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D i s c l o s u re s

Current employee and stockholder of Cidara Therapeutics, Inc.
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I n f l u e n za  C a u s e s  U n a c c e p ta b l e  H i g h  L e v e l s  o f  D i s e a s e  B u rd e n

https://www.cdc.gov/flu/about/burden/index.html
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I n f l u e n za  D r u g s  fo r  t h e  Tre a t m e n t  a n d  P re v e n t i o n  o f  I n f l u e n za
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I n f l u e n za  D r u g s  fo r  t h e  Tre a t m e n t  a n d  P re v e n t i o n  o f  I n f l u e n za

Anti-influenza mAbs are not FDA-approved, but currently in Clinical Development
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C D 3 8 8  i s  i n  C l i n i c a l  D e v e l o p m e n t *  f o r  t h e  P r e v e n t i o n  o f  I n f l u e n z a  

* Phase 1: NCT05285137 and Phase 2a: NCT05523089

C D 3 8 8  d e v e l o p m e n t  u n d e r  e x c l u s i v e ,  w o r l d w i d e  l i c e n s e  w i t h  J a n s s e n  P h a r m a c e u t i c a l

Multivalent 
presentation of a 

novel, dimeric NAI

Fc fragment is engineered 
for PK extension
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W hy  Wa s  a  N A I  S e l e c t e d  fo r  t h e  D e s i g n  o f  C D 3 8 8 ?

NA is essential for viral replication cycle

Positive correlation of anti-NA titers with protection against influenza1

 Low frequency of NAIR variants observed clinically (<1%)2

NA has a highly conserved active-site across influenza A and B that Small molecule 
NAIs specifically target (‘universal coverage’)

1 Maier et al. Pre-existing Ant-ineuraminidase Antibodies Are Associated With Shortened Duration of Influenza A(H1N1)pdm Virus Shedding and Illness in 
Naturally Infected Adults. Clin Infect Dis. 2020 May 23;70(11):2290-2297. PMID: 31300819; PMCID: PMC7245146; Memoli et al. Evaluation of 
Antihemagglutinin and anti-NA Antibodies as Correlates of Protection in an Influenza A/H1N1 Virus Healthy Human Challenge Model PMID: 27094330
2 Govorkova et al. Global update on the susceptibilities of human influenza viruses to neuraminidase inhibitors and the cap-dependent endonuclease inhibitor 
baloxavir, 2018-2020. Antiviral Res. 2022 Apr;200:105281. Epub 2022 Mar 12. PMID: 35292289; PMCID: PMC9254721.
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C D 3 8 8  i s  D i f fe r e n t i a t e d  f r o m  S m a l l  M o l e c u l e  N A I s  a n d  D e m o n s t r a t e s  
U n i v e r s a l  A c t i v i t y  a g a i n s t  I n f l u e n z a  A  a n d  B

C e l l - B a s e d  C y t o p a t h i c  E f f e c t  A s s a y s
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C D 3 8 8  i s  D i f fe r e n t i a t e d  f r o m  S m a l l  M o l e c u l e  N A I s  a n d  D e m o n s t r a t e s  
U n i v e r s a l  A c t i v i t y  a g a i n s t  I n f l u e n z a  A  a n d  B

C e l l - B a s e d  C y t o p a t h i c  E f f e c t  A s s a y s

CD388 administered as a single dose at 1 mg/kg or lower conferred full protection against 
numerous NAI-sensitive influenza A and B viruses in lethal mouse models 
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W h a t  i s  t h e  Re s i s ta n c e  Po t e n t i a l  o f  C D 3 8 8 ?
C D 3 8 8  S e r i a l  P a s s a g e  M e t h o d o l o g i e s :  S t a t i c ,  s u b - i n h i b i t o r y  a n d  d o s e - e s c a l a t i n g
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C D 3 8 8 - S e l e c t e d  Va r i a n t s  We re  I d e n t i f i e d  a t  Po s i t i o n  2 4 6  i n  N A  

NA monomer with ZAN PDB:3TI5

Z A N  i n t e r a c t i o n  w i t h  N A  f r o m  A / H 1 N 1

Residue 246

Zanamivir
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C D 3 8 8 - S e l e c t e d  Va r i a n t s  Re m a i n  S u s c e p t i b l e  t o  C D 3 8 8  

1AA numbering based on N2

C r o s s - r e s i s t a n c e  i n  C e l l - B a s e d  P l a q u e  R e d u c t i o n  A s s a y s

Influenza virus NA 
geno-
type

CD388 OST ZAN

EC50 
[nM]

Fold-
change

EC50 
[nM]

Fold-
change

EC50 
[nM]

Fold-
change

A/WSN/1933 (H1N1), p0 S2461 0.09 --- 80.1 --- 6.88 ---

A/WSN/1933 (H1N1), p10 S246R 0.23 2.6 50.0 0.6 9.77 1.5

A/Victoria/3/75 (H3N2), p0 A246 1.65 --- 1.80 --- 6.09 ---

A/Victoria/3/75 (H3N2), p10 A246V 4.58 2.8 9.02 5 58.7 11
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I s  C D 3 8 8  A c t i v e  a ga i n s t  N A I R Va r i a n t s ?
N A  i n h i b i t i o n  A s s a y s
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C D 3 8 8  Re ta i n s  Po t e n c y  a ga i n s t  N A I R Va r i a n t s

Source: IRR, Cat#FR-1755 CoA 70037427 NI=Normal inhibition (<10-fold vs influenza A virus (IAV)/<5-fold vs influenza B virus (IBV) above NI), RI = reduced 
inhibition (10 - 100-fold vs IAV/5 - 50-fold vs IBV above NI), HRI = highly reduced inhibition (>100-fold vs IAV/>50-fold vs IBV above NI) 

N A  I n h i b i t i o n  A s s a y s

Influenza virus NA 
geno-
type

CD388 OST ZAN
IC50 

[nM]
Fold-

change
IC50 

[nM]
Fold-

change
IC50 

[nM]
Fold-

change

A/Illinois/45/2019 (H1N1) H275 1.30 --- 0.33 --- 0.19 ---

A/Alabama/03/2020 (H1N1) H275Y 0.98 1 426.8 1304 0.16 1

B/Laos/0080/2016 H134 7.44 --- 33.35 --- 2.61 ---

B/Laos/0654/2016 H134N 4.66 1 171.8 5 310.8 119
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Z A N  i s  P ro t e c t i v e  a ga i n s t  Z A N S S t ra i n  i n  L e t h a l  M o u s e  M o d e l
Z A N  d o s e d  I N  s t a r t i n g  t + 2 h  p o s t - i n f e c t i o n  ( Q D  x  5 )



20

Z A N  h a s  1 0 x  Re d u c e d  Ef f i c a c y  a g a i n s t  a  Z A N R Va r i a n t  i n  L e t h a l  M o u s e  
M o d e l

Z A N  d o s e d  I N  s t a r t i n g  t + 2 h  p o s t - i n f e c t i o n  ( Q D  x  5 )
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C D 3 8 8  D e m o n s t r a t e s  Ef f i c a c y  w i t h  S i n g l e ,  L o w  D o s e  a g a i n s t  Z A N S 
S t r a i n  i n  L e t h a l  M o u s e  M o d e l

S i n g l e  I M  d o s e  a t  t + 2 h  p o s t - i n f e c t i o n
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C D 3 8 8  D e m o n s t r a t e s  U n c h a n g e d  Ef f i c a c y  a g a i n s t  a  Z A N R Va r i a n t  i n  
L e t h a l  M o u s e  M o d e l

S i n g l e  I M  d o s e  a t  t + 2 h  p o s t - i n f e c t i o n
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C D 3 8 8  D e m o n s t r a t e s  U n c h a n g e d  Ef f i c a c y  a g a i n s t  Z A N R Va r i a n t  i n  
L e t h a l  M o u s e  M o d e l

S i n g l e  I M  d o s e  a t  t + 2 h  p o s t - i n f e c t i o n

CD388 Retains Activity against Multiple H275Y Variants in A/H1N1 background in Lethal 
Mouse Models (not shown)
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S u m m a r y

CD388 demonstrates universal activity against influenza A and B

CD388 demonstrates a high-barrier to resistance in serial passage experiments 
and retains potency against CD388-selected variants

CD388 retains potent activity against the CDC panel of NAIR influenza variants

CD388 protective doses in lethal mouse models are identical against NAIS and 
NAIR influenza variants



25 Phase 2a: NCT05523089
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