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Recommendations:
EC50 < 1uM; EC90 < 10uM; CC50 > 100x EC50

Primary screen 
SARS-CoV-2 phenotypic assay Cytotoxicity in screening cell line

ANTIVIRAL ASSAYS

Secondary screen
SARS-CoV2 viral load human cells

Cytotoxicity in secondary screening 
cell line

Recommendations:
Log reduction >1 at EC90 from screening assay; 
Log reduction > 2 at highest concentration; CC50 > 100x Log-2 value

ANTIVIRAL PANDEMIC RESPONSE MODE

API scale-up 
(if necessary)

Formulation 
(if necessary)

Additional required 
DMPC/safety studies

CMC AND OTHER

Safety supports clinical development

SARS-CoV-2 viral load and tox in HAEs

Target identification (if unknown)

Target specific biochemical assays 
(pol, protease, etc.)

Resistance selection and profiling

Expanded antiviral profiling (MERS, 
SARS, other coronaviruses)

Two-drug combination testing 
(additivity, synergy, antagonism)

Efficacy in SARS-CoV-2 
pharmacology model

NON-GATING STUDIES
To be run in parallel to screening 
funnel on confirmed hits for use in 

prioritization (integrated into screening 
funnel when exiting pandemic mode)

Rodent and non-rodent 
PO/IV PK

Plasma protein binding Human PK projection

Acute toxicity DDI Gene tox

PK AND RELATED ASSAYS

SAFETY STUDIES

PK modeling supports clinical efficacy
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Supplemental Figure 1.  Detailed blueprint for pandemic response mode for antivirals for COVID-19. Related to 
Figure 3, and “blueprint for antivirals”.
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dsTarget identification (if unknown)

Expanded antiviral profiling (MERS, 
SARS, other coronaviruses)

Two-drug combination testing 
(additivity, synergy, antagonism)

TARGET/PATHWAY SPECIFIC ASSAYS

IMMUNOMODULATOR PANDEMIC RESPONSE MODE

NHP model to demonstrate efficacy on appropriate SARS-CoV-2 induced pathology

PRECLINICAL PHARMACOLOGY STUDY

Clinical evidence of pathway association with severity of disease; genetic association 
with severity of disease; other significant implication of target or pathway in disease

TARGET VALIDATION

Criteria to be defined

Primary biochemical/
cell-based assay

Cell-based secondary assay/ 
orthogonal cellular assay

Target-/pathway-specific 
preclinical pharmacology model

Criteria to be defined

API scale-up 
(if necessary)

Formulation 
(if necessary)

Additional required 
DMPC/safety studies

CMC AND OTHER

PK modeling supports clinical efficacy

Safety supports clinical development

Rodent and non-rodent 
PO/IV PK

Plasma protein binding Human PK projection

PK AND RELATED ASSAYS

Acute toxicity DDI Gene tox
SAFETY STUDIES

NON-GATING STUDIES
To be run in parallel to screening 
funnel on confirmed hits for use in 

prioritization (integrated into screening 
funnel when exiting pandemic mode)

Supplemental Figure 2.  Detailed blueprint for pandemic response mode for immunomodulators for COVID-19. 
Related to Figure 3 and “Blueprint for immunomodulators”.



D
at

a 
lik

el
y 

al
re

ad
y 

av
ai

la
bl

e 
fo

r r
ep

ur
po

se
d 

co
m

po
un

ds

NHP model to demonstrate efficacy on appropriate SARS-CoV-2 induced pathology

PRECLINICAL PHARMACOLOGY STUDY

Clinical evidence of pathway association with severity of disease; genetic association 
with severity of disease; other significant implication of target or pathway in disease

TARGET VALIDATION

Criteria to be defined

Criteria to be defined

API scale-up 
(if necessary)

Formulation 
(if necessary)

Additional required 
DMPC/safety studies

CMC AND OTHER

PK modeling supports clinical efficacy

Safety supports clinical development

Rodent and non-rodent 
PO/IV PK

Plasma protein binding Human PK projection

PK AND RELATED ASSAYS

Acute toxicity DDI Gene tox

SAFETY STUDIES

Target identification (if unknown)

Demonstrate either superior efficacy 
and safety or equivalent efficacy and 

improved safety compared with 
existing agents.

Expanded  profiling (MERS, SARS, 
other coronaviruses) (e.g. MASP2 

serine protease inhibitors can block 
viral entry (TMPRSS2), complement 
activation in addition to coagulation 

factors. ACE2-CoV-2 mouse model if 
active in vitro.

Potential for drug interactions with 
anti-complement, antibiotics, antivirals, 

immunomodulators

PANDEMIC RESPONSE MODE FOR ADDITIONAL THERAPEUTIC PROFILES

TARGET/PATHWAY SPECIFIC ASSAYS
Primary biochemical, enzyme inhibition e.g. 

MASP-2, Serine Proteases, specific Coag factors 
Assays to differentiate platelet targets, or 

coagulation pathway targets (extrinsic, intrinsic, 
common pathways)

NON-GATING STUDIES
To be run in parallel to screening 
funnel on confirmed hits for use in 

prioritization (integrated into screening 
funnel when exiting pandemic mode)

Supplemental Figure 3.  Detailed blueprint for pandemic response mode for additional therapeutic pro�les for 
COVID-19.  Related to Additional Therapeutic Pro�le.


