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Davoceticept Improves Efficacy of Anti-PD-1 Therapies in
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* Most patients treated with checkpoint inhibitors (CPI)
experience primary or acquired resistance.

e Davoceticept (ALPN-202), a variant CD80 vigD-Fc fusion COStI m u |at0 ry I |ga N d m ay | M p r0ve CI | N |Ca I 15004 MC38

_ — 2000- B16-F10
E
protein, was engineered to provide tumor localizing - - of o4 E 001 o o e 2D E 1500  r<ootsorcombove antimeoa
PD-L1-dependent CD28 agonism, while inhibiting PD-L1 OUtCOmES d Uuri ng P D‘l 1N h | blthn . = § 1000 PERPEremR S SR c & H—r
and CTLA-4. 23S 2 3 1000-
. . . . . . . » 500+ -
Davoceticept demonstrated superiority to cPonly ¢ NEQN-2 is @ study of davoceticept in combination  : e
therapies in both in vitro and in vivo tumor models, = 3
0 — 0 . —————

while also demonstrating additional benefit in Wlth pembrollzumab |n advanced mahgnanC'eS. o 10 oay 20 30 0o 5 10 15 20

combination with targeted PD-1 axis blockade?, Day
attributable to anti-PD-1-induced upregulation of PD-L1,

enabling PD-L1-dependent CD28 costimulation via e TO date, the 0.1 mg/kg COhOrtS have Completed & Pavoceficept -¢- Davoceticept + Anf-mPb-1 mAD

davoceticept * Mice bearing hPD-L1-expressing MC38 or B16-F10 tumors were treated

- Fc control -»- Anti-mPD-1 mAb

Wlt h O ut D LT with davoceticept, an anti-mouse PD-1 antibody, or combo of the two.
Methods: ’ * Treatment with davoceticept in combination with an anti-PD-1
* NEON-2 is an open-label dose escalation and expansion | Correspondence: amita.patnaik@startsa.com or stanford.peng@alpineimmunesciences.com antibody resulted in significantly superior antitumor responses.
study of davoceticept combined with pembrolizumab in . .
Y : P : : ,p Rationale: NEON-2 StUdV Design: References:
adults with advanced solid malignancies. The study

- A. PD-1/PD-L1 inhibitors fail to elicit anti-tumor B. Davoceticept mediates PD-L1-dependent CD25 , 1. Lewis et al. (2019) J Immunother
started in June 2021 activation without adequate T cell activation costimulation along with PD-L1 and CTLA-4 inhibition STUDY Part A: Dose Escalation STUDY Cancer 7(51(): P46)7' Maurer et al.

* Objectives: safety, tolerability, RP2D, PK, PD, exploratory . e POPULATION ENDPOINTS (2022) Nat Commun in press.
predictive biomarker analysis (including tumor | " Safety: 2. Kamphorst et al. (2017) Science.

. L | | | CDana _ 355(6332)1423-1427
expression of PD L.1, CD%S, CDS80 and CDS6, as well as . ﬂ — ﬂ 2 + Aduts with . DIT: 3. et ol (2017) Science
immunophenotyping of immune cell populations on ™ ﬂ ] el ada.lgnced solid . Adverse events 355(6332):1428-1433.
treatment), and preliminary anticancer activity via ~ \( iy 5 ﬂ e vy [:;fh”;;ges or . Immunogenicity a. mea?s etzcél.zézizbolustcxzxglxznnual

. A 5 ; d eeting , Abstrac .
RECIST v1.1 for solid tumors or Lugano for lymphoma. o | 2 | eraa o b om0 N — % \ Eleible for s * Cytokines 5. Yang et al. (2019) ASCPT Annual
* Tumor-specific expansion cohorts of ~ 30 to 35 patients | X P |1 ? H V- p[E{m inhibitor; or Efficacy: \Vieeting 2019, Abstract 705.
are planned, including histologies that have not been . ? ﬂ A N - | ﬁ'f refractory or « ORR DOR > Ezaom)?:;;lt_zlgézmg) J Thor Oncol
demonstrated to be CPI responsive, as well as those e Tea inereased e resistant to . 7. Haratake et al. (2017) Anticancer Res
T oa? acttvation Inhibdtion Bt _=7| M standard therapy * All receive pembralizumab 400 mg IV QW DCR, PF3, 05 37(10):5713-5717
where CPls are approved S0C. | including CPIs PK/PD 8 R( )' I (2_017)6 I 171(4):939-949
. . . . . . - bk : DM I . . Riaz et al. e :939-949.
* This study IS belng conducted in collaboration with A. Checkpoint-only inhibition releases inhibition = E:EE:E;LHJ Iggltg::{'i:;iE.Tégﬁah,l,n;::EFIEE;Hlﬁgﬁ:?&i%iﬂ_ " ble d Target saturat 9. Shietal. (2016) Nat Commun 7:12335
. - - - - ’ - : * Measurable disease * Ta saturation ' ' ' '
Merck Sharp & Dohme Corp., a subsidiary of Merck & of, but does not E'F“‘fﬁ';’;ﬁf”'iﬁ CD2Binthe |  Dependent CD25 Costimulation s co . | e 10. Victor et al. (2015) Nature
. IMMUNOsSUppressive = PD-LL Increased . ) Part B: Exoansion Cohorts (TBD * Immuna- . _
Co., Inc., Kenilworth, NJ, USA Expression | 4 1 ECOG: grade 0-1 P (TBD) erotugin >20(7547):373-377.
B. DE{'.{I;LI;E'IZI{I;I{E{Dt mediates PD—Ll—dEpEHdEHt n / —— | Ad ; . E-EIE'Et Epl'rEfrEll:'tl}r'ﬁl' or resistant 2 YRINE 11. Zhang et al. (2019) J Cell Mol Med
e CD28 costimulation and blocks PD-L1 and Y e * Adequate e ) » Ex vivo costimulatory 23:535-542,
D D Copies of this poster CTLA-4. . xﬁ?l e Lk % e hematological, indications and/or populations TED capacity 12. Page et al. (2014) Annu Rev Med
RIS obtained through Quick _ _ ST iy renal and hepatic + Biomarker-selected when appropriate : 65:185-202.
sl #E Response (QR) Codeare for C. Davogeticept may be further potentiated by TN | R functior + Saseine and o
\ J..ttc i personal use only and may Ir:_f;;_f]c T_m; receptor |n| It It:}?_ﬁ'gf' I - B Y. Frae  Uvesteoms ?Ud? (i -EICIZESS.IHE]If
o i tneete’t .ot not be reproduced without anti-PD-1), which can upregulate in H UMCT eXpression o
I el permission from ASCO® or turn famht_atmg f.urtrir PD-L1-dependent | : PD-L1, CD2a, CDE0,
D the author of this poster. CD28 costimulation®™*-. r et CD86



	Slide Number 1

