
Methods: This is an observational, retrospective, single center study. A total of 150 
Brazilian pts diagnosed with conventional CS between 2002 and 2024, with available 
fresh or FFPE tumor tissue, are expected to be included. In this report, hotspot 
mutations in IDH1 (R132), IDH2 (R172), and TERT (c.-124C>T and c.-146C>T) were 
analyzed using multiplex PCR followed by NGS. A retrospective chart review was 
conducted to collect clinical data. Overall survival (OS) and relapse-free survival (RFS) 
were estimated using the Kaplan-Meier method.

Results: This partial analysis included 85 pts (46 males, 54.1%; 39 females, 45.9%), 
with a median age of 44 years (range 11—80). Tumor locations included the pelvis 
(30.6%), lower limbs (10.6%), and rib cage (3.5%). Tumor grades were 1 (51.8%), 2 
(38.8%), and 3 (9.4%). Only 3.5% of pts had metastases at diagnosis. IDH1 mutation 
was identified in 32.9% of cases, IDH2 mutation in 9.4%, TERT c.-124C>T mutation in 
24.7% and TERT c.-146C>T mutation in 1.2%. Coexisting IDH1+TERT mutations were 
observed in 9 cases, and IDH2+TERT in 5 cases. The mutations were more frequent in 
appendicular skeleton tumors (IDH1 71.4%, IDH2 100%, TERT 90.5%), though without 
statistical significance (p = 0.37, 0.09, 0.08, respectively). Median follow-up was 72 
months (95% CI 57.7 — 86.3). OS was not reached. Five-year OS was 100% for IDH1- 
mutated (mut) vs. 91% for IDH1-wild-type (wt) (p=0.7), 50% for IDH2-mut vs. 98% 
for IDH2-wt (p=0.0001), and 81% for TERT-mut vs. 97.5% for TERT-wt (p=0.1). RFS 
was 27 vs. 42 months for IDH1-mut vs. -wt (p=0.3), 13 vs. 34 months for IDH2-mut 
vs. -wt (p=0.3), and 29 months for both TERT-mut and -wt (p=0.7).

Conclusions: Preliminary data indicate lower mutation rates in IDH1, IDH2, and TERT 
in this Brazilian cohort compared to prior reports. These mutations were more 
frequently observed in appendicular CS. Additional cases will be analyzed to validate 
these findings.
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Background: CHONQUER is a Phase 3 clinical trial of Ivosidenib for patients with 
IDH1-mutated chondrosarcoma under the 536/2014 Clinical Trial Regulation (CTR). 
No CE-marked In Vitro Diagnostics (IVDs) exist to identify eligible patients. Therefore, 
the trial runs in parallel with a performance study of an investigational IVD under the 
2017/746 In Vitro Diagnostic Regulation (IVDR). As the EUDAMED platform is not yet 
fully functional, performance studies are authorized under national requirements. 
Although trial approval via the Clinical Trial Information System was granted in 
November 2024, performance studies approval was delayed due to IVDR-specific 
hurdles, particularly the need for a Performance Study Application (PSA) detailing 
molecular pre-screening for IDH1 mutation.

Methods: A retrospective analysis evaluated the regulatory and operational impact 
of the PSA across six EU Member States (Belgium, France, Germany, Italy, Spain, The 
Netherlands), using feedback from sponsors, competent authorities (CAs), ethics 
committees (ECs), sites, and CROs to identify key challenges and propose mitigation 
strategies.

Results: EU site activation occurred at least six months after Clinical trial authori
zation (CTA) due to PSA-requirements. Unlike non-EU countries, EU implementation 
was delayed by inconsistent IVDR interpretations across Sponsor, CAs and ECs. 
Challenges included CTA and PSA timeline differences and varied national submission 
strategies. Additional requirements included performance study-specific ICFs, CTA 
ICF amendments, duplicative forms, investigator requirements, and translations.

Conclusions: The PSA processes under IVDR and associated timelines need to be 
considered carefully when planning global trials involving products regulated under 
both CTR and IVDR. A harmonized approach, such as Article 74’s coordinated 
assessment, could improve efficiencies. The implementation of EUDAMED’s 
centralized system could harmonize processes and expedite patients getting quicker 
access to clinical trials evaluating innovative drugs.

Legal entity responsible for the study: Servier.

Funding: Servier.

Disclosure: J. Blay: Financial Interests, Institutional, Invited Speaker: MSD, MSD, PharmaMar; 
Financial Interests, Institutional, Advisory Board: Bayer, GSK, Roche; Financial Interests, Personal, 
Advisory Board: Deciphera; Financial Interests, Personal, Other, member of the supervisory board. 
No remunerations in 2021 and 2022.: Innate pharma; Financial Interests, Personal, Member of 
Board of Directors: Transgene; Financial Interests, Institutional, Funding: MSD, BMS, Deciphera; 
Financial Interests, Institutional, Research Grant: AstraZeneca, Roche, Bayer, GSK, Novartis, OSE 
pharma. J. Martin-Broto: Financial Interests, Personal, Advisory Board, Honoraria: PharmaMar, 
Bayer, Roche, Boehringer Ingelheim, Amgen; Financial Interests, Personal, Invited Speaker: Phar
maMar; Financial Interests, Personal, Advisory Board, Speaker: Tecnofarma, Asofarma; Financial 
Interests, Personal, Advisory Board: GSK, Cogent Biosciences; Financial Interests, Personal, Other, 
Profits: Sarcoma Research Solutions SL; Financial Interests, Institutional, Coordinating PI: Phar
maMar, Eisai, Novartis, Immix Biopharma, Lixte, Karyopharm, Bayer, Pfizer, BMS, Lilly; Financial 
Interests, Institutional, Local PI: Blueprint, Deciphera, Nektar, FORMA, Amgen, Daiichi Sankyo, 
AROG, Adaptimmune, GSK, Ran Therapeutics, Inhibrx, Ayala Pharmaceuticals, Philogen, Cebiotex, 
PTC Therapeutics, Inc. and SpringWorks therapeutics, Boehringer Ingelheim, Abbisko, Biosplice. C. 
Debruyne: Financial Interests, Personal, Full or part-time Employment: Servier. F. Duffaud: Financial 
Interests, Personal, Advisory Role: PharmaMar, Deciphera, Boehringer Ingelheim, Bayer. J. Philip, I. 
Tala: Financial Interests, Personal, Full or part-time Employment: Servier. C.M. Valverde Morales: 
Financial Interests, Personal, Advisory Board: PharmaMar, Bayer, GSK, Mundipharma, Lilly, Boeh
ringer Ingelheim, Deciphera, NEC OncoImmunity AS; Financial Interests, Personal, Invited Speaker: 
Roche; Financial Interests, Institutional, Local PI, Clinical Trial: Adaptimmune, Karyopharm, Lilly, 
Foghorn Therapeutics, Ayala therapeutics, Inhibrx, Philogen, Intensity Therapeutics; Financial In
terests, Institutional, Coordinating PI, Clinical Proyect: Bayer; Financial Interests, Institutional, Local 
PI, Clinical Trial, clinical project: Boehringer Ingelheim; Financial Interests, Institutional, Local PI, 
Clinical Trial: PharmaMar, PTC Therapeutics; Financial Interests, Institutional, Coordinating PI, 
Clinical Trial: Peptomyc S.L; Financial Interests, Institutional, Local PI: Omx, Intensity; Non-Financial 
Interests, , Member of Board of Directors, President 2018-ongoing: GEIS- Spanish Sarcoma Group 
for Research. S. Stacchiotti: Financial Interests, Personal, Advisory Board: Bayer, Daiichi, Ikena, 
Regeneron, NEC Oncoimmunity AS, Pharma Essentia, Ipsen; Financial Interests, Personal, Other, 
Travel Coverage to scientific conference: PharmaMar; Financial Interests, Personal, Advisory Board, 
Advisory board meeting: Agenus; Financial Interests, Personal, Advisory Board, Advisory board 
meetings: Boehringer Ingelheim; Financial Interests, Personal, Invited Speaker, Lectures: Gentili; 
Financial Interests, Personal, Advisory Board, Advisory board: Servier; Financial Interests, Institu
tional, Local PI: Advenchen, Deciphera, Epizyme, Daiichi Sankyo, GSK, Karyopharm, PharmaMar, 
SpringWorks, Hutchison MediPharma International Inc, Inhbrix; Financial Interests, Institutional, 
Coordinating PI: Bayer; Financial Interests, Institutional, Funding: Blueprint, Novartis; Financial 
Interests, Institutional, Other, Co-investigator in clinical study: Boehringer; Non-Financial Interests, 
Member of Board of Directors, Vice Chair: Connective Tissue Oncology Society; Non-Financial In
terests, Advisory Role: Chordoma Foundation, Epithelioid Haemangiondothelioma Foundation, 
Desmoid Foundation, Epithelioid Hemangioendothelioma (EHE) Rare Cancer Charity (UK); Non- 
Financial Interests, Other, Secretary: EORTC soft tissue and bone sarcoma group; Non-Financial 
Interests, Leadership Role, President: Italian Sarcoma Group. All other authors have declared no 
conflicts of interest.

https://doi.org/10.1016/j.annonc.2025.08.3359

2750eP Molecular tumor boards (MTB) as a tool for phase I and II 
clinical trial (CT) selection in sarcoma: A 5-year retrospective 
study

C. Torrado Martin1, M. Nakazawa2, A.P. Conley2, A. Livingston2, R. Ratan2, 
D. Araujo2, V. Ravi2, S. Patel2, A. Zarzour2, N. Somaiah2, S. Fu1, A. Naing1, 
A.M. Tsimberidou1, E.E. Dumbrava1, S.A. Piha-Paul1, T.A. Yap1, D.S. Hong1, 
F. Meric-Bernstam1, J. Rodon1, E.F. Nassif Haddad2

1Department of Investigational Cancer Therapeutics, The University of Texas MD 
Anderson Cancer Center, Houston, United States of America; 2Department of Sarcoma 
Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, 
United States of America

Background: Sarcomas have a broad spectrum of molecular alterations, offering 
opportunities for novel therapeutics. However, the rarity and diversity of its subtypes 
make large-scale CTs challenging. Therefore, early-phase CTs are critical. This retro
spective study evaluates the role of MTB in selecting patients with sarcoma for phase 
1 and 2 CTs.

Methods: We performed a retrospective analysis reviewing data from 2020 to 2024 
for patients with sarcoma presented at the MTB of the Department of Investigational 
Cancer Therapeutics at the University of Texas MD Anderson Cancer Center. The MTB 
includes oncologists, molecular biology experts, and CT coordinators. CT options 
were selected by the MTB based on CT eligibility criteria, molecular annotations and 
clinical expertise. Patients could be presented one or multiple times throughout their 
disease course. This study aims to assess the MTB recommendations, subsequent 
patient enrollment in CT and overall survival (OS) from time of presentation at MTB.

Results: A total of 288 patients were presented in the MTB, including 8 with 
gastrointestinal stromal tumors, 48 with bone sarcoma, and 232 with soft tissue 
sarcoma. Over half of the patients (51.4%) were enrolled in CTs within the depart
ment at some point during their disease course. The 288 patients were presented at 
the MTB a median of 1.38 times per patient between 2020-2024, for a total of 397 
presentations. The number of presentations was 66 in 2020, 69 in 2021, 77 in 2022, 
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