A Phase 1 Study of the OX40 Agonist, BGB-A445, With or Without Tislelizumab, an Anti-PD-1 Monoclonal Antibody, in Patients with Advanced Solid Tumors
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v This ongoing dose-escalation part of a multicenter, phase 1 study There were no dose limiting toxicities with a favorable safety The dose expansion part of this study is ongoing in non-small cell lung cancer
= (NCT04215978) is investigating BGB-A445 alone or in combination and tolerability profile and promising antitumor activity at up to and head and neck squamous cell carcinoma; BGB-A445 is also being further
Conclusions with tislelizumab in patients with advanced solid tumors 2400 mg as monotherapy and combination therapy evaluated in melanoma, renal cell carcinoma, and urothelial carcinoma

Efficacy
Table 3. Summary of Adverse Events: Part B Combination BGB-A445 + Tislelizumab?
BaCkg round Results « Of 50 patients in the efficacy-evaluable population of Part A, 2 patients (4.0%) achieved unconfirmed
A445 150 mg + A445300mg+ A445600 mg+ A4451200 mg+ A445 2400 mg + tial tori . 1200 tastatic | q . 2400
TIS 200 mg TIS 200 mg TIS 200 mg TIS 200 mg TIS 200 mg partial response (uterine carcinosarcoma | . mg], metastatic lung a enocarcinoma [ mg]),
(n=6) (n=5) (n=8) (n=8) (n=5) 18 patients (36.0%) had stable disease, 26 patients (52.0%) had progressive disease, and 6 patients
. . . . No. of patients with 21 TEAE 6 (100.0) 5 (100.0) 8 (100.0 8 (100.0 4 (80.0 31 (96.9 were not evaluable/assessed (Figure 5
« 0X40 is an immune costimulatory receptor, expressed on activated CD4* and CD8* T cells, that Patient 199.9) (199.9) (9 96:9) (Fig )
. : e . . auents No. of patients with 21 TRAE 5 (83.3) 3 (60.0) 8 (100.0) 4 (50.0) 2 (40.0) 22 (68.8) : : : - : 0 - :
promotes T-cell proliferation and survival in the tumor microenvironment’ . | | | « Of 30 patients in the efficacy-evaluable population of Part B, 7 patients (23.3%) achieved confirmed
_ _ _ _ « As of August 31, 2022, 59 patients were enrolled in Part A and 32 patients were enrolled in Part B Grade 23 TRAESs 1(16.7) 0(0.0) 1(12.5) 1(12.5) 0(0.0) 3(94) partial response (colorectal cancer [150 mg], anal cancer [150 mg], cervical cancer [300 mg], bladder
. BGdB-A445 IS Ce)l )?:(\)/?I modnct))glcér_malzanUbody (mAb) OX40 agonist that does not compete with . Baseline demographics were similar between Part A and Part B (Table 1) Serious TRAEs 1(16.7) 0 (0.0) 1(12.5) 1(12.5) 1(20.0) 4 (12.5) cancer [600 mg], urothelial carcinoma of the upper tract [600 mg], NSCLC-nonsquamous [1200 mg],
endogenous 'gand binding TRAEs leading to death 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) colorectal cancer [1200 mgq]), 13 patients (43.3%) had stable disease, 8 patients (26.7%) had
g P P
o S : _ - g : TRAEsS leading to treatment i i i i
In prgcllnlcal_ roc!ent s_tudles, BQB A445 hag demonstrated antitumor activity as a single agent Table 1. Baseline Characteristics? i 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) progressive disease, and 2 patients were not evaluable/assessed (Figure 6)
and in combination with an ant—PD-1 mAb TRAESs leading to dose modification 2 (33.3) 1(20.0) 2 (25.0) 3 (37.5) 0 (0.0) 8 (25.0) .
. _ _ - Figure 5. Response: Part A BGB-A445 Monotherapy
« In preclinical models, BGB-A445 had dose-dependent antitumor effects, without the B GB.ALLS Pa”t':; o BB A"ﬂ‘ 'f ‘f°|"‘|'f"“at'°b“ ) Immune-related TRAEs 3 (50.0) 3 (60.0) 4 (50.0) 3 (37.5) 1(20.0) 14 (43.8)
hook effects that have been observed at high antibody concentrations with 445 monotherapy (n=59) “Adds + tisielizumab (n=32) Most common TRAE by PT glvesi?iga_tor-asseisdqd best change from 1105
. oy . . . >10% i a
ligand-competitive OX40 antibodies (Figure 1) Median age (range), years 59.0 61.0 (210% in total group) aseline in sum of diameters 00 - 113
(28-80) (37-75) Fatigue 0 (0.0) 2 (40.0) 4 (50.0) 1(12.5) 0 (0.0) 7 (21.9) 9
. . . . . = 70 = PD
« This ongoing dose-escalation part of a multicenter, phase 1 study (NCT04215978) is Female sex, n (%) 33 (55.9) 19 (59.4) NeEea 1(16.7) 1(20.0) 2 (25.0) 2 (25.0) 1(20.0) 7 (21.9) —~
investigating BGB-A445 alone or in combination with tislelizumab in patients with advanced Pruritus 0 (0.0) 1(20.0) 3 (37.5) 1(12.5) 1(20.0) 6 (18.8) 5 bD
A R y % g - PD PDPD PD FDpp
solid tumors ace: 1 (%) — 125 Rash macropapular 1(16.7) 2 (40.0) 2 (25.0) 1 (12.5) 0 (0.0) 6 (18.8) CRRST = | | 11—
White 38 (64.4) 23 (71.9) Hypothyroidism 2 (33.3) 1 (20.0) 1(12.5) 1(12.5) 0 (0.0) 5(15.6) g 104 |_|PD Hﬂﬂ[][]snsn [Jsoso ﬂﬂﬂ[’]ﬁi’;ﬁm
Figure 1. Dose-Dependent BGB-A445 Antitumor Activity in Tumor Model Other 5 (8.5) 5(15.6)° Pyrexia 2 (33.3) 0 (0.0) 0 (0.0) 2 (25.0) 0(0.0) 4 (12.5) S 10- sD
0 Diarrhea 2 (33.3) 1(20.0) 0 (0.0) 1(12.5) 0 (0.0) 4 (12.5) | sed
BGB-A445 Reference OX40 Ab Tumor Growth Inhibition ECOG PS, n (%) .
0 26 (44.1) 15 (46.9) a Safety population -50 =
< 2500+ chicle = 2500+ chicle i 1 PT, preferred term; TEAE, treatment-emergent adverse event; TIS, tislelizumab; TRAE, treatment-related treatment-emergent adverse event .
§ e \B/Gha-lA445 0.4 mpk E e \ée?er:ence OX40 Ab 0.4 mpk - Effz rg\:g:omo Ab 2 33 (85'9) 1? 2201'())) Duration of treatment and response per p—
ﬂ; 20004 -@ BGB-A445 2 mpk T "’2 20004 -@ Reference OX40 Ab 2 mpk 100+ : RECIST 1.1b x ¥
£ -®- BGB-A445 10 mpk > 3 48 Reference OX40 Ab 10 mpk —  80- —q Median time from initial diagnosis to first dose 1.9 2.0 Pharmacokinetics and Pharmacodynamics - By X
2 1500 / 2 15001 s = o (range), years (0.3-22.2) (0.3-5.8) x 'g.: .8 a * x
$ 1000- - " 2 1000- > Median number of prior anti-cancer systemic 2.0 2.0 « BGB-A445 exposure was similar as monotherapy and in combination with tislelizumab BGB-A445 20 mg R . ..
s -/ s 2 40- therapy regimens (range) (1.0-7.0) (1.0-4.0) . . . BGB-A445 60 mg f-.': : —— g ">
2 500 2 5001 S 20- S L « BGB-A445 PK (maximum concentration and area under the curve from days 0 to 21) were linear and o x
g s o a Safety population P Other race and unknown race ] ) ) BGB-A445 150 mg . o, o e+
S co ' pA g S c0 T - g - 22-_ T T T T ~1;0 ECOG PS, Eastern Cooperative Oncology Group performance status dose proportlonal in all tested dose ranges (Flgure 3) BGB-A445 300 mg : g-g x .
' freatmentDays Treatment Days Dosage (mpk) «  OX40 receptor occupancy was saturated at BGB-A445 2300-mg dose levels as monotherapy and in BGB-A445 600 mg r =1
*P<.05. MC38 syngeneic tumor model. Safety combination with tislelizumab; higher soluble OX40 levels were observed at BGB-A445 21200-mg BGB-A445 1200 mg i
\ Ab, antibody; mpk, milligrams per kilogram; ns, not significant; SEM, standard error of the mean; TGI, tumor growth inhibition . . _ d | | th d . b t th t | | b F 4 . BGB-A445 2400 ; #= g o . s = >
- Grade 23 treatment-emergent AEs (TEAEs) were reported in 24 patients (40.7%) in Part A and ose levels as monotherapy and in combination with tislelizumab (Figure 4) - mg =T
17 patients (53.1%) in Part B, the most common of which were gastrointestinal disorders (eg, diarrhea == §s
and abdominal pain) Figure 3. Preliminary Cycle 1 Serum PK Profile of BGB-A445 3 E—Xg" > Twmctongomy
. Monotherapy (left) or Combination Therapy (right)? 3 ¥ Diocontimed doe o Oher Resson
« InPartA, no Grade 23 TEAE by preferred term occurred in 25% of the total group by (et by (Hghd = o kswawmBeot
0 5 10 15 20 25 30 35 40 45 50 55 60 635 70 75 80
 |In Part B, there were 4 Grade =3 TEAESs reported in 25% of the total group (diarrhea, 3 patients Part A monotherapy Part B combination ® Efficacy-evaluable population  Safety population Time Since Treatment Initation (Weeks)
0 . . . .. . 0 AE, adverse event; CPI, checkpoint inhibitor; CR, complete response; NE, not evaluable; PD, progressive disease; PR, partial response; RECIST, Response Evaluation
[9.4%]; abdominal pain, pleural effusion, and pyrexia in 2 patients [6.3%] each) 1000k ool Criteria in Solid Tumors; SD, stable disease

« Grade =23 immune-mediated AEs (imAEs) occurred in no patients in Part A and in 1 patient
(3.1%; maculopapular rash and diarrhea) in Part B

A445 150 mg + TIS 200 mg Figure 6. Response: Part B Combination BGB-A445 Plus Tislelizumab
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. - . : ) . . ) . A445 150 mg : A445 300 mg + TIS 200 mg _ _ 10~
Eligible patients were enrolled into 7 dos_e escalation cohorts to receive BGI.B Ad4S intravenous - Treatment-related AEs leading to treatment discontinuation occurred in 1 patient (1.7%) in Part A A445 300 mg A445 600 mg + TIS 200 mg ::;'sees,::.,%aits ;ﬂfnsiisdﬁg,ﬁgfjr‘;?a"ge from %
(IV) as monotherapy (Part A) or to receive 5 dose levels of BGB-A445 IV in combination with . . _ 10F g 1of A445 1200 mg + TIS 200 m
e i 200 i V(2 ) e ek 1) 6l 2 s AR ITE ) (2400 mg group) and no patients in Part B; there were no deaths due to treatment-related TEAEs - A445 600 mg N 9 9 707 D >
9 y y ey 9 (TRAES) in either Part (Table 2 and 3) A4451200mg ¢ H =
. : : : e s g _ s | | . [ -~ A445 2400 mg N | | | | e o H o RN —
Dose escalation was guided by a Bayesian modified toxicity probability interval-2 approach . There were no dose-limiting toxicities in either part of the study T S h o @ 04[] ey A ﬂﬂm

« The primary objective of the dose-escalation phase of the study was to assess safety and
tolerability of BGB-A445 by adverse events (AEs) and to determine the maximum tolerated or
administered dose

a Data based on day 1-22 for 31 patients treated with BGB-A445 monotherapy and 23 patients treated with combination BGB-A445 + tislelizumab
TIS, tislelizumab
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Table 2. Summary of Adverse Events: Part A BGB-A445 Monotherapy?
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Best Response in Target Lesion (%)

o _ o o _ BGB-A445 BGB-A445 BGB-A445 BGB-A445 BGB-A445 BGB-A445 BGB-A445
« Secondary objectives included characterizing the BGB-A445 pharmacokinetic (PK) profile and 150 mg 300 mg 600 mg 1200 mg 2400 mg
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Figure 4. Receptor Occupancy (left) and Soluble OX40 (right)
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preliminary antitumor activity per Response Evaluation Criteria in Solid Tumors (RECIST) 1.1 gggg‘}"ﬂb"eatme“t and response per s . & s s s . . A . >
No. of patients with 21 TEAE 1 (100.0 4 (100.0 3 (100.0 5(83.3 5(83.3 16 (84.2 20 (100.0 54 (91.5 - o mam — . x : : : g
©- O patients wi (100.0) (100.0) (100.0) (83.3) (83.3) (84.2) (100.0) (91.5) Receptor occupancy , Soluble OX40 L
Figure 2. Study Design and Patient Enrollment No. of patients with 21 TRAE 0 (0.0) 1 (25.0) 2 (66.7) 3 (50.0) 5 (83.3) 9 (47.4) 14 (70.0) 34 (57.6) Part A monotherapy Part B combination 5 Part A monotherapy cume i } ) -
> : . I:II:I I:II:I I:I. =] » o | &
i itari Part A: BGB-A445 monotherapy Part B: BGB-A445 + tislelizumab Grade 23 TRAEs 0(0.0) 0(0.0) 1333) 1(16.7) 0(0.0) 0(0.0) 2(10.0) 4(68) = 125- 125+ | BGB-A445 BGB-A45 BGB-A445 BGB-A45 BGB-A445 BGB-A45 BGB-A445 * . x
Inclusion criteria . X 20 mg (N=1) 60 mg (N=4) 150 mg (N=3) 300 mg (N=6) 600 mg (N=6) 1200 mg (N=19) 2400 mg (N=19)
. Age 218 years (n=59) combination (n=32) Serious TRAEs 0 (0.0) 0 (0.0) 1(33.3) 0 (0.0) 1(16.7) 0 (0.0) 2 (10.0) 4 (6.8) Py 100 S 1004 i * —— o . :
) (ZQE%‘ESTUF%'G lesion BGB-A445 20 mg (n=1) BGB-A445 150 mg + TRAEs leading to death 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) § 792: E jgj i g X
' . TIS 200 mg (n=6) T e me— + + 'S p e i i P i —
« ECOG PS <1 and life BGB-A445 60 ma (n=4 s leading to treatmen S 50- 8 50- 13 o H H H H e .
expectancy 26 months g (n=4) BGB-A445 300 mg + discontinuation 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(5.0) 1(1.7) 5 % A ml omd e me me L o x ) ) X
+ Histologically or cytologically BGB-A45 150 mg (n=3) TIS 200 mg (n=5) TRAES leading to dose 5 ] 2 " B S S SR S G R BGB-A445 150 mg + TIS 200 mg o T
confirmed advanced, P 0 (0.0 0 (0.0 1(33.3 0 (0.0 1(16.7 1(5.3 5(25.0 8(13.6 € o , , , 0 : . . V¢ © o K ¢ I o O oI ¢ I < . .
metastatic, unresectable BGB-A445 300 mg (n=6) B('?ggggsmm?nmg; modification (©-0) (©-0) (53.9) (0.0) (6.7) (5-3) (25.0) (13.6) CIDIPRE C1D8 C2D1PRE CIDIPRE C1D8 C2D1PRE BGB-A445 300 mg + TIS 200 mg . x A PR
= I + S
solid tumors _ . Immune-related TRAEs 0 (0.0) 0 (0.0) 0 (0.0) 1(16.7) 3 (50.0) 1(5.3) 6 (30.0) 11 (18.6) BGB-A445 20 mg (N=1) | TTIS 200 mg (NG) 1118200 o (Ne) 2118200 e (o) 10 200 s (NaTY 318 200 ey (o) BGB-A445 600 mg + TIS 200 mg x o
+ Have not received prior BGB-A445 600 mg (n=6) BGB-A445 1200 mg + BGB-A45 60 mg (N=4) o eaomats m— > > Tomatonons
therapy targeting OX-40 or TIS 200 mg (n=8) Most common TRAE by PT BGB-A45 150 mg (N=3) BGB-A445 150 mg + TIS 200 mg (N=6) | Part B 3 oo oo oo oo BGB-A445 1200 mg + TIS 200 mg . m— X Disconfimied due to Brogressive Diseas
any other T-cell agonist BGB-A445 1200 mg (n=19) (210% in total group) BBés:/;A::: 288 mg (NN_=66> 36345300 mg + TIS200mg (N-5) combination Efe = s e s M BGB-A445 2400 mg + TIS 200 mg - ¥ Sibjectwitibror P
therapy _ _ Fatigue 0 (0.0) 0 (0.0) 0 (0.0) 2 (33.3) 1(16.7) 2 (10.9) 2 (10.0) 7(11.9) BGB-_M45 120:::; (;,=)19) Egs:ﬁjz ?Zgomrggleslszggomrgg(l\(li;) : % ::E 0 §§§§ o0 o0 0 5 10 15 20 25 30 35 40 45 SO S5 60 65 70 75 8 8 90 95 100 105 110 115 120 125 130
Arthralgia 0 (0.0) 1(25.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(5.3) 4 (20.0) 6 (10.2) _ IR i — == = = TS = S P o . . . Time Since Treatment Initiation (Weeks)
, _ , o , _ . -# BGB-A445 2400 mg (N=20) -#- BGB-A445 2400 mg + TIS 200 mg (N=5) | SR e TR SR SR a Efficacy-evaluable population ? Safety population
Y ECOG PS, Eastern Cooperative Oncology Group Performance Status; RECIST, Response Evaluation Criteria in Solid Tumors; TIS, tislelizumab a Safety population I oS °°§§g,o“ o@“""g&ﬁ»‘* 0.9& °§'§>§>"q o\oqwfjﬁog,g“q 0@‘2“3“0;&3 AE, adverse event; CPI, checkpoint inhibitor; CR, complete response; NE, not evaluable; PD, progressive disease; PR, partial response; RECIST, Response Evaluation
PT, preferred term; TEAE, treatment-emergent adverse event; TRAE, treatment-related treatment-emergent adverse event C, cycle; D, day; PRE, predose : \Criteria in Solid Tumors; SD, stable disease; TIS, tislelizumab )
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