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potent influenza A PB2 inhibitor for potential triple route
(oral, inhalation, V) treatment
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Forward Looking Statements

This presentation contains forward-looking statements within the meaning of the Private
Securitied.itigationReformAct of 1995 Forwardlookingstatementsare prefacedby wordssuch
as "expect,” "plan," "intend," "anticipate," and similar words. Forwardlooking statementsare

basedon our current expectationsand assumptionsregardingour businessthe economyand

other future conditions Becauseforward-looking statements relate to the future, they are

subjectto inherent uncertainties,risksand changesn circumstanceghat are difficult to predict

Our actual results may differ materially from those contemplated by the forward-looking
statements for a variety of reasons Also see the risk factors contained in the Prospectus
Supplementdated April 30, 2018 and our Form10-Kfor the yearendedDecember3l, 2017. We

caution you, therefore, againstrelying on any of these forward-looking statements They are

neither statementsof historicalfact nor guaranteesor assurance®f future performance We do

not intend to nor do we undertakeanyduty to updatetheseforward-lookingstatements
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Cap Binding (PB2), Endonulcease (PA), and Polymerase (PB1)
Are Essential For Influenza Viral Replication

host pre-mRNA l
S AANAAALAAA

chimeric viral mMRNA

Polymerase

ll complex ~aorua A viral RNA
,l Translation
d I
\ :" IAAACAAA
\ Endonucleolytic / elFaE
AN cleavage / Ribosome
s K4 complex
Trimeric RNA polymerase complex
- ’v

~ -

~ -
§~~- ———’
-

BoivinS et al. J. Biol. Chem. 2010;285:2828417

C@ CR YSTA L cocrystalpharma.com




Influenza Replication Inhibitors
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Cocrystal Drug Discovery Platform Technology
For Developing Broad Spectrum Antiviral Therapeutics

Influenza PB2 crystals

@ Drug target X-ray crystals

@ Drug pocket selection

g Hit-to-lead process

g Lead optimization

Drug candidates
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Cocrystal Technology Platform Focuses on Well Validated Drug
Targets: Viral Replication Enzymes

CC31244 CG31647
Phase 2a% & Preclinical

o Lead Discovery

8 CcG42344
Preclinical

Lead Discovery
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M7GTP Binds To Influenza Cap-Binding Domain

(A) m7GTP
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PB2 m7GTP Binding Site is Highly Conserved

(B) m7GTP bindingpcket

(A) PB2 sequence comparison
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HIN1 2009 Virginia CEEESSYI {SYREEEEUE TCNEQTERER M NCHI 60
HIN1 1934 Puerto Rico GRS S § SRR i IEENR TcNEQTH UM (41 60
HINL 1918 Spanish GERESS§ SYEREEENR TCNEQTER! i~ NcR 60
H2N2 1957 Sngapare GERESSY 5 ‘] EME TCNEQTER ENE M lc { 60
H3N2 1968 Hong Kong GHRBSS$ SEREEEENR TcnEar [EREI~ NC 60
H3N2 1975 Victoria GERESS Y SPRREEENE TCNEQTER ERE{M SCKI 60
HSN1 1996 Guangdong G [_ 559l SURREEENN TCNEQTERYR EQE{~ NC 60
HS5N1 2005 Qinghai GERESS 5 5_;7+ ME TCNEQT J‘; [ERE{~ Ncal 60
H7N9 2012 Zhejang G 55 BERT s TCchEmar M JCH 60
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HINI 2009 Virginia BECSHA EANNNA .,L ) | L N 120
HINL 1934 Puerto Rico BEQSEA EANNNAMERE |c [ENE EQEE 120
HINI 1918 Spanssh BECsHA EamiyavgR} o B RN 120
H2N2 1957 Singapare DECSHA EANNMAVERS |C NP HGEE 120
HIN2 1968 Hong Kong Qs8A Ea AMBEE | C |l NP ! 120
H3N2 1975 Vitoria asllA EARBNAMERS |0 NP HORE 120
MSNL 1996 Guangdong BEQSEA EANNEAVEEE |0 AEN MHQER 120
H5N1 2005 Qinghal asiA EANERAv§R} |G ;; pnHOEE 120
H7N3G 2013 Zhejiang ! BEQSES EANNNAVER i il 120
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HIN1 2009 Virginia
HINL 1934 Puerto Rico
HINL 1918 Sparsh
H2N2 1957 Sngapore
H3N2 1968 Hong Kong
H3IN2 1575 Vitorla
H5N1 1996 Guangdong
HSN1 2008 Qinghas
H7N9 2013 Zhejiang
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Mm7GTP Binding Pocket is a Fragment Hot Spot

(A) m7GTP bindingocket (B) Fragment hits
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Crystal Structure of PB2-ssRNA Complex Determined

(1) ssRNAinding activity of PB2 (2) ssRNAinding activity of PB2
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Highly Conserved Binding Modes of PB2 Inhibitors

HIN1 Spanish 1918 H3N2 Victoria 1975
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