Tislelizumab Versus Sorafenib in First-line Treatment of Unresectable Hepatocellular Carcinoma:
The RATIONALE-301 European/North American Subgroup
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In the European/North American (EU/NA) subgroup,
tislelizumab demonstrated numerically longer median
overall survival (OS) and more durable antitumor
response compared with sorafenib, as first-line

treatment in patients with unresectable hepatocellular The results obtained in the EU/NA subgroup were
carcinoma (HCC). Tislelizumab had a favorable consistent with published results from the overall
safety profile compared with sorafenib in the study population.

EU/NA subgroup.

v/

Conclusions

Background

demonstrated a favorable safety profile.® Here, we report data from the EU/NA subgroup in the
RATIONALE-301 study.

North America in 2020.2 Tislelizumab, a monoclonal antibody with high affinity and binding
specificity for programmed cell death protein 1, was specifically engineered to minimize Fcy
receptor binding on macrophages.3*

HCC is one of the most commonly diagnosed cancers globally.! Most cases occur in Asia,
particularly in China, with 410,000 reported in 2020; however, the number of patients affected
in other regions is also high, with over 87,000 HCC cases in Europe and 46,000 in

Tislelizumab demonstrated clinical activity and was generally well tolerated in patients with
previously treated advanced HCC (NCT03419897).° In the RATIONALE-301 (NCT03412773)
study in patients with unresectable HCC, tislelizumab showed noninferior OS vs sorafenib and

Table 1. Baseline Characteristics Table 2. Summary of Antitumor Activity (Intent-to-Treat Analysis Set)

Figure 3. OS in EU/NA Subgroup (Intent-to-Treat Analysis Set)
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» The study design has been previously described (Figure 1)°7 Age, years, mean (SD) 67.5 (9.0) 67.1 (9.5) 60.2 (12.5) 59.3 (12.7) 100 - (n=89) (n=83) ORR, n 17 2 49 18
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« Systemic therapy-naive adults with histologically confirmed HCC were randomized (1:1) to Male 75 (84.3) 67 (80.7) 289 (84.5) 281 (84.6) T Median OS, months (95% CI)  18.3 (11.0, 26.6) 13.7 (8.5, 19.0) ORR diff o
receive tislelizumab 200 mg intravenously every 3 weeks or sorafenib 400 mg orally twice a ECOG PS 1 33 (37.1) 30 (36.1) 159 (46.5) 151 (45.5) 801 Unstratified HR® (95% CI) 0.73(0.51,1.04) (95% Cll)grence, ° 16.6 (7.7, 25.6) 8.3 (3.9, 12.7)
day until disease progression, intolerable toxicity, or withdrawal (Figure 1) . S .

BCLC staging > BOR, n (%)

« The primary endpoint was OS; secondary endpoints included objective response rate (ORR), Stage B 25 (28.1) 27 (32.5) 70 (20.5) 80 (24.1) = 607 CR 3(3.4) 0 (0.0) 10 (2.9) 1(0.3)
progression-free survival (PFS), duration of response (DoR) by blinded independent review Stage C 64 (71.9) 56 (67.5) 272 (79.5) 252 (75.9) % i PR 14 (15.7) 2(2.4) 39 (11.4) 17 (5.1)
committee per Response Evaluation Criteria in Solid Tumors version 1.1, and safety Hepatitis etiology g 407 SD 31 (34.8) 42 (50.6) 94 (27.5) 137 (41.3)

' ' : ' . PD 37 (41.6) 25 (30.1) 166 (48.5) 117 (35.2)
Figure 1. RATIONALE-301 Study Design HCV 24(27.0) 24 (28.9) 46 (13.5) 39 (11.7) “ Nonevaluables 4 (4.5 1 (133 26 (7.6 50 (15.1
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« Systemic therapy naive ALBI score Tislelizumab 89 81 72 62 49 47 43 38 35 33 29 29 21 10 2 0 0 0 O asasZsCslﬁnoent, lrjuglne of which were ev\glizt():l?a(%gra rgspgﬂgg de(t)grirjr?igatie:r:.s?gartril:ntso with r?g ;cr)i?bgztleﬁﬂes t\:Jvm%r Zssessrgsentagre ;nr?o#g/g{uable
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« ECOG PS 0-1 22 . 18 (20.2) 33 (39.8) 82 (24.0) 98 (29.5) progression-free survival; PR, partial response; SD, stable disease; SOR, sorafenib; TIS, tislelizumab.
Mlssmg 1 (1 A ) 1 (1 -2) 4 (1 -2) 3 (2-4) Data cu?oﬁf: July 11, 202_2. aHR was based on an unstratified Cox regr(?ssion model includir_wg only treatment asa covariate. Safety
:’hosttreatment anticancer Abbreviations: Cl, confidence interval; EU/NA, European/North American; HR, hazard ratio; OS, overall survival. . A summary of the safety findings is shown in Table 3
iations: ice daily: - : inoma erapy + Incidence of adverse events were generally lower in the tislelizumab versus sorafenib arm for
Abbreviations: BID, twice daily; ECOG PS, Eastern Cooperative Oncology Group performance status; HCC, hepatocellular carcinoma; . g y
IV, intravenously; PO, orally; Q3W, every 3 weeks; R, randomized. ISyStemlc 55 (61.8) 53 (63.9) 185 (54.1) 199 (59.9) Fi 4. PFS? in EU/NA Sub | to-T Analvsis S the EU/NA subgroup and the overall population
mmunotherapy 7 (7.9) 16 (19.3) 33 (9.6) 87 (26.2) igure 4. in ubgroup (Intent-to-Treat Analysis Set)

* For the EU/NA subgroup, the most common treatment-related adverse events occurring in

Data cutoff: July 11, 2022. Data are n (%) unless otherwise specified. Abbreviations: ALBI, albumin-bilirubin; BCLC, Barcelona Clinic 210% of patients in the tislelizumab versus sorafenib arms were asthenia (1 5.9% vs 17.1 0/o)
Iéll\ﬁlilg,algﬁfgpggr%\?oftﬁA%Z:ﬁ:g}n?ﬁ%ele/ﬁg\\lle, Egpfgtli(t)igyB%O\yirpug;eIKf/I?/rlr,nr?\r;%erg\g[sucstjIaErl_:r?\’/aes)?gr?;h S{)/:?I't'llg ?)Fc))rr?:Id\;/ein tumor thrombus; . _and fatigue (13'6% VS 20'7%)); and il’.1 the o_veraII pOpUIatiqn were aspartate aminotransferase
Res u Its SD, standard deviation; SOR, sorafenib; TIS, tislelizumab. 100 4 o—o T'slfllzggr;'ab Sf;rafg';)ib increased (23.1% vs 28.7%) and alanine aminotransferase increased (16.6% vs 25.0%)
b n= n=
: : S 1 4 Events, n (%) 70 (78.7) 54 (65.1)
FIHEATE 2, (08 277 Basellne_Cljaracterlstlcs_ i o (2000 S0 e ey i $ Median PFS, months (95% Cl) 3.7(2.2,4.3) 3.9(2.2,6.1) Table 3. Safety Summary (Safety Analysis Set)
(Intent to-Treat AnaIySIs Set) = 80 Unstratified HR? (95% CI) 0.97 (0.67, 1.38) EU/NA Subgroup Overall Populations
< | .97 (0.67, 1.

Baseline Characteristics ) | subgroup  NO- of Events/ Hazard Ratio for Mg; a(nm(‘;';to*/‘os():l) ngi a(nmg)nSt:/:s():I) E; 60 TIS (n=88) SOR (n=82) TIS (n=338) SOR (n=324)

. Qf 6.74 rando_mlz_ed patlgnts,_ 172 (25.5%) were enrolled in the EU/NA subgroup No.of Patients  Favors  Favors Death (95% Cl) IS SOR 3 | Patients with >1 TEAE 87 (98.9) 82 (100) 325 (96.2) 324 (100.0)
(tislelizumab, n=89; sorafenib, n=83) ECOG PS Tislelizumab _ Sorafenib S L TRAE 71 (80.7) 76 (92.7) 259 (76.6) 311 (96.0)

. . . . . . . . . I -] -1 ) ) ) -
Distribution of basellne.characterlstlcs was generally similar betwgen the EU/NA subg.roup 0 68/109 —) 0.66 (0.41,1.06)  26.3 (16.4, NE) 18.8 (1.0, 25.6) 3; | Serious TEAE 32 (36.4) 30 (36.6) 101 (29.9) 91 (28.1)
and the overall population. Of note, the EU/NA subgroup had a higher number of patients 1 51/63 ——— 0.82 (0.47, 1.43) 9.8 (6.5, 11.4) 8.1(4.8,13.7) L TRAE 11 (12.5 8(9.8 40 (11.8 33 (10.2
with advanced-stage disease (Barcelona Clinic Liver Cancer [BCLC] Stage C) in the BCLC stage 201 + P (12.5) 9.8) (11.5) (19.2)
o : . . ; Stage B 32/52 —a—1- 0.55(0.27,1.13)  26.3 (16.4, NE) 22.2 (8.5, 25.6) i . ” ‘ TEAE leading to death 4 (4.5) 9 (11.0) 15 (4.4) 17 (5.2)
tislelizumab arm compared with the sorafenib arm, similar to the overall population (Table 1). Stage C 87/120 —_— 0.79 (0.52,1.20)  12.1 (9.8, 23.5) 11.8 (5.9, 18.5) o L. ﬁ TRAE 1(1.1) 1(1.2) 3 (0.9) 2 (0.6)

In general, more patients in the EU/NA subgroup had less advanced disease (BCLC B) Hepatitis 01, , , , , , , , , , , , , , TEAE leading to any treatment
compared with the overall population (Table 1) stiology 14/21 Sl 070 (0.24,2.05) 164 (102,NE)  14.2(2.1,NE) L L S A T discontinuation 14 (15.9) 24 (29.3) 37 (10.9) 60 (18.5)

« At data cutoff (July 11, 2022), median OS follow-up in the EU/NA subgroup was 37.9 months HCV 7332//14083 . 8-23 Eg-ga, 1 38 1?3761(1(8'2’ lz\léfé) g-z gg-% ggg Time (Months) TRAE 8 (9.1) 12 (14.6) 21 (6.2) 33(10.2)
in the tislelizumab arm and 38.5 months in the sorafenib arm Uninfected ' R ' A ST o TEAE leading to

Efficacy Baseline AFP e —a—] 068 (044,105 232154 412)  147(10,232 S study drug modification 34(386)  60(732)  105(31.1) 210 (64.8)

 In the EU/NA subgroup, tislelizumab demonstrated numerically longer median OS, which 2400 ng/ml 38/51 —r 0.72(0.38,1.37)  9.8(6.1,18.3) 6.5 (4.0, 13.7) oraren! TRAE ' 17 (19.3) 48 (58.5) 68 (20.1) 187 (57.7)
was consistent across_ most studied supgroups (Figures 2 an.d 3)’ similar median PFS Data cutoff: July 11, 2022. Abbreviations: AFP, alpha fetoprotein; BCLC, Barcelona Clinic Liver Cancer; Cl, confidence interval; Data cutoff: July 11, 2022. 2PFS assessed by investigator per Response Evaluation Criteria in Solid Tumors version 1.1. °HR was Patlents WItg-Z;I: d TEAE 20 (22.7 1(1.2 62 (18.3 10 (3.1
(Figure 4), longer median DoR, and a higher ORR than sorafenib (Table 2). These results ECOG PS, Eastern Cooperative Oncology Group performance status; EU/NA, European/North American; based on an unstratified Cox regression model including only treatment as a covariate. Abbreviations: Cl, confidence interval; Lol lusae LS (22.7) (1.2) (18.3) (3.1)
were similar to the overall population, with the exception of median PFS (Tab|e 2) HBV/HCV, hepatitis B/C virus; NE, not estimable; OS, overall survival; SOR, sorafenib; TIS, tislelizumab. EU/NA, European/North American; HR, hazard ratio; PFS, progression-free survival. Data cutoff: July 11, 2022. Abbreviations: EU/NA, European/North American; SOR, sorafenib;

TEAE, treatment-emergent adverse event; TIS, tislelizumab; TRAE, treatment-related adverse event.
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