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ABSTRACT INTREPID Alliance Antiviral Landscape*

The INTREPID Alliance is a non-profit consortium of eight pharmaceutical companies and affiliates dedicated to accelerating antiviral research and Overview of ongoing preclinical and clinical phase antivirals across 14 viral families.
development for current and future pandemic viral threats. Using Airfinity database and other information sources, INTREPID monitors publicly available This poster presentation will focus on those with primarily vector/contact-mediated transmission.
data on antiviral R&D for the selected WHO-listed viruses with the greatest pandemic potential. These include 9 viral families primarily transmitted via
vectors or direct contact that continue expanding globally. Our analysis focused on direct-acting antivirals includes small molecules, peptides, and RNA- - Prec“nica:’(‘j;:)se '“d‘°at‘°"f;::ica”3g) - e '"d‘°a*‘°"‘"§inical(16)
based therapies, but excludes antibodies, vaccines, and host-targeted therapies, across these 9 viral families. As of June 23, 2025, deep gaps exist in the Adenoviicas X ~ Huadeno A-G (1 wonavrigae* fn () Loy
number of both preclinical and clinical stage antiviral compounds for all 9 viral families; there are only 10 clinical and 25 preclinical phase compounds. In o ersone v 25 — T
the clinical space, the majority are existing approved or investigational compounds (6/10) currently explored for potential indication expansions; these . Seasonsl Cov () e - X Mo ()
mostly target viral replication (5/6). Novel compounds (4/10) in early clinical development are limited to only 3 of 9 viral families (Filo-, Flavi-, Poxviridae); e E—— rlevivineee fgeffggfeevg)“) e ®
these target viral entry (3) or protease (1). Among the 25 preclinical compounds, 6 are approved or investigational antivirals under exploratory evaluation Paramyxoviridae | (eotee (1) X Hantaviridae X X
for potential indication expansions and all are replication inhibitors. Of the 19 novel antivirals having only preclinical data, most are replication inhibitors L e oo @ enevindas X | rmean Zeneohem fver
(14/19). Flavi- and Poxviridae have the most preclinical compounds (6 and 7, respectively), while 4 of 9 viral families have none (Filo-, Hanta-, Nairo-, - g *Rrinovis (1) R L X
Peribunyaviridae). In view of the lengthy time needed for antiviral drug development (~10 years) and expected attrition, the number of compounds found in T ek

X = absence of preclinical or clinical phase antivirals Poxviridae * Mpox (8) e (Cther (2)

our analyses are clearly inadequate. Urgent attention must be given to research, policy, and funding priorities to mitigate the risk of emerging and future
pandemic viral threats impacting the global population.
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INTRODUCTION Vector/Contact-Mediated Transmission: Clinical Phase and Approved Vector/Contact-Mediated Transmission: Preclinical
The majority of clinical antiviral R&D activity targets viral replication (10 of 16 viral disease indications) * The majority of preclinical antiviral R&D activity targets viral replication (31 of 39 ongoing evaluations)*
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Catalyze fu nding for antiviral R&D SrTSY Severe feveruih frombocyiopenia syndfome virs. * 19 distinct preclinical antiviral compounds are under evaluation
*  Three compounds have regulatory approval for viral families with primarily vector/contact mediated transmission. * The majority (14/19) are replication inhibitors
«  Clinical phase replication and assembly-release inhibitors are all approved or investigational antivirals with ongoing evaluation for a viral disease indication expansion. * 6 distinct replication inhibitors, investigational or approved, are in preclinical exploratory studies

* Clinical phase entry inhibitors consist of only investigational (unapproved) compounds

METHODS (1)

Vector/Contact-Mediated Transmission: Clinical Stage of Development Vector/Contact-Mediated Transmission: Preclinical Stage of Development
Derived from the Airfinity* database, the INTREPID Alliance Antiviral Landscape includes compounds Clinical antiviral R&D activity span the stages of clinical development and regulatory approval status (N=16)* Significant gaps in Preclinical Antiviral R&D
selected based on publicly available sources using objective, scientific criteria. The review is 11 of 16 clinical phase activities are with either approved compounds (n=3) or potential indication expansions (n=8); 4 of 9 viral families have no preclinical activity; Limited preclinical activity is ongoing with approved or clinical phase compounds.
conducted at arm’s length from commercial influence of our member companies. The remaining 5 ongoing activity is primarily Phase 1 studies and only within 3 of 9 viral families. The number of compounds, including potential candidates, is insufficient to address the unmet need and account for attrition.
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Emerging information is reviewed, and the Antiviral Landscape is updated on the INTREPID Alliance As of June 2025: Number of compounds in ongoing development Aena(n=1)  Filo(n=3)  Flavi(n=s)  Hanta(n=)  Nairo(n=1) Perbunya(n=0) Phenui(n=2)  Pox(n=2) Toga(n=0)
website on a semi-annual basis. Inv AV — IE: ongoing evaluation with an unapproved antiviral for different indication from advanced clinical trial;

App AV — IE: ongoing evaluation with an antiviral already approved for a different virus disease indication. Viral Famlly ('VI rldae)

* As of June, 2025; Number of compounds in ongoing development;
Inv AV — |IE: ongoing evaluation with an unapproved antiviral for different indication from advanced clinical trial;
App AV - IE: ongoing evaluation with an antiviral already approved for a different virus disease indication.

*Airfinity https://www.airfinity.com/. Now 14 viral families to align with updated World Health Organization (WHQO) Pathogens Prioritization report from June 2024.
MOA: mechanism of action; SAD/MAD: Single Ascending Dose/Multiple Ascending Dose; FIH: first-in-human.

Vector/Contact Mediated-Transmission: Clinical Phase Mechanisms of Action
The MOA for the majority of clinical phase and approved compound target viral replication (N=10 of 16)*

METHODS (")- Preclinical Compounds 6 of 9 viral families have no ongoing clinical activity; Vector/Contact-Mediated Transmission: Preclinical Mechanisms of Action

Limited clinical evaluations for indication expansions with approved or clinical phase compounds. The mechanisms of action for the majority of preclinical phase compounds target viral replication (N=30 of 39)*
Cateaories aenerallv alian with movement of a compound across the stages of drua discover . Approv_ed (n=3) or Ongc_:ing (n=13_) 15 of 24 preclinical compound evaluations are with replication inhibitors;
g g y alig P g g y- Evaluations by Mechanism of Action All 15 preclinical exploratory evaluations for indication expansions with approved or clinical phase compounds are replication inhibitors.
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* Preclinical Compounds with only preclinical data and no clinical data designated as: Phase 1-3 Investigational (n=6) Preclinical (No clinical or human exposure data) (n=24) Preclinical Exploratory (n=15)

 Hit — high-throughput or compound library screening hit, initial antiviral activity requiring significant optimization. Limited ’ . B Entry (n=4) 14
or no in vitro data available supporting antiviral mechanism of action (MOA). " . B Protease (n=0)
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activity against a different virus from the Investigational/Approved antiviral indication, including: D aem()  Flo@  Faw(  Hema() Naro(l) Pembmya) Phemui(l)  Pox()  Toga()
* Approved Antiviral-Indication Expansion (AppAV-IE) — antiviral approved for one or more viral disease indications. Viral Family (-viridae) Stage of Preclinical Development
* Investigational Antiviral-Indication Expansion (InvAV-IE) — antiviral in clinical development, not yet approved.
*As of June 2025; Nu.mber of co_mppunds in ongoing clinical development or * As of June 2025; Number of compounds in ongoing development;
approved for a viral disease indication. Inv AV — |E: ongoing evaluation with an unapproved antiviral for different indication from advanced clinical trial;

ADME: absorption, distribution, metabolism, and excretion; PK: pharmacokinetic; IND: Investigational New Drug.

App AV - IE: ongoing evaluation with an antiviral already approved for a different virus disease indication.

Disclaimer

The INTREPID Alliance is a not-for-profit consortium of innovative biopharmaceutical companies committed to accelerating antiviral
research, aiming to ensure that we have a stronger pipeline and are better prepared for future pandemics.

Summary of Antiviral Landscape for Viral Infections with Vector/Contact-Mediated Transmission

- Significant gaps exist in the preclinical and clinical phase R&D efforts across 9 viral families with primarily vector/contact

As part of our efforts, the INTREPID Alliance maintains and publishes a centralized list of promising investigational candidate compounds,

with the purpose of knowledge-sharing and to support better pandemic preparedness. These compounds have been selected based on mediated transmission

objective, scientific criteria, using publicly available sources, and at arm’s length from commercial influence of our member companies. _ . .

See criteria listed in the report “Antiviral Clinical Development Landscape and Promising Clinical Compounds.” The designation of certain ° Cllnlcal Phase ACtIVIty

compounds as promising is based upon currently available information, and exclusively upon an assessment against these criteria. . : I : fA /i : t Al : : ' : : :
“Promising’ is not a promofional claim. Candidate compounds have not been assessed by requlatory authoriies to be safe and eficacious 6 of 9 viral families have no ongoing clinical activity and most ongoing clinical evaluations are for potential indication expansions
for the treatment of disease in humans. Our content is designed to be factual, informative, and non-commercial. It is not designed or o Unapproved investigational compou nds are primar”y Phase 1 and only include 3 of 8 viral families

intended to advertise or promote any pharmaceutical product or therapy or to advance the commercial interests of any company.

* Preclinical Phase Activity
* 4 of 9 viral families have no preclinical activity
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