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Zimberelimab = Etrumadenant (AB928) in Front-Line, PD-L1-High Expressing, Non-Small Cell Lung Cancer
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/ CHECKPOINT INHIBITION AND THE TIGIT PATHWAY \ /- Tumors from patients with NSCLC have high expression of TIGIT, DNAM-1, \ / RATIONALE FOR TIGIT COMBINATIONS IN NSCLC \ /- Eligible patients (~150) will be stratified by ECOG PS (0 vs 1) and sex \
and PD-1%, suggesting that the TIGIT and PD-1 pathways may be particularly e Patients randomized to Arm 1 (zimberelimab) will have the option to crossover

e The programmed cell death protein-1 (PD-1) inhibitory pathway is a key important for the growth and persistence of this tumor type (Figure 3) ° For locally ac!vanced or mgtastatic NSCLC, first—lin.e treatment hag historically to Arm 3 (zimberelimab + domvanalimab + etrumadenant) at the time of
immune checkpoint that can be exploited by tumors to enable their survival’ included plgtlnlum—contalnlng cher_nﬁtr;]erapyﬁ Median ovlerallgsurvwal and confirmed progressive disease (cPD); those who crossover will remain on
— Zimberelimab (AB122), a monoclonal antibody (mADb) in early clinical Figure 3. TIGIT, DNAM-1, and PD-1 are Coexpressed on Human Tumors? S-year survival rates assocnat?d with these reglmens .are oW treatment until developing cPD in Arm 3
development, potently blocks PD-1 and has an anticipated safety profile * Immunotherapy agents targeting the PD-1 axis have improved outcomes for e Primary endpoints are objective response rate and progression-free survival
similar to other approved anti-PD-1 mAbs . ? . patients with NSCLC™; however, many patients neither initially respond to (RECIST v1.1); secondary endpoints include duration of response, disease
| | | N P ole Qo4 °oP. o checkpoint inhibitors nor have durable responses'’, leaving an unmet need for control rate, overall survival, adverse events, PK, and immunogenicity
has been previously identified as a novel immune checkpoint that influences ‘ PR AR T L . . . * Tumor biopsy will be performed during screening if an archival tumor sample
- - 2 (3 + /I SR S 4 e Combination therapy that includes inhibitors of the adenosine, TIGIT, obtained < 24 months prior to screening is unavailable; an optional on-study
the antitumor immune response® (Figure 1) SEINNER B 0 S A ] ey . . . . . . | . . ,
W AN R A I & o0 O ’ and/or PD-1 pathways may hold promise for increasing efficacy without biopsy will be performed at Day 29 if feasible
— TIGIT, expressed on T cells and NK cells, binds its tumor cell-expressed = CRRERE ‘f"}ﬁ 3 | r:) ' introducing significant new toxicity e Tumor assessments will be performed until disease progression, study
ligand CD135 and as a result, immune cell effector function is abrogated g) ‘ g 'gg n ?ﬁ | : — In preclinical studies, blocking TIGIT in combination with PD-1 treatment withdrawal, or initiation of another anticancer treatment
— CD155 has a greater affinity for TIGIT, but can also bind the receptor DNAX D rt %o o | 'R &l (& SRLEE vields greater antitumor activity and survival relative to either agent alone™ . . . . .
lecule-1 (DNAM-1): if thi th " ‘analing lead = (4 °x z%:i‘;f :T-“‘Egé}, \ | | | | | | o Safety and survival follow-up will continue until death, withdrawal of consent,
accessory molecuie- ( | -1); | 1S OCCUrs, the resulling signa .'”%J €ads = ‘t 318 LR £ 28 3 — |In patients with NSCLC, the adenosine pathway is a potential mechanism or the end of the study, whichever occurs first
to proinflammatory cytokine production and immune cell cytotoxicity 2 e g-t Jh LIRS A of resistance to anti-PD-1 therapy''® and high tumor expression of CD73 . ARC.7 is activelv recruting oatients in the US. Australia. and Asia
— Thus, inhibition of TIGIT-CD155 binding promotes activation of the immune Ry - ! ) $ i is associated with poor prognosis', which may indicate a therapeutic y gp ’ ’
response as opposed to suppression in the tumor microenvironment (TME) 44 . R fr" advantage to combination A, ,R/A,.,R and PD-1 blockade
‘ ! CONCLUSIONS
; TumO?Ce” " ] ARC-7 StUdy Overview Blockade of the PD-1/PD-L1 | heckpoint path h jousl|
T Cell/NK Cell x T Cell/NK Cell . . . e Blockade of the PD- -L1 immune checkpoint pathway has previously
i i cytotoxic @c'; @Q@/\Q F 10 KO O O F F OO O @ D © DO NS : ARC]:7 gNCTO42iS2?5§) ItS a phlas? 2{hmult|]§:etnter,cllrar;gom|zec?, ppte)n—lell_bel,b demonstrated clinical activity in patients with NSCLC; however, targeting
e ow ok ISR FEF X WS CFERF TXE E TS ¥ ﬂgﬁo't% e_f;;ycgﬁdsz#nger%ﬁer\rgz gi edone1 \/Saalneell?;nznb f;{fjr?;gerz]g‘qt ier:eplerl?iaents additional mechanisms of immunosuppression, such as the TIGIT pathway or
oK x 4 e . . . : — the adenosine axis, may be required to further improve clinical outcomes
‘ 3 ONAN-T (log2 CPWD =% ¢ 2 @ % pDeDa (10g2 cPm) -4 lo 4. with PD-L1-high expressing NSCLC (Figure 5) Y X P
: | e ARC-7 is a clinical study for patients with PD-L1-high expressing NSCLC
I adenosarsinoma; LUSG, 1ung squamous oell carcinomas TIGIT: T Gl imimunoreceptor with 1g and M domain. aimed at investigating the potential clinical benefit of combination therapies
Figure 5. ARC-7 Study Design targeting the PD-1, TIGIT, and adenosine pathways

e This will be the first study to investigate the triple combination of anti-PD-1,
anti-TIGIT, and adenosine receptor antagonism including in patients who have
progressed on PD-1 monotherapy for whom there is a high unmet need

THE ADENOSINE AXIS IN CANCER

e Dying tumor cells release high levels of adenosine triphosphate (ATP) into the
TME where CD39 and CD73 convert it to adenosine>° (Figure 4)
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components of the antitumor immune response and ultimately enables tumor excluding 1:1:1 Zimberelimab + Domvanalinab

cells to evade destruction® EGFR /ALK
mutations

e Domvanalimab (AB154) is a humanized mAb that blocks TIGIT and is

engineered to lack FcyR binding function to minimize the risk of depleting _ . _ _ _
intratumoral CD8" effector T cells? Figure 4. Critical Role of Adenosine Pathway in Immunosuppressive

* [reatment with domvanalimab, particularly in combination with other Tumor Microenvironment

checkpoint inhibitors such as zimberelimab, has the potential to promote Adenosine binding to i\éa'z:&'?‘;hibits
sustained immune activation and tumor clearance
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