ACTIV Agent
Review
Cycles

ACTIV-1:
Oct 15, 2020
- Mar 5, 2022

ACTIV-2:
Aug 3, 2020 -
June 22, 2023

ACTIV-2D:
Aug 3, 2023 -
Ongoing

ACTIV-3:
Aug 4, 2020 -
June 30, 2023

ACTIV-3B:
Aug 21, 2021
- Nov 20,
2022

ACTIV-4A:;
Sep 4, 2020 -
May 31, 2023

ACTIV-4B:
Sep 7, 2020 -
Aug 5, 2021

ACTIV-4C:
Feb 9, 2021 -
June 23, 2022

ACTIV-4HT:
July 15, 2021
- Ongoing

ACTIV-5:
Oct 9, 2020 -
Feb 21, 2022

ACTIV-6:
July 21, 2021
- Ongoing

Timeline of Major ACTIV Milestones

ACTIV Start
Apr 17, 2020

Immune Modulators Wave 1 Round 12 May 2020
Immune Modulators Wave 2 Round 1 Jul 2020
Immune Modulators Wave 2 Round 2 Jul 2020
Immune Modulators Wave 2 Round 2 Follow-Up Aug 2020
Immune Modulators Wave 3 Round 1 Aug 2020
Immune Modulators Wave 3 Round 2 Sep 2020
Immune Modulators Wave 3 Round 2 Oct 2020
Immune Modulators Wave 3 Round 3 Oct 2020

Immune Modulators Wave 3 Round 4 Dec 2020

Immune Modulators Wave 3 Round 5 Jan 2021

Immune Modulators Wave 3 Round 6 Feb 2021

Antivirals Wave 2 Round 1 Jul 2020
Antivirals Wave 2 Round 2 Jul 2020
Antivirals Wave 2 Round 3 Jul 2020
Antivirals Wave 2 Round 2 Follow-Up Aug 2020
Antivirals Wave 3 Round 1 Aug 2020
Antivirals Wave 3 Round 2 Oct 2020
Antivirals Wave 3 Round 3 Dec 2020

Antivirals Wave 3 Round 4 Jan 2021

Antivirals Wave 3 Round 4 Follow-Up Feb 2021

Antivirals Wave 3 Round 5 Feb 2021

Antivirals Ad Hoc May and Jul 2021

Symptomatic / Supportive Wave 1 Round 12 May 2020
Symptomatic / Supportive Wave 2 Round 1 Jul 2020

Repurposed Wave 1 Round 1 Mar-Apr 2021

First FDA approval
Oct 1, 2020

Start of protocol drafting
Jul 2, 2020
First FDA submission Jul 6, 2020

Ad-Hoc ACTIV-3 Immunomodulator Mar 2022
Ad-Hoc ACTIV-3 Antiviral Mar 2022

Ad-Hoc ACTIV-6 Repurposed Oct 2021

End of patient enrollment
Dec 30, 2021

@ Cenicriviroc Oct 15, 2020 - Sep 3, 202 =———

[ Abatacept Oct 15, 2020 - Dec 30, 20,

21 O

NIH Guidelines adjustment for Abatacept and
Infliximab Oct 10, 2023

[ Infliximab Oct 15, 2020 - Dec 20, 2021 " ]

AN ¢

Start of protocol First FDA submission Jul 8, 2020

drafting First FDA approval Jul 17, 2020
May 11, 2020

FDA granted EUA for LY-CoV-555 Nov 9, 2020

e LY-CoV-555 Aug 19,

2020 - Feb 4, 2021

®

End of patient enrollment
Feb 28, 2022

NIH Guidelines adjustment for LY-CoV-555 Apr 8, 2021

NIH Guidelines review for LY-CoV-555 Nov 18, 2020 @

@ BRII-196 + BRII-198 Jan 5 - Jul 30, 2021

@ SNG001 (IFN-B1a) Feb 10 - Aug 18, 2021

@) Camostat Feb 16 - Apr 26, 2021

Pel)  AZD7442 (IM) Feb 17 - May 20, 2021
Oel)  AZD7442 (IV) Feb 24 - May 20, 2021

NIH Guidelines adjustment for AZD7442
outpatient Jan 5, 2022

®

O— SA\B-185 Apr 20, 2021 - Jan 20, 2022 =——

C ® BMS-986414 + BMS-986413 May 25 - Aug 12, 2021
Start of protocol drafting First FDA submission First FDA approval End of patient enrollment
Sep 21, 2021 Jan 6, 2022 Jun 9, 2022 Dec 8, 2023
@==  Shjonogi-217622 Aug 3, - ongoing )
PDMA Japan granted EUA for Ensitrelvir Feb 25, 2022
Start of protocol drafting 2020 End of patient enroliment
First FDA submission Jul 16, 2020 Dec 29, 2021
First FDA approval Jul 24, 2020
C @ LY-CoV-555Aug 4 - Feb 1, 2021
@ Brii-196/Brii-198 Dec,16 2020 - June 8, 2021 =@
@ V|R-7831 Dec,16 2020 - June 9, 2021 ==—=@
O — A7D7442 (IV) Feb 5, 2021 - Jan 28,2022 =——g

@D

Start of protocol drafting 2021

ARPin MP0240 June 11, 2021- Feb 23, 2022 ==@
@=—= Pfizer PF-07304814 Sep 15,2021 - Apr 6, 2022 =@

End of patient enrollment

First FDA submission Feb 12, 2021 May 25, 2022
First FDA approval Mar 21, 2021
[ Remdesivir Apr 21, 2021 - Nov 20, 2022 9
[ Aviptadil + Remdesivir Apr 21, 2021 - Nov 20, 2022 O

*

Start of protocol drafting
Jun 29, 2020

Pr—) Heparin Sep 4, 2020 - Jan 22, 2021

x

End of patient enrollment
Mar 30, 2023

**NIH Guidelines adjustment for Therapeutic Heparin (moderately ill) Jan 5, 2022
NIH Guidelines adjustment for Prophylactic Heparin (critically-ill) Feb 24, 2022

C P2Y12 Inhibitor Feb 26, 2021 - June 22, 2022 O

b

Start of protocol drafting
May 2020

Central IRB approval End of

Aug 2020

@ | OW-dOSE Aspirin Sep 2020 - June 2027 =———
@== Prophylactic-dose Apixaban Sep 2020 - June 202 =@
@=—= Therapeutic-dose Apixaban Sep 2020 - June 202 =g

R

First FDA submission Oct 12, 2020
First FDA approval Oct 30, 2020

w

Start of protocol drafting
Jul 4, 2020

@ (Crizanlizumab Dec 9, 2021 - Sep 23, 2022 ]
O— G T2 Inhibitors Dec 3, 2021 - Mar 30, 2023 =———()

patient enrollment
Aug 5, 2021

NIH Guidelines adjustment for Apixaban or Aspirin for outpatient Sep 26, 2022 *

w

End of patient enrollment
Jun 23, 2022

S AR

Start of protocol drafting

Oct 15, 2020 Apr 6, 2021

Yox

Start of protocol drafting  First FDA submission Sep 2, 2020
Jun 16, 2020 First FDA approval Oct 2, 2020

First FDA submission First FDA approval
May 13, 2021

Apixaban February 9, 2021 - Nov 3, 2022 O

*

End of Patient Enroliment
Sep 27,2023
@==== TXA127 (Constant) July 15, 2021 - Apr 20, 2022 =g

@===== TRV027 (Trevena) July 15, 2021 - Apr 20, 2022 =g
@ Fostamatinib (Rigel) Nov 17, 2021 - Oct 25, 2023 ")

®

End of Patient Enrollment
Feb 21, 2022

@===== Risankizumab (AbbVie) Oct 9, 2020 - July 13, 202 ==—g

NIH Guidelines review for Lenzilumab Jul 8, 2021

@====| enzilumab (Humanigen) Oct 9, 2020 - Jan 2022

[ Danicopan Oct 9, 2020 - Feb 21, 2022 O

)<

Start of protocol drafting First FDA submissio

Jan 4, 2021

Supplemental Figure 1. Timeline of Major ACTIV Milestones
This figure details the timelines for the agent review cycles by the ACTIV TX-Clin WG and the development, regulatory approval, launch, agent conduct, Emergency Use Authorization (EUA), and NIH
Guidelines incorporation for all of the ACTIV trials and the agents tested within them. Understanding the timelines for these events for ACTIV should place in context some of the recommendations that are
provided by the ACTIV TX-Clin WG both in this report and others about the ACTIV efforts. Within the timeline, EUA approvals of agents are shown with green stars, and NIH Guideline incorporations of data
from agents on the ACTIV trials are shown with gold stars. Blue stars indicate major overarching trial milestones, such as protocol drafting and primary regulatory review at the FDA. Dark blue lines and dots
indicate the beginning and the end of testing each agent within a particular ACTIV master protocol.

First FDA approval Apr 21, 2021

@ —|yermectin (INngenus) June 23, 2021 - July 22, 2022 =e———

n Apr 1, 2021

NIH Guidelines adjustment for Ivermectin
Mar 6, 2023

®

[ ® Fluticasone (GSK) Aug 10, 2021- Feb 12, 2022 NIH Guidelines review for Fluticasone Jul 21, 2023 *

@ F|luvOxamine (Apotex) Aug 6, 2021 - May 27, 2022 =g NIH Guidelines adjustment for Fluvoxamine Dec 2023 *

Montelukast Jan 27, 2023 - June 23, 2023 @ o

>

Metformin Sep 2023 - Ongoing



	Slide Number 1
	Slide Number 2



