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Siﬂic?' “Axitinib in Combination With Toripalimab , a Humanized Immunoglobulin G4 Monoclonal

Antibody Against Programmed Cell Death-1, in Patients With Metastatic Mucosal Melanoma:

An Open-Label Phase IB Trial.”

Sheng X, et al.J Clin Oncol. 2019 Aug 12:JC0O1900210. doi: 10.1200/JC0.19.00210.
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ORIGINAL ARTICLE

Safety, efficacy and tumor mutational burden as

a biomarker of overall survival benefit in chemo-
refractory gastric cancer treated with toripalimab, a
PD-1 antibody in phase Ib/Il clinical trial NCT02915432

F.Wang'", X. L Wei'", F. H. Wang!, N. Xu?, L. Shen®, G. H. Dai", X. L. Yuan®, Y. Chen®, 5. J. Yang’, J. H. Shi®,
X CHU™ X Y.Lin", Q. Y. Zhang'?, J.F. Feng'®, Y. Ba'*, Y. P. Liu"® W.Li"® Y. Q. Shu"’, ¥. Jiang™®, Q. Li"%,
J.W. Wang®, H. Wu?', H. Feng®', 5. Yao®' & R H. Xu '

"Seite Key | aboratory of Oncodogy in South Ching, Department of Medcal Oncolodgy, Sun Yat-sen University Cancer Center, Collaborative innovation Cener for
Cances Medicine, Casngehou; ‘Deparment of Medica Oneology, The Hiss Affiliated Hosplial, School of Medicine, #hefiang Uiniversity, Hangzhou, | abosatory of
Carcinogenesis & [ranslational Research for the Minktry of National | ducation, Deparment of G Oncology, Peling Uiniversity School of Oncology, Beliing Cancer
Horspital & estitute, Beijndg: *Depanment of Medical Oncology, Chinese PLA General Hospital & Chinese MLA Medical Acadenmy, Besing; “Degartment of Oncology,
Tongji Hospéral, Huazhong Liniversity of Science and Technology, Wuhar; "The State Key | aboratony of Bothessgy, Department of Abdominal Cances, West Ching
Medical School, Cancer Center, West China Hospital, Sichuan University, Chengou ‘Depastment of Intesnal Medicine, Affiliated Cances Hospital of Shengzhou
Undversity, Henan Cancer Hospital, shengzhou; "Deparment of Medical Oncology, Ling Cancer Hospisal, Linyt; “Departiment of Mexdical Oncology, Fudan
University Shanghal Cances Center, Shanghiat, "“Deparment of Oncology, Shanghal Medical College, Fudan University, Shanghak, ' Depemment of Medical
Oncology, Fujian Medical Unaversity Union Hosperal, Fuzhow, “Degartment of Medbcal Oneclogy, Harbin Medical University Cances Hospiral, Harbing " 'Depanment
of Oncology, Maning Medical Unbversity Afillated Cancer Hospital, Rangsu Cancer Hospital, Ksngsu Instinute of Cancer Resesrch, Manjing: *Depanment of
CGastroantestingl Oncology, Tanjin Cancer | ospétal, Tanging “Deparment of Medical Oncology, The Fist Hospiral of Ching Medical University, Shenyang.
"eparmment of Medical Oneology, Thee Hist Hospital of Jilin Univessity, Changehure " Deparmment of Oncology, langss Provincl Hospial, Manjing. “Digestie
Medical Oneology, Cancer Hospiral of Shantou University Medical College, Shantou: "Department of Medical Oncology, Shanghal Genesad Hospital, Shanghel o
Tang University School of Medicne, Shanghat, "State Key Labomtory of Oncology in South Ching, Department of Urasonograpley, Sun Yat-sen Unbersity Cances
Center, Collaborative Innovation Centes for Cancer Medicine, Guangshon, **Shangheal lunshi Bloscences Co, | i, Shanghs, China

*Conespondence i Mol ful Vs Y State Key |aboratory of Oncology in South China, Depatment of Medical Oncology, Sun Yat-sen Univessity Cancer Centes,
Collaborative inovation Center for Cancer Medicine, 651 Dong Feng o ist, Guangzhou 510060, Gusngdong, China, Tek | B6-20-8/34- 3468 E-mall urhésysic ogen

" ihese authars contributed equally o this study.

Background: High tumor mutational burden (TMB-H) is correlated with enhanced objective response rate (ORR) and
progression-free survival (PFS) for certain cancers receiving immunotherapy, This study aimed to investigate the safety and
efficacy of toripalimab, a humanized programmed death-1 (PD-1) antibody, in advanced gastric cancer (AGC), and the
predictive survival benefit of TMB and PO-LI.

Patients and methods: We reported on the AGC cohort of phase b/l trial evaluating the safety and activity of toripalimab in
patients with AGC, oesophageal squarmous cell cardnoma, nasopharyngeal carcinoma and head and neck squamaus cedl
carcinoma, In cohort 1, 58 chemo-refractony AGC patients received toripalimab (3 mavkg d1, Q2W) as a monotherapy. In cohort
2, 18 chemotherapy-naive AGC patients received toripalimab (360 mg d1, Q3W) with oxaliplatin 130 mg/m’” qd, d1, capecitabine
1000 mg/m” bid, d1-d14, QW as first-line treatment, Primary end point was ORR. Biomarkers such as PO-L1 and TMB were
evaluated for correlation with clinical efficacy.

Results: In cohort 1, the ORR was 12.1% and the disease control rate (DCR) was 39.7%. Median PFS was 1.9 months and median
05 was 4.8 months, The TMB-H group showed significant superior 05 than the TMB-L group [14.6 versus 4.0 months, HR = 048
(06% €1 0.24-0.96), P=0.038], while PD-L1 overexpression did not correlate with significant survival benefit A 7/.6% of patients
experienced at least one treatment-related adverse event (TRAE), and 22.4% of patients experienced a grade 3 or higher TRAE. In
cohort 2, the ORR was 66.7% and the DCR was B8.9%. A 94.4% of patients experienced at least one TRAE and 38.9% of patients
expenienced grade 3 or higher TRAES,

Annalks of Oncology 0 1-8, X019
A0 109 annoncimedr 197
Published cnfine 24 une 20159
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8 Overall Survival
Subjects Events Censored Median-05
PD-L1- 47 34 13 162 days(5.3 months)
PD-L1+ 8 4 4 368 days(12.1 months)
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