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Wild aquatic birds are natural reservoirs

Spillover into mammals (terrestrial and aquatic
mesocarnivores, peridomesticated species)

» Outbreaks in dairy cow (2024-ongoing)
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J\ Influenza Pandemic Risk Assessment
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« 130 human infections worldwide (2020- September 2025) '5 ‘

* Novel D1.1 genotype responsible for severe and lethal cases

« Mammalian host adaptive signatures present U.S. CENTERS FOR DISEASE

CONTROL AND PREVENTION

* Asingle mutation in H5 hemagglutinin is sufficient to switch specificity

from avian to human receptors (Lin et al. Science 2024) Influenza Risk

Assessment Tool (IRAT)

« Limited cross-clade reactivity of available vaccines
» Sanofi Pasteur: A/Vietnam/1194/2004 (clade 1)
» GSK: Allndonesia/05/2005 (clade 2.1)
» CSL Seqirus: AITurkey/1/2005 (clade 2.2.1)

g2, World Health
“Q ,ﬁy Organization

LL((g

Tool for Influenza Pandemic
Risk Assessment (TIPRA)

 Antivirals: last line of defense and countermeasures

httpS://WWW, CdC.gOV Finding cures. Saving children
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J\ Direct-acting Antivirals: limitations
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Reseach Hospia against A(H5N1) infection in mice
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Available antivirals except baloxavir fail to control lethal A(H5N1) infection

Andreev et al. (data unpublished)
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J\ CD388: Novel Dual-Targeting Antiviral
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NASDAQ: CDTX

CD388 is a Drug-Fc-Conjugate (DFC) Zanamiyir dimer
that arrays multiple copies of zanamivir,
the active ingredient of FDA-approved
influenza drug Relenza®, on a clinically
validated human antibody fragment
engineered for extended half-life

CcD388

Flexible
linker

The multivalent
presentation

of zanamivir on
CD388 significantly
enhances its activity

CD388: Non-Vaccine Preventative of

seasonal influenza infections
» Successfully completed Phase 2b NAVIGATE Trial
« 76% efficacy at the highest dose (450 mg)

Fc

Goals and Objectives:

To evaluate in vivo efficacy of CD388 pre-exposure
prophylaxis against highly pathogenic A(H5N1) infection

See Nature Microbiology manuscript: https://doi.org/10.1038/s41564-025-01955-3 Finding cures. Saving children
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St,,udemens Preclinical Study Design
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CD388 Protects 100% Ferrets from Lethal
A(H5N1) challenge

Control (non-treated, infected) animals:
« exhibited rapid weight loss
* reached humane endpoints by 4-8 dpi

CD388 at:
* 1mg/kg protected 25% of ferrets;
» 3 mg/kg protected 75% of ferrets
« 210 mg/kg protected 100% of ferrets

CD388-treated animals exhibited less
weight loss vs. Control
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< BXA4 mgl/kg
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Al CD388 Alleviates Clinical Symptoms of
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4 — A4 - Moribund, Immobile and/or neuroinvolvement
A3 - Neither alert nor playful when stimulated

A2 - Alert, but not playful when stimulated o ContrOI an|ma|s

A1 - Alert, but not playful until stimulated . .

AO - Alert, playful * neurological symptoms (ataxia, tremor,
seizures, hind limb paresis

« Clinical/alertness score reached =3 by 5-7 dpi
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2 CD388 Reduces Virus Shedding in
Reocarch Hospa A(HS5N1)-Infected Ferrets
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 \irus present in nasal washes (3-7 dpl, 103-10° TCID50/m L) NA - not applicable, no surviving animals at

these time points

« CD388 at:;
« 2 3 mg/kg reduced nasal wash titers by 7 dpi
« 23 mg/kg has cleared out the virus from the upper respiratory tract completely by 9 dpi




J\ CD388 Prevents Systemic Spread of
Reocuch Bospia A(HB5N1) infection in Ferrets
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J;? Conclusions
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« Asingle prophylactic dose of CD388 at 23 mg/kg fully protected ferrets
from lethal infection with bovine-origin influenza A(H5N1) virus.

« CD388 significantly reduced viral replication in upper and lower
respiratory tracts

« CD388 prevented A(H5N1) neuroinvasion, viremia and systemic spread.

FUTURE OBJECTIVES:

. Phenotypic screening on a panel of recent D1.1-D1.3 genotypes

. Evaluate the emergence of drug-resistant variants

. Evaluate the delayed treatment of CD388 to prevented A(H5N1) infection




J\ Acknowledgments

St. Jude Children’s
Research Hospital
ALSAC + Danny Thomas, Founder

« Jeremy Jones, PhD Therapeutics

« Ahmed Kandeil, PhD

» Patrick Seiler

« Thomas Fabrizio, PhD

* Elena Govorkova, MD, PhD
* Richard Webby, PhD

* Les Tari, PhD
e Corrina Pavetto
* Voon Ong, PhD

Funding:

NIAID NIH, Contract 75N93021C00016
ALSAC

o
. o
St. Jude Children’s
. 00O
Research Hospital - og'e (| DA
o

Finding cures. Saving children.

CENTERS OF EXCELLENCE FOR
INFLUENZA RESEARCH AND RESPONSE

S22
CEIRR
@




	Slide Number 1
	Slide Number 2
	Slide Number 3
	Slide Number 4
	Slide Number 5
	Slide Number 6
	Slide Number 7
	Slide Number 8
	Slide Number 9
	Slide Number 10
	Slide Number 11
	Slide Number 12
	Slide Number 13

