AdvanTIG-105: Phase 1b Dose-expansion Study of Ociperlimab Plus Tislelizumab With Chemotherapy In
Patients With Stage IV Gastric/Gastroesophageal Adenocarcinoma
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Ociperlimab plus tislelizumab and chemotherapy Clinical activity of this combination was shown by an The combination of ociperlimab plus tislelizumab and

v/

— demonstrated encouraging antitumor activity in overall response rate (ORR) of 57.6%; this response was chemotherapy was generally well tolerated with an
c— patients with stage IV gastric/gastroesophageal maintained regardless of programmed death-ligand 1 acceptable safety profile.
Conclusions adenocarcinoma (GC/GEJC). (PD-L1) tumor area positivity (TAP) status.

Background

Inhibition of T-cell immunoreceptor with immunoglobulin  and
immunoreceptor tyrosine-based inhibitory motif domains (TIGIT) in
combination with PD-1/PD-L1 inhibition has demonstrated antitumor activity
in advanced solid tumors.4-7

@ Results

Ociperlimab is a humanized Fc-intact immunoglobulin gamma 1 (IgG) In the
monoclonal antibody (mAb) designed to bind to TIGIT with high specificity and
affinity.”® Tislelizumab is a humanized IgG4 anti-PD-1 mAb specifically
designed to minimize Fcy receptor binding on macrophages.’-?

ongoing phase 1/1b, open-label AdvanTIG-105
dose-escalation/expansion study (NCT04047862), ociperlimab plus
tislelizumab and chemotherapy showed preliminary antitumor activity and
was well tolerated in patients with advanced solid tumors.7:10.11

o 2. Durati f Treat tand R a Safety
'gure <. buration ot Treatment and Response « All 60 patients experienced =1 treatment-emergent adverse event (TEAE);

Programmed cell death protein 1 (PD-1) inhibitors have demonstrated
improved outcomes for patients with advanced GC/GEJC; however, some
patients do not respond and/or experience relapse.'-3

. 46 (76.7%) had =grade 3 TEAEs, and 30 (50.0%) had serious TEAEs
- In dose-escalation, the established recommended phase 2 dose was 'Iz\atlefn::Dtl)spo&tlzonzggg B6aosellrt|.e (iharacterlstulzlsd - Cohort 9 (safet = ' : = (Table 2)
ociperlimab 900 mg intravenously (IV) every 3 weeks (Q3W) plus S IO re rl:&_lr)ég, i t pa |e;1f.s were elnroble én i odo (Sj(f‘] ety § : —— — ——— '_ « The most common (in 230% patients) TEAEs were anemia (46.7%),
tislelizumab 200 mg IV Q3W? analysis set); patients were cfiicacy evaiuavble, detined as patients S Y == platelet count decreased (41.7%), nausea (38.3%), neutrophil count
_ with 21 evaluable postbaseline tumor response assessment unless any > - o : o :
« Here, we report data from the dose-expansion part of the clinical disease progression or death occurred before the first 3 = — . . decreased (33.3%), peripheral sensory neuropathy (31.7%), and white
phase 1b AdvanTIG-105 study in patients with stage IV GC/GEJC postbaseline tumor assessment e — = blood cell count decreased (31.7%)
. = ()
(Cohort 9; Figure 1) . Median study follow-up time was 44.2 weeks (range 1.4-79.6), median | 2 . - In total, five patients (8.3%) experienced TEAEs leading to discontinuation
age was 61.5 years (range 35-82), and 26.7% of patients were female é = '}esgrzgffe §Q§n§LS°°“““”a“°“ reason of ociperlimab and tislelizumab, two of which were treatment related
Figure 1. AdvanTIG-105 Study Design (Cohort 9) Antitumor Activity 2 = Igtable disea(sje - TEAEs led to two deaths; one due to neutropenic sepsis related to
- ORR was 57.6% (95% confidence interval [CI]: 44.1, 70.4) (Table 1) = . Troatment ongomng chemotherapy and one due to pulmonary embolism that was not
Inclusi i T * The duration of treatment and response is shown in Figure 2 T ——g + Discontinued due to progressive disease treatment-related
nclusion criteria . : PR : — o Discontinued due to AE or other reason
« Histologically or (I\ggg/la& 52r099r8est_|on fre3e) survival - (PFS) — was 7.3 months - e —— « Overall, 24 patients (40.0%) experienced TEAEs that were potentially
. : : o LIL 9.2, 9.6, Figure 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 : ) - : : :
cytologically confirmed Ociperlimab Continue until * In a subgroup analysis, the ORR in PD-L1 TAP score 25% and <5% 'mmune rrlle_dlated, t?e most comomon (in 25% patients) w?re
stage IV HER2- 900 mg IV disease subgroups was 63.0% (95% Cl: 42.4, 80.6; n=27) and 57.1% (95% CI: | ~ Time Since Treatment Initiation (Weeks) hypothyroidism (18.3%), rash (15.0%), maculo-papular rash (6.7%),
hegative GC/GEJC Q3W progression, 37.2, 75.5: n=28). respectively ’ ’ "Safety analysis set. Abbreviation: AF, adverse event. adrenal insufficiency (5.0%), and immune-mediated hepatitis (5.0%)
. + tislelizumab intolerable L ’
MO [PIH5 jther.apy iels 200 mg IV toxicity, or Table 1. Antitumor Activity? Figure 3. Progression-Free Survival? Table 2. Summary of TEAEs?
MSEBEND CIESEE Q3W + withdrawal of PD-L125%  PD-L1<5% All Patients
=1 measurable lesion chemotherapy? consent = = - Patients, n (%) Total (N=60)
. (n=27) (n=28) (N=59) = 10 Median PFS (95% Cl): 7.3 months (5.2, 9.8)
S RIECEET v ORR, n (%) 17 (63.0) 16 (57.1) 34 (57.6) z 7 6-month PFS rate (95% CI): 57.0% (42.9, 68.8) | _
ECOG PS 0-1 (95% Cl) (42.4,80.6)  (37.2,755)  (44.1,70.4) S5 00 P:;'e':s ;‘"th =1 TEAE fg (712(;)
< >Grade :
Best overall response, n (%) o2 601 Serious 30 250 0;
'S 50 - .
Primary endpoint: Key secondary endpoints: Key exploratory gg 13 §230())) 13 870)1) 0 EO-O) ) 58 404
hd |nveStigat0r-aSSGSSGd ORR b |nvestigat0r-assessed endPOint: ) ) 34 576 3 E 30 - TEAE Ieadin to oci erlimab discontinuation 5 83
per RECIST v1.1 PFS, DoR, and DCRper + OS SD 6(22.2) 8 (28.6) 17 (28.8) alpec . P (8:3)
RECIST v1.1 D 4 (14.8) 2(7.1) 6 (10.2) - Cohort 9
. Safety NE/NA 0 (0.0) 2(7.1) 2(3.4) Q- 0 . | . . . . . . . . . . . . TEAE leading to tislelizumab discontinuation 5 (8.3)
| o . N | N DCR, n (%) 23 (85.2) 24 (85.7) 51 (86.4) 0O 5 10 15 20 25 30 35 40 45 50 55 60 65 70 |
Capecitabing 1000 mgim? (D1-14) GBW for 6 ycies (. alowed by maintenence therapy with RP2D of ouperimarb and tsioizumab (95% ClI) (66.3,95.8)  (67.3,96.0)  (75.0,94.0) Progression-free Survival (Weeks) USRS LI CLEL 2(33)
plus capecitabine Q3W, or th_e I_?PZD of ociperlimab gnd tislelizumab with cisplatin ?5 mg/m2 (D1) plus 5-fluorouracil 750-800 mg/_m2 . 0/ C| 8 4(7 O NE 47 3 5 10 0 8 1(4.7 10 0 Number at risk:
1- 3W for 6 C. reviations: D, day; DCR, disease control rate; DoR, duration of response; ECOG PS, Eastern Cooperative
(ODncgl)og(ng V(\Blroup peﬁgtr)nbance tstatus;%Cc‘,j/(%lE.?C,Zaitric/gastro;solph;ge; ;eiocatrcinoma; FI)-IER2, IElumanpepidEerrr;[al growtﬁ fact:tor SR DOR, IS (95 ° ) . ( .’ ) . ( 7 . ) - ( " ' ) Cohort9 50 54 50 41 33 30 23 20 15 8 5 1 0 0 0 Immune-mediated TEAE 24 (400)
receptor 2; IV, intravenous; ORR, ove_rall_ response rate; 0S, oyerall survival; PFS, progression-free survival; Q3W, every 3 weeks; aAccording to PD-L1 TAP score in the efficacy-evaluable analysis set, four patients had missing PD-L1 TAP score.
RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; RP2D, recommended phase 2 dose. Abbreviations: Cl, confidence interval; CR, complete response; DCR, disease control rate; DoR, duration of response;
NE/NA, not evaluable/not assessed; ORR, overall response rate; PD, progressive disease; PD-L1, programmed death-ligand 1; aSafety analysis set. Abbreviations: Cl, confidence interval; PFS, progression-free survival. ®Safety analysis set. Abbreviation: TEAE, treatment-emergent adverse event.
PR, partial response; SD, stable disease; TAP, tumor area positivity.
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