randomized 1:1:1 to 1 of 3 treatment arms in a 3-period, single-dose, crossover PK Parameter GS-704277 GS-441524 RDV GS-704277 GS-441524
study design Sentinel Cohort TQT Cohort
» Patients receiving the clinical regimen of RDV (200-mg loading dose and T i/ tg 600 2DV, olacebo.t oh RDV (oaceh 4400 . MOXL: oosit - Crmax NG/ML, mean (%CV) | 14,500 (12.4) 1400 (20.9) 606 (12.2) 14,000 (16.3) 1400 (25.6) 557 (17.2)
100-mg maintenance doses once daily for up to 10 days) may experience reatment arms. bul-mg KUV, placebo-to-matc (placebo), an -mg moxifloxacin ( ; positive control) T hours, median (IQR) |0.50 (0.25-0.50) | 0.75 (0.50-0.75) | 1.84 (1.67-3.00) | 0.50 (0.50-0.50) | 0.75 (0.75-0.75) | 3.00 (1.67-4.00) " (%)
increased pharmacokinetic (PK) exposures due to factors related to COVID-19 * Primary endpoint: difference between baseline-adjusted QTcF (ie, the QT interval corrected for heart rate using the 3 00 1200 19000 3 00 1200 96.00 2
disease, organ impairment, or drug-drug interactions Erlderlc_la formula) in the RDV treatment period and the baseline-adjusted QTcF in the placebo period at each postdose T, hours, median (IQR) (8.00-8.00) (8.00-12.00) | (120.00-120.00) (8.00-8.00) (12.00-12.00) | (96.00-96.00) AE 5 (83) 31 (57) 10 (19) 7 (13)
- A supratherapeutic dose of RDV administered to healthy participants was time point UG henaimL Grade >3 0 1(2) 0 0
selected to assess the potential of RDV to prolong the QT interval over the  Plasma PK parameters, AEs, and laboratory abnormalities were also assessed .y, C\? ’ 8290 (9.4) 2320 (19.9) 15,400 (12.2) 8500 (15.2) 2630 (23.9) 15,000 (14.8)
ossible range of clinical exposures | o | mean (#%CV) AE related to study drug 5 (83) 30 (56) 6 (11) 5 (9)
p 9 p » Least squares means and Cls were based on a mixed-effects model, which included treatment sequence, period, AUC... heng/mL
— This dose was informed by the range of PK exposures of RDV and its treatment, nominal time point, treatment by time point interaction, and predose baseline QTcF as fixed effects and meaIIf’(%CV) | 8300 (9.4) 2330 (19.5) 15,900 (12.2) 8510 (15.2) 2640 (23.8) 16,100 (14.3) Grade 23 0 1(2) 0 0
metabolites observed in patients with COVID-19 following administration of participant within sequence as a random effect Laboratory abnormality, Grade =3 0 1(2) 1(2) 0
- : ) : : : . , , o t,.,, hours, median (IQR 0.99 (0.96-1.05) | 1.71 (1.25-1.73) | 24.6 (23.7-26.0) |1.03 (0.953-1.09)| 1.69 (1.52-1.81) | 24.6 (22.5-28.6 ’ _
the CIInlcaI reglmen’ drug druglnteraCtlon pOtentIaII and preIImInary reSUItS Of - The dependent VarIabIe In the mOdeI WaS the Change frOm predOSe basellne In QTCF 1= — ( ) — . ( ) ( ) ( ) ( ) ( ) ( ) AEs were coded using the MedjcalDiptionaryforRegqlgtoryActivitiesVersion 26.1. Severity grades were defined using the Division of AIDS Table for Grading the Severity of Adult and Pediatric Adverse Events Corrected Version 2.1 (July 2017).
the Phase 1 renaI aI’ICI hepatIC ImpaIrment StUdIeS Of RDV IN partICIpantS L . . :FS(e:TQTcohogt er;rr]olled 55 pfﬁ;plpatnts; 54 partch[pantls I[egetlvedf'RItDVI' AUC dor th Cationt f dosing to st " Cation: . ) . cation: %GV t I . AE, adverse event; MOXI, moxifloxacin; RDV, remdesivir; TQT, thorough QT.
without COVID-19 — Assay sensitivity was based on time points at 1, 2, and 3 hours post dose PK, pharmacokinetic; RDV, remdesivir: £, half-ife; Too, time at which last quantifiable concentration was observed: T, time at which maximur concentration was observed: TQT, thorough QT. | Porooads SRS ST YRIEnes
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