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408 Patients were assessed for eligibility

6 Were excluded
5 Did not meet enrollment criteria
1 Improved after screening and was eligible
for discharge

A4

402 Underwent randomization

A4 A

202 Were assigned to receive 200 Were assigned to receive
a 5-day course of remdesivir a 10-day course of remdesivir
2 Were not treated 2 V;E:ji;;r:;i?:tidndomi—
1 withdrew consent N A
1 Underwent randomi- zation in error
N . 1 Was withdrawn by
zation in error : 5
investigator

v hd

200 Started trial treatment 197 Started trial treatment
v v
28 Discontinued treatrment 111 Discontinued treatment
16 Were discharged 68 Were discharged
9 Had adverse event 22 Had adverse event
2 Withdrew 12 Died
1 Had protocol violation 5 Were withdrawn by investigator

3 Withdrew
1 Had protocol violation

I }

172 Completed treatment 86 Completed treatment
v v
200 Were included in the efficacy 197 Were included in the efficacy
and safety analyses and safety analyses
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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline According to Remdesivir Treatment
Group.*
5-Day Group 10-Day Group
Characteristic (N =200) (N=197)
%ﬁ? Median age (IQR) — yr 61 (50-69) 62 (50-71)
Male sex — no. (%) 120 (60) 133 (68)
Race — no./total no. (%)
White 142/200 (71) 134/192 (70)
Black 21/200 (10) 23/192 (12)
Asian 20/200 (10) 25/192 (13)
Other 17/200 (8) 10/192 (5)
Median body-mass index (IQR) i 29 (25-34) 29 (25-33)
Coexisting conditions of interest — no. (%)
Diabetes 47 (24) 43 (22)
Hyperlipidemia 40 (20) 49 (25)
Hypertension 100 (50) 98 (50)
Asthma 27 (14) 22 (11)
Clinical status on the 7-point ordinal scale — no. (%)§
‘ 2: Receiving invasive mechanical ventilation or ECMO 4 (2) 9 (5)
3: Receiving noninvasive ventilation or high-flow oxygen 49 (24) 60 (30)-
4: Receiving low-flow supplemental oxygen 113 (56) 107 (54)
5: Not receiving supplemental oxygen but requiring medical care 34 (17) 21 (1.1)
Median duration of hospitalization before first dose of remdesivir (IQR) — 2 (1-3) 2 (1-3)
days
Median duration of symptoms before first dose of remdesivir (IQR) — days 8 (5-11) 9 (6-12)
Median AST level (IQR) — U/liter] 41 (29-58) 46 (34-67)
Median ALT level (IQR) — U/liter 32 (22-50) 36 (23-58)
Median creatinine clearance by Cockcroft-Gault (IQR) — ml/min 106 (80—142) 103 (80—-140)

* Percentages may not total 100 because of rounding. ALT denotes alanine aminotransferase, AST aspartate aminotrans-

ferase, and IQR interquartile range.
T Race was reported by the patients.
i The body-mass index is the weight in kilograms divided by the square of the height in meters.
§ P=0.02 for the comparison between the 5-day group and the 10-day group by the Wilcoxon rank-sum test.

9 P=0.008 for the comparison between the 5-day group and the 10-day group by the Wilcoxon rank-sum test.
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{—_t 5 95 “‘H |:F| E/JZOO% = % |:F| ﬁ 172 % Table 2. Clinical Outcomes According to Remdesivir Treatment Group.

Baseline-Adjusted

5-Day Group 10-Day Group Difference
o) =/ = EAy Y = :\I: 5 z Characteristic (N=200) (N=197) (95% CI)*
( 86 /O ) TD}ijTI:litl"‘/\/\;ﬁ*EE EF'{HH_IFIEﬁ%S Clinical status at day 14 on the 7-point ordinal scale — no. of patients P=0.147
. (%)
9& ° %%E‘ZS%%%%E’J/U%EP E. j% 1: Death 16 (3) 21 (11)
2: Hospitalized, receiving invasive mechanical ventilation or ECMO 16 (8) 33 (17)
Ilj:ll B;:E ( 161§U [8 %] ) %ux §$1¢ ( 9 [4 3: Hospitalized, receiving noninvasive ventilation or high-flow oxygen 9 (4) 10 (5)
4: Hospitalized, requiring low-flow supplemental oxygen 19 (10) 14 (7)
%] ) o 5 EF‘ Elp\%%iﬁﬁf?i 5z Hgo;aigta::lzez?é;c::taiceiving supplemental oxygen but requiring on- 11 (6) 13 (7)
6: Hospitalized, not requiring supplemental oxygen or ongoing medi- 9 (4) 3 (2)
:Q\g o cal care
A=leds 7. Not hospitalized 120 (60) 103 (52)
Time to clinical improvement (median day of 509 cumulative inci- 10 11 0.79 (0.61 to 1.01)
dencex)
1095%HEPE/\J]-971H/L,\%EP 861ﬂ ( 44% ) Clinical improvement — no. of patients (26)
Day 5 33 (16) 29 (15) 0.2% (-7.0to 7.5)
%}j@{g‘j%ﬁ , q:lﬁi H% F'Eﬁﬁgai o 5'5%}3@109{ Day 7 71 (36) 54 (27) ~5.0% (-14.0 to 4.0)
Day 11 116 (58) 97 (49) -4.8% (-14.1 to 4.6)
@I Day 14 129 (64) 107 (54) -6.5% (~15.7 to 2.8)
nﬁ%ﬂz E/J /L'\% EFI J? . j:é Iljj BE ( 681§J e Time to recovery (median day of 509 cumulative incidencex) 10 ! 0.81 (0.64 to 1.04)

Recovery — no. of patients (%)

%[35%] ) ’ KE%@Z ( 221&”[11%] ) *D Day 5 32 (16) 27 (14) 0.1% (-7.0to 7.1)

Day 7 71 (36) 51 (26) -6.0% (-14.8 to 2.7)
§Et ( 121§U [6%] ) Day 11 115 (58) 97 (49) -3.7% (-12.8 to 5.5)
Day 14 129 (64) 106 (54) -6.3% (-15.4 to 2.8)
Time to modified recovery (median day of 5096 cumulative incidencex:) 9 10 0.82 (0.64 to 1.04)

?U 149& ES;E“‘ %DE]—O%II‘ EFI \ﬁ Modified recovery — no. of patients (%6)
Day 5 51 (26) 41 (21) -2.3% (-10.5 to 5.9)
o, o, Day 7 84 (42) 69 (35) -3.4% (-12.6 to 5.8)
165 ""\% ( 8% ) 2141 ""\% ( 11% ) 5t Day 11 128 (64) 106 (54) -5.7% (-14.6 to 3.2)
Day 14 140 (70) 116 (59) -6.7% (~15.3 to 1.9)

T - M7 Al=Z1206) (60% ) F110341 : , : , —

* Differences are expressed as rate differences, except in the case of time to clinical improvement, time to recovery, and time to modified
recovery, for which differences are expressed as hazard ratios; for these time-to-event end points, the hazard ratio and its 95% confidence

( 52(y ) E ﬁ |}r‘_'| o interval were estimated from a cause-specific proportional-hazards model including treatment and baseline clinical status as covariates. For

o U events at prespecified time points (e.g., days 5, 7, 11, and 14), the difference in the proportion of subjects with an event under evaluation
between treatment groups and the 95% confidence interval were estimated from the Mantel-Haenszel proportions adjusted according to
baseline clinical status.

T The P value was calculated from a Wilcoxon rank-sum test stratified by baseline clinical status.

i Clinical improverment was defined as an improvement of at least 2 points from baseline on the 7-point ordinal scale; recovery was defined
as an improvement from a baseline score of 2 to 5 to a score of 6 or 7; and modified recovery was defined as an improverment from a base-
line score of 2 to 4 to a score of 5 to 7 or from a score of 5 to a score of 6 or 7. Cumulative incidence functions were calculated for each

he NEW ENGLAND treatment group for days to the event under evaluation (i.e., clinical improvement, recovery, or modified recovery), with death as the com-

JOURNAL of MEDICINE peting risk. Data_ for patient:_; not achieving th_e event under evaluation at the last assessment were censore_d on the day of Fhe last clinical

assessment. Patients who died before achieving the event under evaluation were considered to have experienced a competing event.
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(% of patients)
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group group group group group group group group
(N=25) (N=41) (N=40) (N=35) (N=68) (N=62) (N=37) (N=22)
Invasive Mechanical High-Flow Oxygen Low-Flow Oxygen Ambient Air

Ventilation

Oxygen Support at Day 5
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Table 3. Summary of Adverse Events According to Remdesivir Treatment Group.™

Remdesivirf EEAH%E =3 .

5-Day Group

Event or Abnormality (N =200)

Any adverse event — no. of patients (%6) 141 (70)
Mausea 20 (10)
Acute respiratory failure 12 (6)
Alanine aminotransferase increased 11 (8)
Constipation 13 (6)
Aspartate aminotransferase increased 10 (5)
Hypokalemia 10 (5)
Hypotension 9 (4)
Respiratory failure 7 (4)
Insomnia 10 (5)
Acute kidney injury 4 (2)

Adverse event leading to discontinuation of treatment — no. of pa- 9 (4)

tients (%)

Any serious adverse event 42 (21)
Acute respiratory failure 10 (5)
Respiratory failure 5(2)
Septic shock 2(1)
Acute respiratory distress syndrome 1(=1)
Hypoxia 2 (1)
Respiratory distress 3(2)
Dyspnea 4 (2)
Preumothorax 2 (1)
Viral pneumenia 3(2)
Aminotransferase levels increased 3(2)

Any grade =3 laboratory abnormality — no. of patientstotal ne. (3) 53/195 (27)

Selected grade =3 laboratory abnormalities — no. of patientsftotal no.

(%)

Creatinine clearance decreased

Grade 3 137193 (7)

Grade 4 5/193 (3)
ALT elevation

Grade 3 8/194 (4)

Grade 4 4/194 (2)
AST elevation

Grade 3 11/194 (6)

Grade 4 3/194 (2)
Bilirubin increased

Grade 3 1/193 (1)

Grade 4 0

10-Day Group

(N=197)
145 (74)
17 (9)
21(11)
15 (8)
13 (7)
13 (7)
12 (6)
12 (6)
14 (7)
11 (6)
15 (8)
20 (10)

68 (35)
18 (9)
10 (5)
5(3)
5(3)
412)
4(2)
(1)
31(2)
2(1)
2(1)

64191 (34)

13/188 (7)
23/198 (12)

11191 {6)
5/191 (3)

7/190 (4)
4/190 (2)

3,190 (2)
1/190 (1)

* Adverse events listed are those that occurred in at least 59 of patients in either treatment group, and sericus adverse

events listed are those that occurred in 5 or more patients.
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