Clinical outcomes associated with tislelizumab in patients with advanced hepatocellular carcinoma who have been previously treated with sorafenib or lenvatinib in RATIONALE-208
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Background

4 Tislelizumab is an anti-programmed cell death protein 1 (PD-1) monoclonal antibody with high affinity
and binding specificity for PD-1, engineered to minimize Fc gamma receptor binding on macrophages to
limit antibody-dependent cellular phagocytosis, a mechanism of T-cell clearance and a potential
mechanism of resistance to anti-PD-1 therapy'>

a  Tislelizumab demonstrated clinical activity and was generally well tolerated in patients with previously
treated advanced hepatocellular carcinoma (HCC) in the open-label, multicenter, Phase 2 RATIONALE-
208 study (NCT03419897)*

~ After a median follow-up of 12.4 months (data cut-off: Februiary 2020):¢
Objective response rate (ORR) was 13.3% (95% CI: 9.3, 18.1)
Median progression-free survival (PFS) was 2.7 months (95% Cl: 1.4, 2.8)
Median overall survival (OS) was 13.2 months (95% CI: 10.8, 15.0)

4 Atthe time of this study, sorafenib (SOR) and lenvatinib (LEN) were recommended first-ine treatments
for patients with advanced HCC and continue to have an imporant role i the frsine treatment of HCC
despite the recent approval of new gy-b and
bevacizumab) in some regions®

4 We report the clinical outcomes of patients with advanced HCC who were previously treated with
RILEN

4 Study design has been previously described; scan QR code to read full study methods

Hospital, Wi

ision of Hepatobiliary and Pancreatic Surgery, Hangzhou, China; *Hoy
Wuhan, China; *Union Hospital, Tongii Medical College, Huazhong University of Science and Techy

Conclusions

Tislelizumab was investigated beyond the first-line setting, as effective second- and third-|

advanced HCC and there is an unmet medical need

ine treatment options are limited for patients with

This analysis indicated that tislelizumab was clinically active and well tolerated in patients with advanced HCC who have received prior

systemic treatment with SOR/LEN

— After a median follow-up duration of 12.5 months, ORR zc was 13.6% (95% ClI: 9.5, 18.7) and median OS was 13.5 months (95%

Cl: 10.9, 15.8)

— Tislelizumab was generally well tolerated and adverse events were generally of low severity

The results of this descriptive-only secondary analysis support the potential role of tislelizumab as a treatment option beyond the first-line

setting for patients with advanced HCC

Efficacy: Tumor response

Confirmed ORR qc in patients previously treated with SOR/LEN was 13.6% (95% CI: 9.
including two complete responses and 30 partial responses (Table 2)

18.7),

Disease control was achieved in §5.3% (95% CI: 48.7, 61.8) of patients and median DORg was not
reached (Table 2; Figure 1)

Table 2. Summary of antitumor activity by IRC

Figure 2. Best change in target lesion size from baseline by IRC
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Figure 4. Kaplan-Meier curve for OS
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Safety
« Tislelizumab was generally well tolerated in patients previously treated with SOR/LEN (Table 3)

+ Immune-mediated treatment-emergent adverse events (TEAES), based on sponsor assessment, occurred
in 50 patients (21.3%) (Table 4)

5 In this descriptive-only secondary analysis, the following endpoints were evaluated in Total (N Table 3. Summary of AEs
patients who had been previously treated with SOR/LEN and has received one or more ORR (CRIPR), % (95%Cl) 136(95,187) Patients,n (39 Al patients (N=
doses of tislelizumab = e (000
—  Primary: ORR by independent review committee (IRC) (ORR ) per Response Evaluation Criteria in Solid = 209) Grade 2 3 TEAE. 116 (49.4)
Tumors (RECIST) vi.1 PR 30(128) Serlous TEAES 87670)
~  Secondary: Disease control rate (patients with a complete response [CR], partial response [PR], or stable S0t 98(4L.7) TEAE leading to discontinuation 26(11.1)
disease [SD]) by IRC (DCRgc), duration of response by IRC (DORpc), PFS by IRC (PFSgc), OS, and PO 95(40.4) TEAE leading o dose delay 72(208)
1063
safety/tolerability TEAE leading 0 deaih* 24(102)
DCR (CR+PR+SD), % (95% CI) 55.3(48.7,61.8)
x P i 16% of patients
Median DoR, monihs (95%C) NE(140.NE) IRC. Overallnumber of patents included: N=222 prem— Py
F R,
ALTincreased 52(209)
SD. stabledisease
Patient disposition n o 5 duratonof = Blood bilnuin increased 50(201)
. 3 . i i Decreased: e 41(16.5)
« As of February 2020, 249 patients were enrolled and 235 patients had received prior treatment with Efficacy: Survival estimates o 392157:
SORILEN
Figure 1. Time to response and duration of response by IRC in patients who responded to tislelizumab . Median PFS,c was 2.7 months (95% C: 1.6, 2.8) in patients previously treated with SORILEN b - -
* Median follow-up duration for patients previously treated with SOR/LEN was 125 months (Figure 3) T EN. soraleni TEAE
(range: 0.1-21.3) and 30 (12.8%) of 235 patients were still on-treatment at data cut-off
~ 6-and 12-month PFSys rates were 28.1% (95% Cl: 22.3, 34.2) and 18.4% (95% Cl: 13.4, 24.0), respectively Taple 4. Immune-mediated AES
- Baseline demographic and disease characteristics of patients previously treated with SOR/LEN are
summarized in Table ° * Median OS was 13.5 months (95% Cl: 10.9, 15.8) in patients previously treated with SOR/LEN Patients,n (3 Allpatients (N=
o
° (Figure 4)) Ay mmunc.mediated TEAE 50(21.3)
Table 1. Baseline demographics and disease characteristics 5 = > ~  6-and 12-month OS rates were 77.2% (95% CI: 71.2, 82.0) and 53.2% (95% CI: 46.6, 59.4), respectively Grade 2 3 TEAE 12(51)
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Sex, n (%) Male 206 (87.7) g = Sein 120 Hyperthyroidism 6(26)
N . o e - Hepatic-relatedimmune- mediated TEAE reportedin 2 1% of patients (any grade)
ace, n (%) e 0509 o . ot ST increased aan
o e e . e 27069 ALTincreased 303
5 o —= 2prior nes s
£COG PS.n () . e 3 ~ — Apatens  27016.20) e poie 209
N o + Censorea 2, T
B 126 (536) o PR s TEAE, reatment.emergent AE
Priorlines of antcancer therapy, n (%) .
weancer hrapy.n 04 L P = e H
sclc o %) ° 24(102) = ° = Dz B References
taging at study entry, ;
e e &) c 21699 L Of eamen L Znang . etal Cancer mmurlimmunotier 5. 20X, and Sun H. 3 Hematol Onco 2018:12:110
Chid-Pugh score atstudy entry,*n (%) A 22 (996) H Response ongoing T h 2018;67:1079-90 6. Tecentriq Summary of Product Characteristics 2017.
H ° Egm 1 2. Feng Y, et al. ASCO 2019 (Absiract 4048) Avalableat
Extrahepatic spread, n (%) Present 187 (79.6) 5 5 = Mamand Taivan China H 3 DahanR, et al. Cancer Cell 2015,28:285-95. hitps:/iwww.ema europa ewler/documents/product:
; ocer | e } 5 5 ' = = = = = = 3 e . information/tecentig-epar-product information._en. b,
Macrovascular invasion, n (%) Present 4217.9) = S o = Ewope H T T M T 1 5 T M 0y 7, | 4 DucreuxM. etal. ESMO World GI 2021 (Pres O-1) Accessed 14 October 2021
Hepatitis B 114 (48.5) T N T T M M T T 1 Number at risk Time since first dose of tislelizumab (months) 7. Casak S, et al. Clin Can Res 2021;27:1836-41
Hepatis C ., o 12 2 3% a8 60 72 8 % 108 (number censored) Acknowledgments
HCC etology, n (%) & o Time fromfirstdose (week) Lporie 126 71 o 2 2 5w 1 7 o This study was sponsored by BeiGene, Ltd. Medical wiing support, under the direction of the authors, was provided by Kirsty
History of alcohol abuse 76 (323) w e lastiamor 22prorinesion 54 ® 12 10 7 6 2 o Millar, MSc, of . BeiGene, L
NASH 12179 assessmentfor patients who were stil on treatment 125 80 56 40 £ 20 2 ) 7 o
but BeL ver Cancer, R i . c, y *Author contact details: | unicancerfr (Julien Edeline)

‘o
ECOGPS,



mailto:j.edeline@rennes.unicancer.fr
https://www.ema.europa.eu/en/documents/product-information/tecentriq-epar-product-information_en.pdf
https://www.annalsofoncology.org/article/S0923-7534(21)01194-7/fulltext

