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infliximab reduces mortality in
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ACTIV-1 Master Protocol Overview

Study Objectives

* Evaluate multiple immunomodulatory agents for the treatment of moderate to severe COVID-19.
* Assess each agent compared to placebo as add-on therapy to the local standard of care in accordance
with national guidelines (Remdesivir provided).

 Infliximab: TNFa inhibitor. Single dose of 5mg/kg IV infusion on Day 1.

* Abatacept: Costimulatory modulator. Single dose of 10mg/kg (max 1000mg) IV infusion on Day 1.

* Cenicriviroc (CVC): Dual CCR2 / CCR5 Inhibitor. 450mg oral loading dose on Day 1; then 300mg (150mg
BID) PO for 28 days = DSMB recommended discontinuation for futility Sept 2021.
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ACTIV-1 Master Protocol Design

. Randomization
Wbinab = i e 15t Assigned with equal probability to a
) sub-study in open label design.
« 2"d: Randomization to drug vs placebo
. = is blinded. Performed in n:1 ratio,
'.IT '.IT I.IT where n = # of agents patient eligible
for.

Enrolled
participant

Shared Placebo

* ONLY participants eligible for that agent
were part of that sub-studies shared
placebo.
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ACTIV-1 Study Population

MAJOR INCLUSION CRITERIA KEY EXCLUSION CRITERIA
* Admitted to a hospital or awaiting admission e ALT or AST > 10 times ULN
in the ED with symptoms suggestive of ¢ Estimated GFR<30 ml/min (stable CKD with GFR<30
COVID-19 ml/min allowed)
° 218yearsof age * Neutropenia, lymphopenia
* Laboratory-confirmed SARS-CoV-2 infection « Pregnancy or breast feeding
* Atleast one of the following: * Anticipated discharge from hospital within 72hrs
* Radiographic infiltrates by imaging (chest * Receipt of cytotoxic or biologic treatments within 4
x-ray, CT scan, etc.), OR weeks prior to screening
* 5p02 = 34% on room air, OR * Clinical diagnosis of current active tuberculosis or, if
* Requiring supplemental oxygen, OR known, latent TB treated for less than 4 weeks
* Requiring mechanical ventilation or * Suspected serious, active bacterial, fungal,
ECMO viral infection

* Current severe left heart failure [NYHA H1-1V]
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Primary and Key Secondary Endpoints

Primary endpoint — time-to-recovery
* Recovery rate ratio and associated confidence interval from Fine-Gray model

* Stratified by region and severity
* Covariants included age and sex

Two key secondary endpoints
* Day 14 clinical status by 8-point ordinal scale

» 28-day all cause mortality

Data analysis
* Modified intent-to-treat population.

L .
ACTIV-1 IM :
é for Advancing
Randomized Master Protocol for % Translational Sclences 5
Immune Modulaters for Treating COVID-19 \h




/i

Participant characteristics

Baseline Characteristics Infliximab Abatacept
Agent n =517 Placebon=516 | Agentn=509 Placebon =510

Age, mean (SD) 54.7 (14.9) 54.9 (14.7) 54.7 (14.6) 54.9 (14.7)
Male sex, n (%) 62.9% 57.8% 63.1% 57.8%
Race / Ethnicity, n (%)

=  White 61.7% 64.5% 62.5% 63.1%

= Black or African American 14.9% 13.2% 13.8% 13.7%

= Hispanic or Latino 48.7% 48.4% 42.0% 46.3%
Symptom duration, Mean days (SD) -9.9 (4.4) -9.9 (5.61) 9.2 (4.22) -9.9 (5.58)
BMI, Kg/m?, M (SD) 32.1(8.0) 32.7 (8.1) 32.6 (8.2) 32.7 (8.2)
Comorbidities, n/N (%)

=  Hypertension 40.0% 40.5% 41.8% 41.2%

*  QObesity (>= 30 kg/m?) 52.9% 59.6% 57.1% 60.0%

= Diabetes Mellitus 26.7% 27.9% 28.7% 27.6%

= Cardiovascular disease 10.4% 7.9% 9.6% 8.4%
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Participant characteristics (cont.)

Baseline Characteristics Infliximab Abatacept
Agent n =517 Placebon =516 Agent n =509 Placebo n =510

Concomitant Medication

e Remdesivir (day 1 —day 5) 94.0% 94.8% 95.1% 94.3%

e Corticosteroid (day 1 — day 5) 90.5% 93.4% 90.2% 93.5%
Ordinal scale at baseline
ﬁ - Hospitalized, not requiring 4.1% 3.7% 4.5% 3.5%
supplemental oxygen, ongoing care
4 - Hospitalized, supplemental oxygen 51.8% 52.3% 52.3% 52.9%
3- Hospitalized, noninvasive 32.9% 33.7% 34.0% 33.5%
ventilation or high-flow oxygen
2 - Hospitalized, IMV or ECMO 11.2% 10.3% 9.2% 10.0%
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ACTIV-1: Results for Infliximab vs Placebo in
Hospitalized COVID-19

* Primary endpoint or time to recovery did not meet statistical significance, but there
was a trend toward improvement

* 32% higher odds of improvement in clinical status at Day 14 (according to ordinal
scale) with infliximab vs placebo.

* 41% lower odds of dying by Day 28 with infliximab vs placebo.

e e
mﬁf;aa:yt'errlzggﬁ;o;:‘; 1.13 (0.99-1.29) 0.063
Clinical Status, Day 14 n/a n/a 1.32 (1.05-1.66)

28-Day mortality 10.1% 14.5% 0.59 (0.39-0.90)

**60-Day mortality 12.6% 16.5% 0.68 (0.46-1.00)

*Rate ratio for time to recovery endpoints, Odds Ratio for clinical status and mortality.
**60-Day mortality was done as part of safety data and not a key secondary outcome
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Infliximab: Cumulative incidence of time to death

Cumubative Incidence Rate (%o)
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Randomized Treatment Shared Placebo Infliximab
At Risk

Shared Placebo 5316 5315 492 462 443 20
Infliximab 517 A1 500 476 450 141
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Secondary Infections Infliximab Placebo
n=516 n=517

* No statistically significant difference Any secondary infection/Superinfection 15.3% 14.0%
in serious adverse events, or grade Eoniikmed Dy | Sl

3 & 4 adverse events was found Probable 10.6% 8.9%

; Any bacterial 13.7% 10.7%

Bacterial pneumonia 9.5% 7.0%

* Relative number of secondary Bloodstream infections 3.3% 2.9%
infections for infliximab was similar Tuberculosis 0.2%  0.0%

t | b Any fungal 2.7% 4.5%

o [placeo s, Invasive candidiasis 0.8% 1.0%
Mold infection (Aspergillus species, 0.4% 0.4%

mucormycosis or other)
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ACTIV-1: Results for Abatacept vs Placebo
in Hospitalized COVID-19

* Primary endpoint of time to recovery was not statistically significant, but
there was a trend toward improvement with abatacept

* 38% lower odds of dying by Day 28 with abatacept vs placebo.

Rate Ratio for Recovery or

OR* (95% Cl) AU

Abatacept Placebo

Median time to recovery

(primary endpoint), Days 9 9 1.14 (1.00-1.29) 0.057
Clinical Status, Day 14 n/a n/a 1.19 (0.94-1.50)
28-Day mortality 11.0% 15.1% 0.62 (0.41-0.94)
**60-Day mortality 14.5% 17.1% 0.74 (0.50-1.08)

*Rate ratio for time to recovery endpoints, Odds Ratio for clinical status and mortality.
**60-Day mortality performed as part of safety data and not a key secondary outcome
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Forest Plot of 28-Day Mortality
Abatacept vs Placebo

Patients on low-flow oxygen,
high-flow oxygen, or
noninvasive ventilation had
the greatest benefit

Stronger benefit for:
e >65
* Diabetes
e HTN

* Patients with CRP > 75mg/L
were more likely to benefit

Randomized Master Protocol for
Immune Modulaters for Treating COVID-19

ACTIV-1 IM
N

Group

Owerall
Age
ol
4064
»=65
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hale
Female
Eace
1|:\r| IT:I"
Elack/# frican &merican
Asian
Other
Baseline 8-point Ordinal Scale
2
3
45
Geographic Region
s
Latin & merica
Hypertension
Yeg
Ha
Obesity
Yes
Hao
Diabetes
Tes

Ko

Remdesw i Use between Day 1 and Day 5

Tes

Ho

Steroid Use between Day 1 and Day 5

Tes

Hao
Baseline CRP

<=75mp/L

*>TomglL

Abatacept n/N
(%a)

SEA09 (11.05)

557 (5.79%)

11/289 (10.7%)
201135 (15.0%)

30521 (121%)
177188 (2.0%)

364318 (11.3%)
&ITO (B.696)
4116 (25.086)
TITT (2.1%)

13/47 (40.4%)
29173 (16.6%)

28D (28%)
330340 (9. 7%)
25169 (15.6%)
240215 (11.%%)
120296 (10.85%)

2ZET (10.1%)
264216 (1205)

154146 (1003%:)

4163 (11.35)

524484 (10079)
25 (16.008)

53459 (11.5%)

TS0 (6.0%)

250239 (10.5%)
214205 (10.2%)

Shared
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(%)

THE10(15.1%)

ATE (3.8
ASS296 (11.68%)
INL36 (25.7%)

CAS295 (18.5%)
23215 (10.79)

S1E2Z(15.8%)
870 (11.4%)
316 (18.8%)

1377 (16.99)
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350253 (11.7%)
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47210 (22.4%)
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Secondary Infections Abatacept Placebo

There is no statistically significant n=509  n=510
difference in serious adverse events. or Any secondary infection/Superinfection 16.1% 14.3%
g 2 g ’ Confirmed 5.9% 5.3%
graae 3 4 adverse events. Probable 10.2% 9.0%
Any bacterial 13.4% 10.8%
Slightly higher bacterial infections Bacterial pneumonia 8.3% 7.1%
. . 1 1 (o) (o)
reported, although similar rates of Bloodstream infections 2.8% 3.1%
) N ) ) Any fungal 3.3% 4.7%
confirmed (culture positive) infections Invasive candidiasis 0.6% 1.0%
were found. Mold infection (Aspergillus species, 0.2% 0.4%

mucormycosis or other)
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Conclusions

* We found substantial benefit of 28-day all cause mortality for both infliximab and
abatacept.

* Our findings show similar results compared to other immunomodulators. Baricitinib
(COV-BARRIER) and tocilizumab (RECOVERY) each demonstrated a ~4% absolute
reduction in 28-day mortality when added to standard of care.

* Subgroup analysis demonstrated benefit for participants on low-flow oxygen
(moderate disease).

* Enrichment of the mortality benefit was found for participants with elevated CRP
(>75mg/L).
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Greatest Appreciation

Thank you to the nearly 2000 participants,
their families and loved ones.
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Forest plot for 28-
day mortality for
infliximab vs placebo
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Group

Owverall
Age
<d
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=65
Sex
hiala
Female
Race
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Elaclk/s frican &merican
Asian
Other
Baseline 8-point Ordinal Scale

2
q

455
Geographic Region
s
Latin & merica
Hypertension
Yes
Ma
Obesity
Yes
Ha
Diabetes
Yes
Ho
Remdesivir Use between Day 1 and Day 5
Yes
Ha
Steroid Use between Day 1 and Day 5
Tes
Ha
Baseline CRFP
<=75 mg/L
=75 mgil

Infliximab
N (%)

52517 (10.1%)

7/94 (7.4%)
19/280 (6.89%)
260143 (18 2%)

35/325 (10.8%)
17/192 (8.9%)
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Summary of primary and secondary outcomes

Infliximab Abatacept
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