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Abstract
Background:

Studies have shown that the combination of PD-1 inhibitors with chemotherapy exhibits
promising efficacy as a first-line treatment for Asian patients with recurrent or metastatic
nasopharyngeal carcinoma (R/M NPC). This presentation reports the results of a global phase 3
clinical trial with ethnically diverse patients treated with penpulimab plus chemotherapy vs.
placebo plus chemotherapy as the first-line therapy for R/M NPC (NCT04974398).

Methods:

AK105-304 trial was conducted across 46 sites worldwide. Participants aged 18-75 years with
previously non-systemically treated R/M NPC, stratified by disease stages (de novo metastases
vs. recurrent), ECOG (0 vs. 1), liver metastasis (present vs. absent), were randomized (1:1) to
receive penpulimab or placebo (200mg, Day1) in combination with gemcitabine (1000mg/m?,
Day 1 and 8) and cisplatin (80mg/m?, Day1) or carboplatin (AUC5, Day1) every 3 weeks (Q3W)
derup 08 ySiesefallowed by maintenance therapy with penpulimab or placebo (200mg, Q3W).
Placebo-arm patients were allowed to crossover to receive penpulimab monotherapy (200 mg,
Q3W) upon confirmed disease progression by blinded independent center review (BICR).
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Primary endpoint was PFS assessed by BICR, and key secondary endpoint was OS. Other
secondary endpoints included ORR, DoR and safety.

Results:

291 patients were randomized to penpulimab arm (n=144) or placebo arm (n=147). Baseline
characteristics were generally balanced between treatment arms. By April 29, 2024, median
follow-up time was 19.1 months. Per BICR assessment, median PFS was 9.6 months (95% CI:
7.1,12.5) and 7.0 months (95% CI: 6.9, 7.3), respectively, for penpulimab+chemo and
placebo+chemo (HR=0.45, 95% CI: 0.33, 0.62, two-sided P < 0.0001). Confirmed ORR was
68.1% vs. 63.9%, and median DoR was 9.8 months (95% CI: 7.0, 17.5) vs. 5.7 months (95% CI:
5.5, 6.7) (HR=0.4, 95%CI: 0.27, 0.59). OS was not mature, with 48 deaths in penpulimab arm
and 49 in placebo arm (HR=0.94, 95% CI: 0.63, 1.40). After adjusting for crossover of patients
from placebo to penpulimab upon PD, OS benefit became more evident, with HR of 0.62 (0.41,
0.94) by Rank Preserving Structural Failure Time (RPSFT) model, 0.75 (0.43, 1.30) by Inverse
Probability of Censoring Weighting (IPCW) method, and 0.78 (0.52, 1.17) by two-stage
Accelerated Failure Time (AFT) model. The incidence of Grade 23 TRAEs was 89.0% vs. 85.9%;
SAEs was 50.7% vs. 48.6%; irAEs was 30.8% vs. 8.5%; Grade 23 irAEs was 4.1% vs. 0.

Conclusions:

Penpulimab combined with gemcitabine and cisplatin or carboplatin demonstrated statistically
significant and clinically meaningful benefit with a manageable safety profile, and provides a new
beneficial treatment option in the first-line treatment for R/M NPC patients globally.

Citation Format:

Chaosu Hu, Xiaozhong Chen, Tingting Xu, Shuang Huang, Feng Liu, Song Qu, Lisha Chen, Ping
Zhou, Shenhong Qu, Xiaohong Ai, Yong Chen, Meilian Liu, Rensheng Wang, Kelvin KW Chan,
Peng Zhang, Chunhong Hu, Jiyu Wen, Jian Zhang, Qin Lin, Xiaojiang Li, Kangsheng Gu, Li
Xiang, Dongxia Wang, Jingao Li, Daren Lin, Desheng Hu, Jianwu Ding, Siyang Wang, Xiaoming
Huang, Lin Wang, Feng Jin, David G. Pfister, Milena Perez Mak, Pedro Rafael Martins de
Marchi, Yi Jiang, Haihua Yang, Xiaoye Hu, Tianrun Liu, Dehua Wu, Aditya Shreenivas, Thiago
Bueno de Oliveira, Carlos Eduardo Baston Silva, Gustavo Vasconcelos Alves, Xianming Li,
Zhifang Yao, Dongmei Lu, Mingxiu Hu, Zhongmin Maxwell Wang, Baiyong Li, Michelle Xia.
Penpulimab versus placebo in combination with chemotherapy as first-line treatment for
recurrent or metastatic nasopharyngeal carcinoma: A global, multicenter, randomized, double-
blind, phase 3 trial (AK105-304) [abstract]. In: Proceedings of the American Association for
Cancer Research Annual Meeting 2025; Part 2 (Late-Breaking, Clinical Trial, and Invited
Abstracts); 2025 Apr 25-30; Chicago, IL. Philadelphia (PA): AACR; Cancer Res
2025;85(8_Suppl_2):Abstract nr CTO11.

Skip to Main Content

©2025 American Association for Cancer Research

https://aacrjournals.org/cancerres/article/85/8_Supplement_2/CT011/761700/Abstract-CT011-Penpulimab-versus-placebo-in 2/5



5/26/25,9:15 PM Abstract CTO11: Penpulimab versus placebo in combination with chemotherapy as first-line treatment for recurrent or metastatic nasopharyn. ..

Advertisement

View Metrics

Citing Articles Via

Google Scholar

€) Email Alerts

Article Activity Alert

eTOC Alert

Latest News

Deploying Al to Better Suss Out HER2 Status
New Ovarian Cancer Combo Shows Wider Promise

“Brain Fog” after CAR T May Be Reversible

View more recent articles >
Skip to Main Content

https://aacrjournals.org/cancerres/article/85/8_Supplement_2/CTO011/761700/Abstract-CTO011-Penpulimab-versus-placebo-in 3/5


https://googleads.g.doubleclick.net/pcs/click?xai=AKAOjsvcq_vSWrsb2wY0Rtbmbj568ZpWqBmFZyEYaR5TC-DOHbmY4rRzIHZSbCtoJow10CZTB93pEZ04L6cP6EJOhw2Fdb1WsfcyBET6nD8xBR4ZEpmDGvTWFwiKvj9f_0nv1nHjy-JqDqzlAHIL_ke05be_0yS6Oj_6Ze6zGoQVAG-DFyQRbDna_aq9JXZqWI3NhyLCMG0yVGyCeXvkeahcUTvh_A3UGEzbx3Q1HJxEqw_FRgBLIgg76LNN-Auamw1KaLzrnAfhi6VTTDGrxjtKt9d5DvffpLjgBcjQZoT5mcxp05CrUz7SJVs7b6RUBcxS6lVglgkckUqJ42efYOmV0DROl8q1zZ5_hC81MByr92zOAk3NJCXf7hCr2p0&sai=AMfl-YRluP5Xq4SAUT14M2RoR7iVp6CacUrpqOdKy3uxIQXF_8TLMbHg1_04gSvwMRRqZ90ISM4mDCmoQWNvnsAE4O2hm7XDERN1i3pTWt_Yk3m-fwKxxs6jiD1Fl0sdCQ0p9QB_Dw&sig=Cg0ArKJSzCfFLChYAl5f&fbs_aeid=%5Bgw_fbsaeid%5D&adurl=https://www.icml.ch/icml/congresses/18-icml/Registration.html%23a
https://googleads.g.doubleclick.net/pcs/click?xai=AKAOjsvcq_vSWrsb2wY0Rtbmbj568ZpWqBmFZyEYaR5TC-DOHbmY4rRzIHZSbCtoJow10CZTB93pEZ04L6cP6EJOhw2Fdb1WsfcyBET6nD8xBR4ZEpmDGvTWFwiKvj9f_0nv1nHjy-JqDqzlAHIL_ke05be_0yS6Oj_6Ze6zGoQVAG-DFyQRbDna_aq9JXZqWI3NhyLCMG0yVGyCeXvkeahcUTvh_A3UGEzbx3Q1HJxEqw_FRgBLIgg76LNN-Auamw1KaLzrnAfhi6VTTDGrxjtKt9d5DvffpLjgBcjQZoT5mcxp05CrUz7SJVs7b6RUBcxS6lVglgkckUqJ42efYOmV0DROl8q1zZ5_hC81MByr92zOAk3NJCXf7hCr2p0&sai=AMfl-YRluP5Xq4SAUT14M2RoR7iVp6CacUrpqOdKy3uxIQXF_8TLMbHg1_04gSvwMRRqZ90ISM4mDCmoQWNvnsAE4O2hm7XDERN1i3pTWt_Yk3m-fwKxxs6jiD1Fl0sdCQ0p9QB_Dw&sig=Cg0ArKJSzCfFLChYAl5f&fbs_aeid=%5Bgw_fbsaeid%5D&adurl=https://www.icml.ch/icml/congresses/18-icml/Registration.html%23a
https://www.altmetric.com/details.php?domain=aacrjournals.org&doi=10.1158%2F1538-7445.am2025-ct011
javascript:;
http://scholar.google.com/scholar?q=link:https%3A%2F%2Faacrjournals.org%2Fcancerres%2Farticle%2F85%2F8_Supplement_2%2FCT011%2F761700
javascript:;
javascript:;
https://aacrjournals.org/cdnews/news/2398/Deploying-AI-to-Better-Suss-Out-HER2-Status
https://aacrjournals.org/cdnews/news/2369/New-Ovarian-Cancer-Combo-Shows-Wider-Promise
https://aacrjournals.org/cdnews/news/2377/Brain-Fog-after-CAR-T-May-Be-Reversible
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=News
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=News
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=News

5/26/25,9:15 PM Abstract CTO11: Penpulimab versus placebo in combination with chemotherapy as first-line treatment for recurrent or metastatic nasopharyn. ..

Breaking

PI3K Inhibitor Delays Chemotherapy Start
Drug Combo Boosts Lung Cancer Survival

Genentech, Orionis to Stick Together with Deal on Glues

View more recent articles >

Research Watch

Ferroptosis Is Induced by Lysosomal Iron Activation in

Cancer Cells

Common Blood Tests Predict CAR T-cell Therapy

Response in Non-Hodgkin Lymphoma

Frequent Blood Donation Influences DNMT3A-Driven

Clonal Hematopoiesis

View more recent articles >

Advertisement

Issues
Online First

Collections

Online ISSN 1538-7445

Skipto Main Content

News

Twitter

Print ISSN 0008-5472

https://aacrjournals.org/cancerres/article/85/8_Supplement_2/CTO011/761700/Abstract-CTO011-Penpulimab-versus-placebo-in

4/5


https://aacrjournals.org/cancerres/issue
https://aacrjournals.org/cancerres/online-first
https://aacrjournals.org/cancerres/collections
https://aacrjournals.org/cdnews
https://twitter.com/cr_aacr
https://aacrjournals.org/bloodcancerdiscov
https://aacrjournals.org/bloodcancerdiscov
https://aacrjournals.org/cancerdiscovery
https://aacrjournals.org/cebp
https://aacrjournals.org/cebp
https://aacrjournals.org/cebp
https://aacrjournals.org/cebp
https://aacrjournals.org/cancerimmunolres
https://aacrjournals.org/cancerimmunolres
https://aacrjournals.org/cancerpreventionresearch
https://aacrjournals.org/cancerpreventionresearch
https://aacrjournals.org/cancerres
https://aacrjournals.org/cancerrescommun
https://aacrjournals.org/cancerrescommun
https://www.aacr.org/
https://www.aacr.org/
http://www.twitter.com/aacr
http://www.linkedin.com/company/american-association-for-cancer-research
http://www.facebook.com/aacr.org
http://www.youtube.com/user/AACRNews
https://aacrjournals.org/cdnews/news/2396/PI3K-Inhibitor-Delays-Chemotherapy-Start
https://aacrjournals.org/cdnews/news/2394/Drug-Combo-Boosts-Lung-Cancer-Survival
https://aacrjournals.org/cdnews/news/2388/Genentech-Orionis-to-Stick-Together-with-Deal-on
https://aacrjournals.org/cdnews/news/2385/Ferroptosis-Is-Induced-by-Lysosomal-Iron
https://aacrjournals.org/cdnews/news/2385/Ferroptosis-Is-Induced-by-Lysosomal-Iron
https://aacrjournals.org/cdnews/news/2373/Common-Blood-Tests-Predict-CAR-T-cell-Therapy
https://aacrjournals.org/cdnews/news/2373/Common-Blood-Tests-Predict-CAR-T-cell-Therapy
https://aacrjournals.org/cdnews/news/2371/Frequent-Blood-Donation-Influences-DNMT3A-Driven
https://aacrjournals.org/cdnews/news/2371/Frequent-Blood-Donation-Influences-DNMT3A-Driven
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Breaking
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Breaking
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Breaking
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Research+Watch
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Research+Watch
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Research+Watch

5/26/25,9:15 PM Abstract CTO11: Penpulimab versus placebo in combination with chemotherapy as first-line treatment for recurrent or metastatic nasopharyn...

Clinical Cancer Molecular Cancer
Research Therapeutics

Molecular Cancer
Research

Information on
Advertising & Reprints

Information for
Institutions/Librarians

RSS Feeds

Privacy Policy

Copyright © 2025 by the American Association for Cancer Research.

https://aacrjournals.org/cancerres/article/85/8_Supplement_2/CTO011/761700/Abstract-CTO011-Penpulimab-versus-placebo-in 5/5


https://aacrjournals.org/clincancerres
https://aacrjournals.org/clincancerres
https://aacrjournals.org/mcr
https://aacrjournals.org/mcr
https://aacrjournals.org/mct
https://aacrjournals.org/mct
https://aacrjournals.org/pages/advertising
https://aacrjournals.org/pages/advertising
http://www.aacrjournals.org/pages/subscribers-institutions-librarians
http://www.aacrjournals.org/pages/subscribers-institutions-librarians
https://aacrjournals.org/pages/rss
https://aacrjournals.org/pages/rss
http://aacrjournals.org/pages/privacy-policy

