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RESULTS (continued) RESULTS (continued)

INTRODUCTION

SCA SUMMARY: PRIMARY ANALYSIS (N=122) (continued)

e To further understand the performance of the triplet regimen (Cohort A2), an analysis by the presence/absence of liver metastasis at baseline was conducted
Safety
* Metastatic pancreatic ductal adenocarcinoma (mMPDAC) remains one of the most difficult-to-treat tumor types, with a median survival of <1 year after diagnosis' Table 4. Overall Survival by Presence of Liver Metastasis at Baseline Effi
° i - - i . I
— Liver metastasis is a poor prognostic factor in mPDAC, with a median overall survival (OS) of 8.6 months (vs 13.8 months without liver metastasis) with the All patients reported at Ieoast oneotreatment e(r)nergent AE (TEAE), among CQhOFt_AQ, Cohort A1, and Pooled Q1.00 QZ+G/nP patients, 89.7%, 85.2%, and 83.9% had cacy
treatment of gemcitabine/nab-paclitaxel (G/nP)? grade =3 TEAE and 24.1%, 23.0%, and 22.6% had AEs that led to discontinuation of study treatment, respectively (Table 2) Without Liver Metastasis at baseline A2: Q+G/nP A1: QZ+G/nP Pooled Q100 QZ+G/nP All pooled Q100 Q(+2)+G/nP  Longer OS for the All pooled Q100 Q(+Z)+G/nP group was observed (Figure 4)
PY I o o o I I 0] 0] o I - - - -
* |n PDAC, extracellular adenosine produced from adenosine triphosphate in the tumor microenvironment suppresses antitumor immune responses®* Most commonly reported grade =3 TEAEs were neutropenia (37.9%, 34.4%, and 38.7%, respectively) and anemia (27.6%, 26.2%, and 23.7%, respectively) (n=12) (n=19) (n=31) (n=43) —  37% risk reduction of death with hazard ratio (HR) 0.63 (95% CI, 0.47-0.85)
_ _ , e _ _ , * Five deaths were reported with causes of death of respiratory failure (n=2), sepsis (n=1), gastrointestinal bleeding (h=1), and stroke (n=1); none of these were considered Events (%) 4 (33.3) 7 (36.8) 16 (51.6) 20 (46.5)
* Quemliclustat (Q) is a potent and selective small-molecule inhibitor of soluble and cell-bound CD73, a key enzyme involved in the production of extracellular related to Q or Z —  5.9-month increase in median OS; 15.7 months vs 9.8 months
adenosine within the tumor microenvironment>’ _ Median OS, months 22.0 21.2 21.2 21.5 .
* No new safety signals were observed e Trend in longer PFS for the All pooled Q100 Q(x2)+G/nP group was observed
y Sig
— CD73 expression is elevated in PDAC and correlates with poor clinical outcomes®* 95% Cl 17.9, NE 14.6, NE 13.9,25.4 17.9,25.4 o/ . . . . o
| | | | | | | | | Table 2. Summarv of Adverse Events —— _ _ —  22% risk reduction of progression/death with HR 0.78 (95% ClI, 0.58-1.05)
e Zimberelimab (Z), a monoclonal antibody that binds PD-1 on T and NK cells preventing PD-L1-mediated immunosuppressive effects, and its monotherapy has . ry With Liver Metastasis at baseline A2: Q+G/nP A1: QZ+G/nP Pooled Q100 QZ+G/nP All pooled Q100 Q(+2)+G/nP 0.8 i . dian PES: 6.3 s e B "
demonstrated efficacy across multiple tumor types!®1! (Prev. ~65%) (n=17) (n=42) (n=62) (n=79) - Y-ormont INCrease in median 7 1) USRS A 19 (MLSIATIS
A2: Q+G/nP A1: QZ+G/nP Pooled Q100 QZ+G/nP All pooled Q100 Q(+Z)+G/nP e Obijecti n t imilar bet the All led Q100 Q(x2)+G/nP 38.5% (95% Cl, 29.9-47.8) and SCA 41.0% (95% Cl, 32.2-50.3
* ARC-8 aims to evaluate Q+Z in combination with G/nP in mPDAC (n=29) (n=61) (n=93) (n=122) Events (%) 11 (64.7) 26 (61.9) 40 (64.5) 51 (64.6) Jective response rate was simiiar between the All pooie (£2)+G/nP group 38.5% (35% Cl, 29.9-47.8) an 0% (95% Cl, 32.2-50.3)
Any TEAE 29 (100) 61 (100) 93 (100) 122 (100) Median OS, months 12.1 12.2 11.1 12.1 Figure 4. Overall Survival: Pooled Q(+Z)+G/nP vs SCA
At least one Grade >3 TEAE 26 (89.7) 52 (85.2) 78 (83.9) 104 (85.2) 95% Cl 10.0, 20.9 6.2,17.9 8.1, 14.5 10.0, 15.7 |
- Based on Kaplan Mei lysis. 100 - |
M ETH O DS Serious TEAE 15 (51 '7) 29 (47'5) S0 (53'8) 65 (53'3) G?r?g, g(()err]ncﬁgba;ze/neaiﬁr—sgc?l%:fel; NE, not estimable; OS, overall survival; Q, quemliclustat; Z, zimberelimab. - : A"QF()S(Z))IiCGI/?‘LOO
Grade 5 TEAE 0 4 (6.6) 5 (5.4) 5(4.1) S | =
. . . . . . . = | (n=122)
* ARC-8 (NCT04104672) is a phase 1b dose escalation and expansion study in patients with treatment-naive mPDAC AE leading to modification/interruption? 24 (82.8) 52 (85.2) 82 (88.2) 106 (86.9) | . . | | g : _
e Q100 mg (Q100) was previously determined as the recommended dose for expansion based on pharmacokinetic, pharmacodynamic, and tolerability data, with no AE leading to discontinuation? 7 (24.1) 14 (23.0) 21 (22.6) 28 (23.0) * The ~2-fold difference in median OS based on the presence of liver metastasis for Cohort A2, Cohort A1, and Pooled Q100 QZ+G/nP led to the development of an - | Median OS, m 15.7 9.8
maximum tolerated dose identified in the dose escalation phase'? RR (per GRF) 31103 460 565 5 (7.4 ad hoc exploratory analysis with a pooled arm from ARC-8, comprising the Pooled Q100 QZ+G/nP and Cohort A2, and a synthetic cohort arm (Table 4) 5; 75— i HR (95% ClI) 0.634 (0.471, 0.854)
. . . . ] . ) . ] . . . . . . <=U : i ] i
Patients were tre_ated with Q100.IV g2w with star_ldard doses of G/nI.:’ with Z (240_ mg IV g2w) in the dose expansion (Cohort A; QZ+G/nP) and in randomized (2:1) Immune-mediated AE (per CRF) 2 (6.9) 6 (9.8) 10 (10.8) 12 (9.8) £ : Log-rank nominal P-value 0.0030
cohorts either with Z (Cohort A1; QZ+G/nP) or without Z (Cohort A2; Q+G/nP) (Figure 1) 5 | Events, % (n) 58.2 (71) 86.1 (105)
e Adverse events (AES) were recorded and graded per NCI| CTCAE v5.0 fi;];a/(i\ﬁ;eder\l/;rjt; CREF, case report form; G/nP, gemcitabine/nab-paclitaxel; IRR, infusion-related reaction; Q, quemliclustat; TEAE, treatment-emergent AE; Z, zimberelimab. "'5 - :
e C(Clinical activity was assessed every 8 weeks per RECIST v1.1; endpoints included safety, overall response rate (ORR), OS, and progression-free survival (PFS) - 2 I
| _ Efficacy ARCUS & MEDIDATA Al SYNTHETIC CONTROL ARM PROJECT g l
Figure 1. Study Design « ORR (unconfirmed) was 41% (95% Cl, 24-61), 34% (95% CI, 23-48), and 38% (95% CI, 28-48) for Cohort A2, Cohort A1, and Pooled Q100 QZ+G/nP, respectively: OBJECTIVES 7
median duration of response (DOR) was 5.5, 3.7, and 4.7 months, respectively (Table 3 fu
SCREENING DOSE ESCALATION DOSE EXPANSION e ot ponse (DOR) w opectively { ) ] 5 o5
_ _ e ——— - e - * The median PFS was 8.8 months (95% Cl, 6.4-12.6), 4.9 months (95% Cl, 3.7-6.0), and 5.4 months (95% Cl, 4.9-7.3) for Cohort A2, Cohort A1, and Pooled Q100 » Construct a synthetic control arm (SCA) to address the differences in patient characteristics in the ARC-8 cohorts (Table 1) using historical clinical trial data from =
- Eligible patients A 125 mg QZ+G/nP l, Cohort A \n l, Cohort A1 \n QZ+G/nF, respectively (Table 3) patients treated with G/nP, balanced to the baseline characteristics of ARC-8 study participants (Figure 3) S — All pooled Q100 Q(¢2)+G/nP |
Adults with (n=3) : Treatment-naive mPDAC | ;< 231 ) ;l Treatment-naive mPDAC : * ORR, DOR, median PFS, and PFS rates were consistently higher/longer in Cohort A2 compared with Cohort A1 (Table 3) — SCA-eligible pool from historical clinical trials that meet ARC-8 key entry criteria included 515 patients c_% — SCA - |
his’LcJolcs)g\;Ai/cI:ally or I 100 mg QZ+G/nP ! Q 100 mg { 100 m(?,_%;’G/”P : ' { 100 m(ﬂ_%%;’G/ nP ; e The median OS was 19.4 months (95% Cl, 12.1-23.0), 14.6 months (95% Cl, 10.6-21.5), and 13.9 months (95% Cl, 11.1-18.7) for Cohort A2, Cohort A1, and Pooled — SCA included historical data from up to 4 global phase 2 and 3 trials (~50% each) with G/nP as the target intervention; the trials started in 2013-2019 and X + Censored |
cytologically confirmed ; m?n_ 6)+ 4 : was selected S LS S ’ S, iy A % Q100 QZ+G/nP, respectively (Table 3, Figure 2) were completed in 2018-2023 07 | | | | | | | | | | | | | | |
mPDAC who have not Vecccccccccee- I | as initial dose - o ~N / Cohort A2 \ * Median OS and OS rates were greater in Cohort A2 compared with Cohort A1 (Table 3, Figure 2) — SCA was generated and matched to the All pooled Q100 Q(+2)+G/nP (n=122), comprising dose escalation Q100 QZ+G/nP (n=6), Cohort A (n=26), Cohort A1 0 3 6 9 19 15 18 21 24 27 30 33 36 39 42
reviously received for expansion ohort B Treatment-naive mPDAC | . i i ith i i i 0 ' 0 0 n=61), and Cohort A2 (n=29, Figure 1
’ﬁreatmen%/for 75 mg QZ+G/nP P Second-line MPDAC Hi 100 g Qi G/mP : Cohc.>rt A2 had a smaller proportli)n of patients Wlt.h liver metastasis at baselln.e (58.6 .A)) compared.wﬂh Coh?rt A1 (68.9%) an.d Pooled Q100 QZJ;G/nP (66.7%) (Table 4) ( ) ( | g ) | o | | . | - | | | Overall Survival (months) -~ Median Follow-up, All pooled Q100 Q(+2)+G/nP
metastatic disease (n=3) 100 mg QZ+G/nP \ (n=29) : * Median OS was 21.2 months (95% ClI, 13.9-25.4) in Pooled Q100 QZ+G/nP without liver metastasis at baseline, compared with 11.1 months (95% ClI, 8.1-14.5) in those — SCA was constructed using greedy nearest-neighbor matching in propensity score without replacement’® with exact matching on baseline liver metastasis Number of patients at risk
. =0 o QZ2G/nP _ (n=21) ) D e e /s with liver metastasis at baseline (Table 4) while outcome data were blinded Allpooled Q100 .,, 10g  gg - - 47 34 03 g 3 , 0
* ;;rg%agllg{?%'ﬂes'on mg(n= 6; : ~ 7 PP \ * Median OS was 21.5 months (95% CI, 14.5-NE) in Pooled Q100 QZ+G/nP with a history of prior surgery, compared with 12.5 months (95% Cl, 10.4-16.4) in those  Assess treatment effects on objective response rate, PFS, and OS in the SCA patients Q("'Z)”(ggz 195 104 85 6 19 35 o5  of 1 . 4 3 , 0
. ECOG PS of 01 Treatment-naive MPDAC without prior surgery e Compare the treatment effects and clinical activity between matched SCA and ARC-8 participants (Figure 3)
) 25 mag QZ+G/nP Pooled Q100 QZ+G/nP - _ _ _ G/nP, gemcitabine/nab-paclitaxel; OS, overall survival; Q, quemliclustat; SCA, synthetic control arm; Z, zimberelimab.
e Prior neoadjuvant or g(n=4) 200 m?nS’)éJ’G/nP (n=93) Table 3. Summary of Efficacy Figure 3. How a Synthetic Control Arm® Is Built
adjuvant treatment for — - \- - J
Pd AC allowed if A2: Q+G/nP A1: QZ+G/nP Pooled Q100 QZ+G/nP All pooled Q100 Q(+2)+G/nP
>6 months prior to SYNTHETIC CONTROL ARM ANALYSIS (n=29) (n=61) (n=93) )
ORR, % (95% CI) 41 (24, 61) 34 (23, 48) 38 (28, 48) 39 (30, 48)

enroliment I” " ) All pooled Q100 Q(22)+G/nP (n=122) for comparison with
- y (___ 2P ot - D . o/ QR0 Medidata Eligibility Cross-Trial Patient Level o Results
matched synthetic control arm (SCA, n=122) Contirmed ORR, % (95% Cl) 38 (21, 58) 25 (15, 37) 26 (17, 36) 29 (21, 38) Clinical Cloud 2| criteria Patients C’U Matching 11/ Analyses CONCLUSIONS
Median DOR, months (95% Cl) 5.5 (4.1,11.2) 3.7 (2.6, 10.5) 4.7 (3.3, 9.3) 5.4 (3.7, 9.3)

Study treatment may continue until disease progression, unacceptable toxicity, consent withdrawal, or by the investigator’s decision

i 0 - . .
ECOG PS, Eastern Cooperative Oncology Group performance status; G/nP, gemcitabine/nab-paclitaxel; mPDAC, metastatic pancreatic ductal adenocarcinoma; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors; Med!an PFS, i (95 & CI) o (6.4, 12.6) +9 (3.7, 6.0) >4 (4.9, 7.3) >3 (5.4, 7.7) ° ReSUItS from ARC_8 demonStrate the addltlon Of Q1 OOiZ tO G/nP was Safe and tOIerable’ Wlth no new Safety Slgnals or
Q. quemliclustat: Z, zimberelimab. ’ ’ ’ ’ P ! ! ’ Median OS, mo (95% CI) 19.4 (12.1, 23.0) 14.6 (10.6, 21.5) 13.9 (11.1, 18.7) 15.7 (12.4, 20.9) . _ I significant added toxicity to G/nP
12-mo OS, % 72.3 60.9 59.6 62.7 Sl Traditional clinical 0 O 0O 0O O E ........... 9 _H_ Investigational i ; - )
18-mo OS. % =% 435 39.3 158 E trial endpoints, covariates, o cas 0 0 00 2 _‘—LTI':” * ORR, PFS, and OS were greater in Cohort A2 compared with Cohort A1; however, similar median OS values were seen across
. ’ ' | ' ' g AP0 09 02 9 2] the different study arms once patients with/without liver metastasis were evaluated separatel
R ESU LTS Median OS follow-up, mo (95% ClI) 21.1 (19.8, 22.3) 17.6 (16.6, 20.3) 20.3 (17.1, 24.6) 21.0 (19.0, 22.8) : =L R D O 0 0O i e o y P P y
. . Global gat ' X FEN N TN & | control Arm® . 1 I I " 7 I 2
Subsequent systemic anticancer therapy, % 483 16 16,5 16.7 (B Clove detueori 5o o o " 9 § The OS data, including data by liver metastasis at baseline, were numerically greater than benchmark data
Patient Characteristics Based on RECIST v1.1. .  Enlmrdeunies 909 Q9 Ao e e e a | e The OS data for all study arms containing Q, including the prolonged OS for the All pooled Q100 Q(x2)+G/nP compared with
DOR, duration of response; G/nP, gemcitabine/nab-paclitaxel; ORR, overall response rate; OS, overall survival; PFS, progression-free survival; Q, quemliclustat; RECIST, Response Evaluation Criteria in Solid Tumors; Z, zimberelimab. _'_ _ _ Y . . .
* As of June 19, 2023, 122 patients with treatment-naive mPDAC received Q100, including 93 patients treated with quadruplet QZ+G/nP (Pooled Q100 QZ+G/nP; =5 ?'gg“q“ii““”.jata e 299 9 9 AARR 3 9 Tt = i SCA based on an ad hoc exploratory analysis, aré promising and support further development of Q in MPDAG
. A _nA. _ . . . e - . . - e.g. academic medica Survival Time _ . . _ _
dose escalation, n=6; Cohort A, n=26; and Cohort A1, n=61) and 29 patients treated with triplet Q+G/nP (Cohort A2; Figure 1) Figure 2. Overall Survival by Kaplan Meier Analysis centers, monitored, locked) Q9 0 Q9 E\ 3 3 2 ... 9 —— o e Biomarker studies are ongoing and the results will be presented at an upcoming congress
e Median ages for Cohort A2, Cohort A1, and Pooled Q100 QZ+G/nP were 65.0 years, 66.0 years, and 66.0 years, respectively; 69.0%, 68.9%, and 64.5% had Eastern & o : S
Cooperative Oncology Group performance status (ECOG PS) of 1 and 58.6%, 68.9%, and 66.7% had liver metastasis at baseline, respectively (Table 1) A2: Q+G/nP | A1: QZ+G/nP PoQoZIec(I;?1POO AIIQ?og)Ieg/Q"IDOO @ ;ﬂfﬁlﬁ;iif;ﬁﬁ L e et Engzz"sﬁ;: Do ey
. . . . - - _ +G/n +Z)+G/n : N b 1eiblll i [aroros Over 100 Covariat Carefully Designed P i )
e As of the cutoff date, 13.8%, 3.3%, and 4.3% of patients in Cohort A2, Cohort A1, and Pooled Q100 QZ+G/nP, respectively, were ongoing on treatment, and 37.9%, 100 (n=29) (n=61) (n=93) (n=122) reducing potential bias P it ekt ol gl sﬁz:mimf,ﬂf‘:?gm sl P
29.5%, and 28.0% % were ongoing study follow-up (Table 1 Q) i | Eligible Trials Treatment Group :
going study p (Table 1) o | | 2 : Median OS, m — vy o e SRt gible T rou Adverse Event Frequencies ACKNOWLEDGMENTS AND DISCLOSURES
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Median months since initial diagnosis® (min/max) 1.3 (0, 49) 0.9 (0, 55) 0.9 (0, 55) 1.1 (0, 55) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 @ 32 ECOG PS 0 47.6 (245) 34.4 (42) 37.7 (46)

ngoing treatment, n (9 4(13.8 2 (3.3 4 (4. : Overall Survival (months ' ' '

O_ J g 1 (%) ( ) S5} (4-3) S (649 Number of patients at risk ( ) ECOG PS 1 52.4 (270) 65.6 (80) 62.3 (76) 1. Von Hoff DD, et al. N Engl J Med. 2013;369(18):1691-1703. 8. Zhao J, et al. Pancreatology. 2021;21(5):942-949.
Discontinued all treatment, n (%) 25 (86.2) 59 (96.7) 89 (95.7) 114 (93.4) A2: Q+G/nP 29 28 26 23 20 19 16 15 14 19 9 3 0 0 0 0 0 Liver metastases at baseline 80.6 (415) 64.8 (79) 64.8 (79) 2. Wainberg ZA, et al. Lancet. 2023;402(10409):1272-1281. 9. Tahkola K, et al. Virchows Arch. 2021;478(2):209-217.
Ongoing study follow-up, n (%) 11 (37.9) 18 (29.5) 26 (28.0) 37 (30.3) A1: QZ+G/nP 61 93 48 40 31 29 27 23 20 13 9 4 2 1 0 0 0 _ 3. Boison D and Yegutkin GG. Cancer Cell. 2019;36(6):582-596. 10. Markham A. Drugs. 2021;81(17):2063-2068.

_ . . Pooled Q100 QZ+G/nP 93 84 27 66 53 50 43 35 30 59 18 12 3 4 5 1 0 Prior surgery for PDAC 8.9 (46) 17.2 (21) 15.6 (19) 4. Graziano V, et al. J Immunother Cancer. 2023;11(8):e006457. 11. Lin N, et al. Eur J Cancer. 2022;164:117-126. ~ Copies of this poster obtained through

Discontinued StUdy’ " (/0) 18 (62'1) 43 (70'5) o7 (72'0) 85 (69'7) All pooled Q100 Q(tZ)+G/ nP 122 112 103 89 73 69 59 50 44 34 27 15 8 4 2 1 0] ECOG PS, Eastern Cooperative Oncology Group performance status; G/nP, gemcitabine/nab-paclitaxel; PDAC, pancreatic ductal adenocarcinoma; Q, quemliclustat; SCA, synthetic control arm; Z, zimberelimab. °. LEII.WSOH KV, et al. J Med Chem. 2020;63(20):11448-11468. 12. Manj.i G, etal. ASCO_ Gl 2_021' Abstract 404. oni,u;zF:ﬁ:??qgiebg:i)rco%ii:;evm;Eiissenr?rl,iissieon
ECOG PS, Eastern Cooperative Oncology Group performance status; G/nP, gemcitabine/nab-paclitaxel; IQR, interquartile range; NR, not reported; Q, quemliclustat; Z, zimberelimab. 6. Hausler SFM, et al. Cancer Immunol Immunother. 2011;60(10):1405-1418. 13. Austin PC. Am J Epidemiol. 2010;172(9):1092-1097. from ASCO® or the author of this poster.
2 Derived from baseline tumor assessment data. ® Derived from prior procedures data. ¢ Stage not specified. G/nP, gemcitabine/nab-paclitaxel; OS, overall survival; Q, quemliclustat; Z, zimberelimab. 7. Bowman CE, et al. Biochemistry. 2019;58(31):3331-3334.
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