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Patients

 RT-PCR: positive

e Sp02 <94% while room air or using 02

e Creatinine clearance> 30ml/min

o AST, ALT < 5* upper limit

* Not to use other investigational agents for Covid-19.



Method

e Redesivir: 10 days course
e 200mgIVonday1
e 100mg IV QD for 9 days

e Follow up 28 days or until discharge/death
e Open label



Patients

e 53 patients

e 40 (53 %) received 10-days course or remdesivir
e 10 (19%): 5-9 days
e 3(6%): <5 days

* Mean Age: 64
 Male:40 (75%)
e Region: US, Japan, Europe, Canada



Patients

e 02 supply:
e MV:30(57%) ECMO:4(8%) NIV:36%

e Patient with MV support: older, male, higher ALT/Cre, more HTN, DM,
Dyslipidemia, asthma

e Duration of MV before initiation of remdesivir: 2 days
e Duration of symptoms before medications: 12 days



Table 1. Baseline Demographic and Clinical Characteristics of the Patients.*

Characteristic

Median age (IQR) — yr

Age category — no. (%)
<50 yr
50 to <70 yr
=70 yr

Male sex — no. (%)

Region — no. (%)
United States
Japan
Europe or Canada

Oxygen-support category — no. (%)
Invasive ventilation
Invasive mechanical ventilation
Extracorporeal membrane oxygenation
Noninvasive oxygen support
Noninvasive positive-pressure ventilation
High-flow oxygen
Low-flow oxygen

Ambient air

Median duration of symptoms before remdesivir

therapy (IQR) — days

Coexisting conditions — no. (%)

Any condition

Hypertension

Diabetes

Hyperlipidemia

Asthma
Median laboratory values (IQR)

ALT — U per liter

AST — IU per liter

Creatinine — mg per deciliter

Invasive
Ventilation
(N=34)

67 (56-72)

14 (41)
8 (24)
12 (35)

34 (100)
30 (88)
4(12)

48 (31-79)
39 (30-76)
0.90 (0.66-1.17)

Noninvasive
Oxygen Support
(N=19)

53 (41-68)

3 (42)
7(37)
4(21)

13 (68)

8 (42)
1(5)
10 (53)

19 (100)
2 (11)
5 (26)
10 (53)
2 (11)
13 (10-14)

11 (58)
4(21)
1(5)

0
1(5)

27 (20-45)
35 (28-46)
0.79 (0.63-1.00)

Total
(N=53)

64 (48-71)

14 (26)
21 (40)
18 (34)
40 (75)

22 (42)
9 (17)
22 (42)

34 (64)
30 (57)
4(8)
19 (36)
2(4)
5(9)
10 (19)
2(4)
12 (9-15)

36 (68)
13 (25)
9 (17)
6 (11)
6 (11)

37 (25-61)
36 (29-67)
0.89 (0.64-1.08)




No. of Patients in Oxygen-Support Group at Baseline (%)

Invasive
(N=34)
Category on ordinal scale—»
Death J3 6 (18)
Invasive ) 9 (26)
No. of Patients
in Oxygen-Support Noninvasive 4 3 (9)
Group after
Treatment (%) Low-flow oxygen 3 0
Ambient air 2 8 (24)
Discharged 1 8 (24)
Improvement 19 (56)

Category on ordinal scale

Noninvasive

(N=7)
4
1 (14)

1 (14)
0
0
0

5 (71)

5 (71)

Low-flow oxygen
(N=10)

3
0

0

0

0

0

10 (100)

10 (100)

Ambient air

(N=2)
2
0

0
0
0
0

2 (100)

2 (100)

* 68% showed an improvement
* 15% showed worsening




Safety

e 32 patients reported AEs e 4 (8%)patients discontinue
* |Increased hepatic enzymes e AKI: 1
* Diarrhea e MODS: 1
e Skin rash

: : e Elevated liver enzyme: 2
e Renal impairment

* Hypotension

e 12 patients had serious AEs
* Multiple organ dysfunction syndrome
e Septic shock
o AKI
e hypotension
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C Age

Cumulative Incidence of Clinical
Improvement (%)

No. at Risk
<50 Yr of age

100-
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10-
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: | 50 to <70 Yr of age
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14

50 to <70 Yr of age 21

>70 Yr of age

18

Days since Initiation of Remdesivir

14 10 3 5 1 1 1
21 18 12 3 5 3 1
18 15 13 10 / 3 2

32

36




Table 1. Baseline Demographic and Clinical Characteristics of the Patients.*

Characteristic

Median age (IQR) —yr

Age category — no. (%)
<50yr
50 to <70 yr
=70yr

Male sex — no. (%)

Region — no. (%)
United States
Japan
Europe or Canada

Oxygen-support category — no. (%)
Invasive ventilation
Invasive mechanical ventilation
Extracorporeal membrane oxygenation
Noninvasive oxygen support
Noninvasive positive-pressure ventilation
High-flow oxygen
Low-flow oxygen
Ambient air

Median duration of symptoms before remdesivir
therapy (IQR) — days

Coexisting conditions — no. (%)
Any condition
Hypertension
Diabetes
Hyperlipidemia
Asthma
Median laboratory values (IQR)
ALT — IU per liter
AST — IU per liter

Creatinine — mg per deciliter

Invasive
Ventilation
(N=34)

67 (56-72)

6 (18)
14 (41)
14 (41)
27 (79)

14 (41)
8 (24)
12 (35)

34 (100)
30 (88)
4(12)

11 (8-15)

25 (74)
9 (26)
8 (24)
6(18)
5 (15)

48 (31-79)
39 (30-76)
0.90 (0.66-1.17)

Noninvasive
Oxygen Support
(N=19)

53 (41-68)

8 (42)
7(37)
4(21)
13 (68)

8 (42)

1(5)
10 (53)

19 (100)
2 (11)
5 (26)
10 (53)
2 (11)
13 (10-14)

11 (58)
4(21)
1(5)

0
1(5)

27 (20-45)
35 (28-46)
0.79 (0.63-1.00)

Total
(N=53)

64 (48-71)

22 (42)
9 (17)
22 (42)

34 (64)
30 (57)
4(8)
19 (36)
2(4)
5(9)
10 (19)
2(4)
12 (9-15)

36 (68)
13 (25)
9(17)
6 (11)
6 (11)

37 (25-61)
36 (29-67)
0.89 (0.64-1.08)

Table 1. Demographic and Clinical Characte

Patients by age,

All

No. (56) 1591 (100)
Age, median (1OR), y 63 (56-70)
Males 1304 (82)
Females 287 (18)
Comorbidities, 1043
No. with data

Marne 334(32)

Hypertension 508 (49)

Cardiovascular disease® 223 (21)
Hypercholesterolemia 188 (18)

Diabetes, type 2 180(17)

Malignancy® 81(8)

COPD 42 (4)

Chronic kidney disease 36 (3)

Chronic liver disease 28(3)

Other® 205 (20)
Respiratory support, No. 1300

Invasive mechanical 1150 (88)

ventilation

Noninvasive ventilation 137 (11)

Oxygen mask 13(1)
PEEP, cm H,0

No. 1017

Median (IOR) 14 (12-16)
Fio,, %

Mo. 999

Median (IOR) 70 (50-80)
Pao,/Fio; ratio

No. 781

Median (IQR) 160

(114-220)

Prone position, 240/875 (27)
No.ftotal (%)
ECMO, No./total (%) 5/498 (1)

Abbreviations: COPD, chronic obstructive puln
extracorporeal membrane oxygenation; Fio,, F
intensive care unit; IQR, interquartile range; N/
partial pressure of oxygen; PEEF, positive end-
* Cardigvascular disease includes cardiomyopa

Compare to Italy

e NEJM
e MV: 64%
e Lesser Male

* No mentioned P/F
Mortality: 13%

e |taly, Lombardy
e MV: 88%
e |CU mortality was 26%



Discussion and Conclusion

* 68% improved in oxygen support

e Overall mortality was 13% (median follow up 18 days)
e Kaletra trial: 28 —day mortality :22% (MV: 1/199)
e Cohort report from Wuhan: 17-78% in ICU

e Did not collect viral load

e Duration of Redesivir : 5 days or 10 days

 Small size, short duration, potential missing data
e Need RCT



Summary

e Redesivir 200mg IV once and 100mg IV QD for 9 days

* 68% improvement in oxygenation suppor
13% mortality

 Side effects:
e Liver dysfunction
e AKI

* Pending RCT



Figure S1. Patient Disposition

61 patients received at least 1
dose of remdesivir on or
before March 7, 2020

8 patients were excluded from
analysis
7 had no post-Day 1 clinical data
1 had erroneous remdesivir start

53 patients had post Day 1
clinical data

13 patients stopped remdesivir
before completing the 10-day course

40 patients received at least
10 days of remdesivir

53 patients were included in
the analysis




* The six-point scale consists of the following categories:
* 1, not hospitalized

e 2, hospitalized, not requiring supplemental oxygen;

e 3, hospitalized, requiring supplemental oxygen;

e 4, hospitalized, requiring nasal high-flow oxygen therapy, noninvasive
mechanical ventilation, or both

* 5, hospitalized, requiring invasive mechanical ventilation, ECMO, or
both

e 6, death.
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