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Hong Kong Exchanges and Clearing Limited and The Stock Exchange of Hong Kong Limited take no responsibility for 

the contents of this announcement, make no representation as to its accuracy or completeness and expressly disclaim 

any liability whatsoever for any loss howsoever arising from or in reliance upon the whole or any part of the contents 

of this announcement. 

The forward-looking statements made in this announcement relate only to the events or information as of the date on 

which the statements are made in this announcement. Except as required by law, we undertake no obligation to update 

or revise publicly any forward-looking statements, whether as a result of new information, future events or otherwise, 

after the date on which the statements are made or to reflect the occurrence of unanticipated events. You should read 

this announcement completely and with the understanding that our actual future results or performance may be 

materially different from what we expect. In this announcement, statements of, or references to, our intentions or those 

of any of our directors and/or our Company are made as of the date of this announcement. Any of these intentions may 

alter in light of future development. 
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VOLUNTARY ANNOUNCEMENT 

CSTONE’S PARTNER SERVIER ANNOUNCED POSITIVE TOPLINE DATA 

FROM THE GLOBAL PHASE III STUDY OF TIBSOVO® (IVOSIDENIB 

TABLETS) IN COMBINATION WITH AZACITIDINE IN PATIENTS WITH 

PREVIOUSLY UNTREATED IDH1-MUTATED ACUTE MYELOID LEUKEMIA 

The partner of CStone Pharmaceuticals (the “Company” or “CStone”), Servier, a global 

pharmaceutical company, announced the global Phase III double blinded placebo controlled AGILE 

study of TIBSOVO® (ivosidenib tablets) in combination with the chemotherapy azacitidine in adults 

with previously untreated isocitrate dehydrogenase 1 (“IDH1”)-mutated acute myeloid leukemia 

(“AML”) met its primary endpoint of event-free survival (“EFS”). Treatment with TIBSOVO® in 

combination with azacitidine compared to azacitidine in combination with placebo demonstrated a 

statistically significant improvement in EFS. Additionally, the trial met all of its key secondary 

endpoints, including complete remission (“CR”) rate, overall survival (“OS”), CR and complete 

remission with partial hematologic recovery (“CRh”) rate and objective response rate (“ORR”). The 

safety profile of TIBSOVO® in combination with azacitidine was consistent with previously published 

data. The study recently halted further enrollment based on the recommendation of the Independent 

Data Monitoring Committee (“IDMC”) , as a difference of clinical importance was noted between the 

treatment groups. 

Key Highlights 

 TIBSOVO® is the first targeted therapy to show improved EFS and OS in combination with 

azacitidine compared to azacitidine monotherapy  

 Safety profile consistent with previously published data in patients with IDH1-mutated AML 

 The study recently halted further enrollment due to compelling efficacy data for TIBSOVO 
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A full analysis of the AGILE trial will be submitted for a presentation at a future medical congress. 

The findings from this study will also be shared with the medical community and with regulatory 

authorities around the world. 

On July 19, 2019, CStone announced that the first patient was dosed in AGILE, the global 

registrational Phase III study of ivosidenib in China. 12 centers in China participated in this study so 

far. 

Professor Wang Jianxiang from the Institute of Hematology & Blood Diseases Hospital, Chinese 

Academy of Medical Sciences, the Principal Investigator of AGILE in China, said, “Older newly 

diagnosed AML patients and patients with conditions that preclude the use of intensive induction 

chemotherapy often have poor clinical outcomes. Novel effective therapies are urgently needed for 

those patients. The positive results of AGILE are of great significance for patients with treatment -

naïve AML with a suspectable IDH1 mutation. It can improve the prognosis and bring new hope for 

these patients.” 

Dr. Jason Yang, Chief Medical Officer of CStone, said, “We are pleased to see the study recently 

halted further enrollment due to compelling efficacy data for TIBSOVO. The success of AGILE marks 

a major breakthrough in the treatment of AML. Ivosidenib in combination with azacitidine 

demonstrated statistically significant improvement in the primary endpoint EFS and all secondary 

endpoints in newly diagnosed AML patients with a suspectable IDH1 mutation who have conditions 

that preclude the use of intensive chemotherapy. We’d like to thank all investigators, patients and their 

families involved in the AGILE study, and we will engage with the NMPA of China to help Chinese 

patients have access to this innovative therapy as early as possible.”  

TIBSOVO® is currently approved in the U.S. as monotherapy for the treatment of adults with IDH1-

mutant relapsed or refractory AML and for adults with newly diagnosed IDH1-mutant AML who are 

not less than 75 years old or who have comorbidities that preclude the use of intensive induction 

chemotherapy. Recently, the U.S. Food and Drug Administration (“FDA”) accepted the Servier’s 

supplemental New Drug Application (“sNDA”) for TIBSOVO® as a potential treatment for patients 

with previously treated IDH1-mutated cholangiocarcinoma. The sNDA was granted Priority Review 

by the FDA.  

Servier has an exclusive collaboration and license agreement with CStone for the development and 

commercialization of TIBSOVO in mainland China, Hong Kong, Taiwan, Macau and Singapore. 

Meanwhile, the NMPA of China has accepted the NDA of TIBSOVO® (ivosidenib tablets) in adult 

patients with relapsed or refractory AML who have a susceptible IDH1 mutation and this NDA has 

been granted priority review. 

About AGILE Phase 3 Trial 

The AGILE trial is a global, Phase III, multicenter, double-blind, randomized, placebo-controlled 

clinical trial designed to evaluate the efficacy and safety of TIBSOVO® in combination with 

azacitidine compared to placebo in combination with azacytidine, in newly diagnosed AML patients 

ineligible for intensive chemotherapy. The study’s primary endpoint is EFS, defined as the time from 

randomization until treatment failure, relapse from remission, or death from any cause, whichever 

occurs first. Treatment failure is defined as failure to achieve CR by Week 24.  

Other key secondary endpoints included CR rate, defined as the proportion of participants who achieve a 

CR; OS, defined as the time from date of randomization to the date of death due to any cause; CR and CR 

with partial CRh rate, defined as the proportion of participants who achieve a CR or CRh; and ORR, defined 

as the rate of CR, CR with incomplete hematologic recovery (“CRi”) (including CR with incomplete 
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platelet recovery (“CRp”)), partial remission (“PR”), and morphologic leukemia-free state (“MLFS”).  

 

About AML 

AML is a cancer of the blood and bone marrow marked by rapid disease progression and is the most 

common acute leukemia affecting adults with approximately 20,000 new cases in the U.S., and 43,000 cases 

in Europe each year. Some newly diagnosed patients cannot get remission after initial induction (primary 

refractory), and a considerable number of AML patients eventually relapse after remission and often 

accompanied by refractory. Relapsed or refractory AML has a poor prognosis. The five-year survival rate 

is approximately 27%. For 6 to 10 percent of AML patients, the mutated IDH1 enzyme blocks normal blood 

stem cell differentiation, contributing to the genesis of acute leukemia. 

About TIBSOVO® (ivosidenib tablets) 

TIBSOVO® is indicated for the treatment of AML with a susceptible IDH1 mutation as detected by an 

FDA-approved test in: 

 Adult patients with newly-diagnosed AML who are not less than 75 years old or who have 

comorbidities that preclude use of intensive induction chemotherapy. 

 Adult patients with relapsed or refractory AML. 

About CStone 

CStone is a biopharmaceutical company focused on researching, developing and commercializing 

innovative immuno-oncology and precision medicines to address the unmet medical needs of cancer 

patients in China and worldwide. Established in 2015, CStone has assembled a world-class management 

team with extensive experience in innovative drug development, clinical research, and commercialization. 

The Company has built an oncology-focused pipeline of 15 drug candidates with a strategic emphasis on 

immuno-oncology combination therapies. Currently, CStone has received three drug approvals in Greater 

China, including two in mainland China and one in Taiwan. CStone’s vision is to become globally 

recognized as a world-renowned biopharmaceutical company by bringing innovative oncology therapies to 

cancer patients worldwide. 

For more information about CStone, please visit: www.cstonepharma.com. 

 

  By Order of the Board 

CStone Pharmaceuticals 

Dr. Frank Ningjun Jiang 

Chairman 

 

Suzhou, the People’s Republic of China, August 4, 2021  

 

As at the date of this announcement, the Board of Directors of the Company comprises Dr. Frank Ningjun 

Jiang as Chairman and executive Director, Dr. Wei Li, Mr. Qun Zhao, Mr. Yanling Cao, Mr. Xianghong 

Lin and Mr. Edward Hu as non-executive Directors, and Dr. Paul Herbert Chew, Mr. Ting Yuk Anthony 

Wu and Mr. Hongbin Sun as independent non-executive Directors. 

http://www.cstonepharma.com/

