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Overview In vitro assays developed at Evotec/Exscientia Crystallography is providing insights on ligand binding to CD73
Proi ® Partnership to discover adenosinergic molecules for immuno-oncology therapeutics established between Exscientia and
roject concept Evotec
le high quali lue in i - | SPR screening assay with A,,R bound to the CHIP allows Ex vivo functional assay on human or mouse .
Strategy o Creat.e. patethab e. .Ig quality assets and value in immuno-oncology valuation of ?ragmeynts o céAmpounds CD3* T colls y X—Ray crystal structure of literature Compound (from GSK), located away
Target class ® Specific or bi-specific molecules 0 S EEE——— from the adenosine pocket
Proiect status @ pre-development candidate identified for A,,R inhibitor: Best-in-class A2A RECEPTOR e CD73 o Ay CD3* T-cells |
J ® Lead candidate identified for CD73: First-in-class ‘ — Optimised assay - Optimised assay @cm: OR CADO ® X-Ray Crystallography IS fU”y enabled for CD73
Primary indication @ Combination with immune checkpoint therapies for non responder patients o ’ Azg R ’ A3O N woe*CD/CD28 coated beads ® The protein can exist in open and closed conformations
-, — Optimised assay - Optimised assay _ . .
Administration @ Oral administration s (@W@ cAL 4ghrs ® Multiple structures have been obtained for the series under
Biomarker ® Patie_nt SUELCET AR POSINE tumour Y e . 7 OPlimisedassay study (resolutions of 1.3-1.9A)
® PD biomarkers and biomarker of activity to detect CD73 inhibition and A,,R inhibition identified % hib ¢ ( ) hind
® Literature inhibitor from GSK (in WO2017098421) binds in a
Strategy to develop Sma” m0|eCU|eS |nh|b|t|ng AZAR and CD73 HEK A,,R assay production by ELISA location away from the adenosine pocket
AZR activity . o - ® In contrast EVOEXS compounds bind in the adenosine pocket
: ) xample o E
Effects eXpeCtEd from the AZAR Adenosine T-cell Blocking of cAMP production by NECA-stimulated HEK-A,,R AR inhibitorf 2
) ey - T-cell on recovery o S
and CD73 small molecule inhibitors q/ — NS HEK-A,,R NECA L rodecton £ ] -caoo
® Overcoming immunosuppression CD73 1 @ S T e tiction by HTRE Jaueed by g donor) First CD73 inhibitor lead compounds active in the in vitro CD3*T-cell functional assay
CD39 N
/i A,\R +/- compounds T PR o o EVOEXS22343 EVOEXS22310
— Enhanced T lymphocyte an_d NK cell activity e 2 in dose response Compounds (uM) | e
— Decreased tumour cell proliferation o TS e =70 Hon Binder s tonen (| _— ) t
Lt . g : : " CD73 6.3 12 ) 029 sasuremen
® For CD73 inhibition | EVOEXS21546 is a specific, non brain penetrant A,,R antagonist | @ o rmp oducton by
Inhibiti . lati loid derived )— T-cell _ Ex vivo ECsp (NM) 1127 942 ¥ . supernatant
— nni Itlng CIrcu atlng mye Ol erive ) C_e o Name EVOEXS21546 EVOEXS21546 profile activity (AMP [10 pM]) AAR + CD3/CD28 stimulation
suppressor cells Tumour —L . rnbter Brain penetra NO ® Off-target profile @ 10 uM (eurofins) . - compounds
— 47 GPCRs evaluated: only 5HT2 at 50% (plus A;: 80% & A;: 100%) Clint,app H In progress 15 In dose response
— Inhibiting tumour angiogenesis e — . - 5 lon channels evaluated: o alert (ut/min/mg) EVOEXS22310
. o MouselSER A2aKBImM) 7 — 3 transporters evaluated: no alert -
— Inducing blood vessel normalization rumar SPR/:\ZB/E/A? Khzﬁntw . 190019130 35790  Kinase profile @ 1uM (Eurofing DMPK (WLiminfeailion cells) In progress 51
. . -HAUman A, 1L59 (NV) INternal/euronins — Inases evaluated: no alert
— |mprOV|ng blood vessel extravasation PDL-1 PD1 Human A,, functional — ECy, (M) 526 — Highest activity seen on GRK2 (h): 23% Phys Caco-2 A->B
Mouse A,, functional — ECs, (nM) 229 ® No cytotoxicity chem (10-6 cm/sec.) In progress In progress
Cl...app (H, uL/min/mg) 10 - Y0y01 HEK wt, 10 HM 1%
Caco-2 A->B (10-6 cm/sec.) (Efflux ratio) 6.4 (1.7) ® No Cyp inhibition LogD (pH 7.4) 1.03 0.87
— 1A2, 2C19, 2C9 & 2D6> 50 UM S
_ _ _ _ LogD (pH 7.4) 1.5 _ 3A4 =21 uM Sol pH 1 /7.4 (ug/ml) 677 /170 961/192 . cemsenesseseene
Advancement of programs in the adenosinergic franchise Sol. pH 1/7.4 (ug/mi) 235/ 12 o NohERG alert
Mics Cl;,app (LL/min/mg): H/R/M 1217125127 — ICq > 30 pM
Heps Cl.,app (UL/min/10e’ cells): H/R/M 4/14/32 ® Ames negative (up to 125 ug/mL) CO nc I us | on
" Lead  PDC PPB % bound: H/R/M 97.0/97.9/98.3 — with or without S9 metabolic activation _
EVOEXS21546 profile
* Best-in-market for combo with ICT | EVOEXS21546 Is a pre-development candidate ® Adenosinergic Franchise is a new platform in Evotec to accelerate drug discovery in the field
e Potential development candidate under evaluation | Cmax  tmax tlast AUC (0-inf) t1/2 «Tissue to plasma ® EVOEXS21546 exhibited a “tumour to plasma” ratio of 0.32 and “brain to £ |
e Next step: In vivo efficacy in combo with anti-PD(L)-1 mAb v (ng/mb) @) ) (o h/mb) W AUCo-nt ratio plasma’ ratio of 0.013 ° mmuno-c_mco O_g Y _ .. . : :
/ lsma SISO 05 24 1175 24 (oderis) - ® EVOEXS21546 caiited a moderate halffe i plasma (24 fs) and i — Partnership to discover bi-specitic small molecule immuno-oncology therapeutics established
Adenosinergic franchise SIESelieA © First-in-class as single agent el e e G 2 L (edaie) 0.013 | | - between Exscientia and Evotec
. . molecules P f-of ® For EVOEXS21546, no side effects were observed after once-daily dosing at . o . . . .
Evotec/Exscientia sl o Proof-of-concept EVOEXS21546 @100 ma/kg 100mg/kg for 12 days — Expansion of existing partnership to discover novel immuno-oncology therapeutics
\ o Next steps ® Rapid progress has been made on both specific A, R antagonists and CD73 specific
Hit Lead ??ZZ oo oomsha-tnors To ® Validate target engagement and dose regimen with PD biomarker strategy molecules have been identified
o _ : ety ® Evaluate EVOEXS21546 in an in vivo model dependent on the adenosine _ _ _ _
e First-in-class for combo with ICT : ~—po toongh-psn e pathway ® Programme is placed to deliver a development candidate by mid-2018
e Hit-to-lead Optimisation £ o . | | , EVOEXS21546 -clinical dat k t to INDIGO® ) . . Cr . . .
: : : . ¥ o ntoqrated and ranid process b IND submission. complemented by high-. @ Potential to also extend bispecific approach within adenosinergic franchise

end integrated CMC
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