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GRF-CRIS Real-Life Trials in Oncology Programme.
Call for Applications 2024

Awards certificate
Members of the GRF-CRIS Real-Life Trials in Oncology Programme Evaluation Committee
Certifies

- On 25% October 2024 the RLTiO Evaluation Committee held the evaluation meeting of the
GRF-CRIS Real-Life Trials in Oncology Programme, at virtual meeting.

The attendees to the evaluation meetings were:
Prof. Michel Ducreux — Gustave Roussy - FR
Prof. Alexandra Leary — Gustave Roussy - FR
Prof. Emiliano Calvo - HM CIOCC - SP
Prof. Fernando Rico-Villademoros — COCIENTE S.L. - SP
Mr. Antonio Lépez — CNIO — SP — Secretariat Lead
Dr. Jesus Sanchez — CRIS contra el cancer
Dr. Tamara Mondéjar — CRIS contra el cancer

Excused their absence to the meeting:
Prof. Fabrice André — Gustave Roussy - FR
Prof. Benjamin Besse — Gustave Roussy - FR
Prof. Ignacio Duran - IDIVAL — SP

- After the evaluation meeting there was a post-meeting discussion, by email, participating
the whole Evaluation Committee (attendees and non-attendees to the meeting)

- Considering the Evaluation Meeting and the Post-Meeting discussion, the Evaluation
Committee decided to Award the Candidacy RLTiO2024_01 (BRAVA):

GRF-CRIS Real-Life Trials in Oncology 2024
Awards Certificate
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Project: Two-arm, Phase Il, Non-Randomized Study to Assess the Role of BRCAness
Biomarkers in the Treatment of Patients with AdVanced Uterine LeiomyosarcomA with
Niraparib and Temozolamide
Principal Investigators: Patricia Pautier (Institut Gustave-Roussy)

César Serrano Garcia (VHIO Vall d’'Hebron Instituto de Oncologia)
Budget: 798.632,07€ (377.741,66€ at GRI/420.890,41€ at VHIO)

What is signed by all Members of the Evaluation Committee.

DocuSigned by: DocusSigned by:
Eamiw lndre Funands Kico—\adumores
78AA751DDBE8429... 0497B271A3E54BG'___ .
Dr. Fabrice Andre Dr. Fernando Rico-Villademoros
DocuSigned by: DocusSigned by:
@// Caluer
E9B0401D6E8D4D2... B3300842C9F043A...
Dr. Alexandra Leary Dr. Emiliano Calvo
DocuSigned by:
Miclel, Duorurge
7D8B3BEGA1C7408...
Dr. Michel Ducreux Dr. Ignacio Duran
DocuSigned by:
amine Busse

BF7BB219A5F1422...

Dr. Benjamin Besse
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Real-Life Trials in Oncology Programme. Call for applications 2024
EVALUATION MEETING MINUTES

.25th October 2024

Venue:

Virtual Meeting Zoom: https://Jus02web.zoom.us/j/82486166039

Participants:

Prof. Michel Ducreux — Gustave Roussy - FR

Prof. Alexandra Leary — Gustave Roussy - FR

Prof. Emiliano Calvo — HM CIOCC - SP

Prof. Fernando Rico-Villademoros — COCIENTE S.L. - SP
Mr. Antonio Lépez — CNIO — SP — Secretariat Lead

Dr. Jesus Sanchez — CRIS contra el cancer

Dr. Tamara Mondéjar — CRIS contra el cancer

Excused their absence:

Prof. Fabrice André — Gustave Roussy - FR
Prof. Benjamin Besse — Gustave Roussy - FR
Prof. Ignacio Duran - IDIVAL — SP

17:00 - 17:10 Welcome and Introduction

Antonio Lépez (ALo) welcomed and introduced all members of the GRF-CRIS
Evaluation Committee, and Tamara and Jesus as CRIS cancer team. ALo excused
the absence of Dr. André, Dr. Besse and Dr. Duran.

ALo reminded to the panel the Terms and Conditions of the Real-Life Trials in
Oncology Programme and the criteria for evaluation, emphasizing the necessity of
clarifying the “Real-Life Trial” definition.

Tamara Mondéjar (TM) asked to the evaluators if they would mind recording the


https://us02web.zoom.us/j/82486166039
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meeting to prepare the minutes. ALo explained that it will be only for preparing
the minutes and after that, CRIS will delete this file. Evaluators agreed
in recording the meeting.

Alexandra Leary (ALe) agreed about the trouble of defining what is considered a
“Real-Life Trial”, considered it necessary to remind people before they submit
what we mean by a real-life pragmatic trial.

Real-Life Trials in Oncology. GUSTAVE/ §
Evaluation meeting ROUSSY %:

CHSETE G %
AaLd) WLa Y

What is a Real-Life Trial? — SRS

A pragmatic, affordable, practice changing trial.

PRAGMATIC
Tested strategy 1s simple, feasible.
Low level infrastructure.
Few endpoints.
Simple inclusion criteria.
Minimal data points collected ( simple CRF
Minimal ‘extra’ trial related procedures beyond SOC.

AFFORDABLE
« Tested strategy is low cost.

PRACTICE CHANGING
= Aims to change or inform oncology practice broadly (accross clinical seftings and
geography).

ALe explained that the tested strategy has to be simple, feasible across the world
(meaning, various clinical settings, not only in tertiary expert centers), low-level
infrastructure, key endpoint, simple inclusion/exclusion criteria, minimal data
point, minimal extra trial related procedures, affordable... And, whether the result
of the trial is positive or negative (actually, a negative trial could be informative), it
should change, or inform, oncology practice, broadly.

ALe concluded that, basically, real-life trials are simple trials, and affordable, and
it is necessary to communicate it better.

ALe also pointed that the requested amounts of funds for this call are probably
the highest until date, so found the need to remind candidates that trials need to
be affordable, and to provide more guidance.
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ALo asked the rest of evaluators about their opinion.

Fernando Rico-Villademoros (FRV) agreed with most of the characteristics of a
pragmatic trial, and he stated that it would be nice to add that the endpoints, at
least the primary endpoints, should be a patient relevant endpoint. ALe agreed
with the comment.

FRV suggested that instead of “simple inclusion criteria” he would say “simple
selection criteria”. Because most of the problems with the trials are the exclusion
criteria. ALe agreed with “Simple selection criteria”

Emiliano Calvo (EC) agreed and considered the definition of pragmatic trials very
well described by Alexandra. EC stated that, with pragmatic trials, you must
really look for indications and specific needs or areas to be able to change
practice or to inform in a relevant way the standard practice. ALe agreed
to define it as “change or inform oncology practice”.

About the committee reviewing process during the final selection, ALe said that
instead of describing every trial in detail it might be easier to review the
proposals having a look at the comments with the strengths and weaknesses.

ALo asked if evaluators considered entering any point of scoring in the
questionnaire to this specific issue of pragmatic or real-life trial. ALe explained
that she evaluated the first section whether it was pragmatic, feasible, low-cost...

EC pointed out that there might be a specific question at the questionnaire asking
for if the evaluator thinks this is a pragmatic study that can change or inform the
practice. ALe stated that it was not a specific question as to whether it's
pragmatic and suggested adding that question to future calls. FRV suggested
to set up the type of studies that are wanted to see.

ALe mentioned that this season the budgets were too high. FRV suggested
using “tested strategy is affordable” instead of “tested strategy s
low-cost”. ALe agreed.
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17:15 - 18:00 Discussion of proposals

CANDIDACY : PROJECT FR_IP name SP_IP name FRANCE SPAIN TOTAL
RLTiO2024 01 : BRAVA Patricia Pautier César Serrano Garcia 377.74166€ ¢ 420.89041€ : T9B.632,07 €

""'"""'"":'"""""""""'"""'"""""5'"l;l'"c'l'a]j&]é'ﬁEQ.iHéi.Hf'5'""'Ff:'r?.ié'r'ié';{&'E'lé'-':'z{é'e'ﬁe"r]iéi[{ """
RLTiO2024_02 :Chemoimmunotherapy: . . PablnBerlanga ! Co-PI: Lucas Moreno Martin-Retortillo

RLTiO2024_04 ! PREVEMM

CABRA

Pl: Maria Vieito
RLﬁ°2024_'°3 H Co-Pl: Joan Seoane Suarez

------------------------------------------------------------------------------------------------------------------------------

RLTiO2024 06 : TRANSFORMER i Cristina Smolenschi | Jorge Barriusa Feijoo 441.848,00 € | 441.848,00€ ; 883.896,00<

1 755.870,06 €

_____________________________________________________________

Capucine Baldini

ALo shared the slides with the information of each proposal and pointed out that
some of them have some relevant differences in the evaluation between the two
evaluators.

TM pointed out that the Spanish Pl from BRAVA (number one; first scored) and
MRDSarc (number five; third scored) proposals were the same. So, they both
cannot be awarded.

ALo shared some comments from Fabrice, who considered that some of them are
phase Il trials so not really changing practice.

Real-Life Trials in Oncology. GUSTAVE/ .
Evaluation meeting ROUSSY %1

cancencmrus
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Fabrice Andre comments:

It seems to me that most of them are phase Il that will not change clinical practice or
trials requiring innovation. | think we should make a new communication about what
we expect from this initiative.

| have found two that fits with our ambition, ie changing the life of patients. One is
about uterine sarcoma (RLTiO2024 01 BRAVA) and the other one about carboplatine
in prostate cancer (RLTiO2024_07 CABRA) (this one is really incredible).

About uterine sarcoma, it seems they use a genomic test ; but this one is not
sophisticated and is done at low cost. it's borderline eligible. | let you decide if it fits
the criteria for pragmatic trial
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FRV noted that a phase |l can change the clinical practice. ALe found single arm
trials that were pragmatic trials. Phase Il trials that could inform at least and
possibly even change practice but pragmatic are not for testing new drugs.

FRV noted that a phase Il trial could not be so pragmatic because of the
endpoints used for demonstrating or supporting the proof of concept. But
definitely phase |l trials can change clinical practice.

ALo gave the CRIS Cancer point of view that phase Il is not a bad proposal itself,
in terms of practice changing, it depends on the proposal.

RLTi02024_01 - BRAVA

ALo shared the first proposal’s slide, titled “Two-arm, Phase Il, Non-Randomized
Study to Assess the Role of BRCAness Biomarkers in the Treatment of Patients
with AdVanced Uterine LeiomyosarcomA with Niraparib and Temozolamide”.

Real-Life Trials in Oncology. GUSTAVE/ %
Evaluation meeting ROUSSY
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[cANDIDACY! RLTIO2024_01 |
| PROJECT | BRAVA |
]

: TCasar Serrano Gard
| FR_IP name | Patricia Pautier $P_IP name oAl o |

[ FR_budget 377.741,66 € | SP_budget ' 42085041 € |
| BupbGET 798.632,07 € |

FR_Evaluator [ sP_Evaluator : Ignacio Duran
FR_Score 90,00 5P _Score : 82,50
AVERAGE 86,25
- Innovative use of HRD biomarkers in a rare cancer type.
St_Clinical Trial = Potential to infroduce new treatment options for patients with few alternatives.
= .. Could si impact clinical and th iic sirategies for ULMS,
u P . - ULMS is a rare cancer, making it difficult to recruit a sufficient number of eligible patients within the trial's timaline
"u““;;'n"‘r'“;m"{ e ,;"”"b":::: :::::’;;‘":n"‘l‘;m’::lmz' The rarity of ULMS could necessitate extending the trial’s recruitment pariod, which may affect the overall timeline
:“ TR0 ot m'“;‘mf:\?“" i " hArge | of th study. Delays in recruitment could alss impact the availability of resources and tha retention of funding.
ger a pragmatic trial. The rationale
s and based on two patiants - TM innovation hinges on the success of the biomarker validation, which is still in preliminary stages.
ek iizad design might limit the izability of the results.

tha trial can be transformative I the patients present outlier responses

5t_Clinical Trial and benefil

the French Pl just published in NEJM a phase il on the topic. There is . P"""“‘ Irack record in cinical research

in ancology, i
St_Candidate :no doubl the group will deliver if the trial starts. The spanish Pi is inked |St_Candidate
with a core facility of NGS that is delivering 2 000 NGS per year : lhnovative approach o trial design.

Despite a good publication track record, the impact of these publications on the specific field of ULMS might not bs as

'Wk_Candidate Wh_Candidate : ronounoed

St_Institution | GR and VHIO have sfrong track record in the field of precision oncology |St_nstitution VHIO -VALL DE HEBRON is a solid institutiion with a well d in the and exacution of
Wi_institution Wih_institution :NO weakness identified

Fabrice Andre comments: Same Spanish_Pl than RLTIO2024 05
Fits with our ambition, ie changing the life of patients.

It seems they use a genomic test; but this one is not sophisticated and is done at low cost. it's borderline eligible.

| let you decide if it fits the criteria for pragmatic trial.

None of the evaluators of the BRAVA project were present at the meeting and
read some of the comments from the evaluators (Fabrice and Ignacio):
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- The trial can be transformative if the patients present outlier responses and
benefits.

- Innovative use of HRD biomarkers in a rare cancer type.

- Potential to introduce new treatment options for patients with few
alternatives.

- Could significantly impact clinical management and therapeutic strategies for
ULMS.

ALo remarked the final comment from Fabrice that “this proposal fits with our
mission of changing the lives of patients, that is not sophisticated, that is done at
low-cost and that is a borderline eligible proposal” and shared the proposal
document.

EC asked if there is money for one proposal. ALo confirmed that It is up to the
total budget of the call, that is 1.5 million euros.

EC suggested to see the first three ones in the score, focusing more on having an
agreement in which ones are fundable and, if there is any major objection in any
of the evaluators, say about it.

TM remarked that the first one and the third one in the score were from the same
Spanish Pl. so, they cannot be both awarded and perhaps you prefer to check also
the fourth one.
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RLTi02024_02 - Chemoimmunotherapy

ALo shared the second proposal's information.
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|CANDIW! RLT'rO!lJM_O!
| PROJECT Ch

iPI: Claudia Pasgualini :Pl: Maria Adela Cafiete Nieto
FR_IP nama iCo-Pi: Pablo Berlanga 5P_WP neme :Co-PI: Lucas Moreno Martin-Retortillo

Py

R budget . X O O~ YT
‘BUDGET i '899.800,00

FR_Evaluator yamin Besse [ 5p_Evaluator - F Rico-Vill

FR_Score 76,00] 5P Score 91,00

AVERAGE 84,50
Neuroblastoma is the mosi commen exiracranial solid tumor of childhood and

half of patients di with this disease are classified as having

St_Clinical Trial :high-risk disease which prognosis is poor despite mulfimodal freatment. Therefore,
thers is a clear and relevant unmet need and this trial, despite it is a single-arm phase
2 study, could have an impact on the clinical practice.
If the chemoimmunotherapy is the SoC in the US for these patients, the proposal
should better state what is the added value of this trial. It seems that obtaining more
robust data for the frontline treatment

high unmet need, Innovative drugs, can change the standard of care - the budget is for

St_Clinical Trial |00 of the arms of the HRNBL irial. Feasibilily ppears 1o be good.

single arm phase || study. This is a rare population so the recrultment plan can be
challenge. This arm has already opened in France, the budget is thus not very clear. 'Wh_Clinkcal
There is an new drug in the protocsl (dinutuixdmab beta) but the Pl don't report if she ever | Trial

seek for financial support from the pharma.

the French Pl (C.Pasqualini) is highly quilified and already run the International Spansor
of HRNBL2 (sponsor Gustave Roussy) in which the proposed study is embedded. She
already received French and Spanish funding for the HRNBL2 trial, demonsirating her
leadership in the field. Adela Cafiete the Spanish Pl in the national coordinator for
HRNBL2 demonstrating also her leadership.

The Co-Pl (P.Berlanga) has exprience in drug development but less expertise in ENu
X Nane

neurcblastoma. H

Adela Cafiete the Spanish Pl in the national i for HRNBL2

the leadership. She coordinates the Spanish reference center at La Fe for i

Neuroblastoma. Lucas Moreno aunched and tha BEACON- P 5 Unit of Hospital La Fe is a reference unit for this disease in Spain.

trial (EudraCT 2012-000072-42), the largest randomized trial in relapsedirefractory st :The Unit and the Hospital have large experience in clinical resear

nwmhiasmma ‘conducted in 40+ hospitals E

Wh_institution i Mone Wh_institution :None

i The Franch P1 is the International Principal Investigator of the SIOPEN High-Risk
iNeuroblastoma Trial 2 (HR-NBL2, which is project where this proposal is included) and
ihas many relevant publication in the fieid including publications on high-risk
ineurcblastoma. Similarly, the Spanish P1 has also larga clinical and research

sexperience with multiple publications in the field of neurcblastoma

FRV explained that this proposal is a Phase |l Study. Michel Ducreux (MD)
fingered down about this proposal. But sometimes it may change clinical practice.

FRV considered both investigators well experienced in this area, especially the
French PI, but also the Spanish one. He thought this proposal looked nice.

FRV does not understand why there is a certainly high lack of concordance,
because the other collaborator scored trial us 78.

MD was concerned about the PTB teams, the budget is not very clear, the
recruitment may be challenging and there is a new drug in the protocol
(dinutuximab beta), but the Pl doesn't report if she ever seeks financial support
from the pharma. MD consider that are the major negative comments from
Benjamin.

ALe noted that these two studies were testing a new drug. In
Chemo-immunotherapy trial it is dinutuximab, and in BRAVA trial it is Niraparib,
which is not approved in uterine leiomiosarcoma and has never been studied. So,
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in terms of applicability, if these studies were positive, people will still not have
access to these drugs. FRV considered it a good point. ALe noted that pragmatic
trials were not meant to test new therapy. That's her only minor comment about
these two studies.

MD said it's becoming more difficult because if you want to have trials that are
changing the standard of care, that is not too big (because the finance that we can
put it's not too bad, but it's not a large amount of money). So, if you cannot have a
new drug in the project, at the end we are looking for something that is very, very
difficult.

AlLe responded that is what they are after: things that are de-escalating,
sequencing, radiotherapy, surgery... For example, there's a study where she didn't
get a good grade, testing carboplatinum BRCA mutated prostate cancer. That's a
simple question, very pragmatic and it's cheap.

AlLe conveyed the idea that maybe in two years they will realize that this practice
idea of pragmatic trials doesn't make sense anymore but, at least for now, there's
plenty of other ways to finance drug trials. She thinks that's not what they're
supposed to be doing there.

MD said that BTS and we have not a lot of popular concerning equations about
radiotherapy or even surgery, because this is very, very difficult to find financing
or funding for this kind of studies, that had absolutely no question about new
drug and support from industry or something like that. MD explained that he had
not read all the proposals, but at least the two proposals that he had reviewed
were absolutely not in the way.

AlLe summarized that in the past calls they have had really nice projects on
surgery or radiotherapy. They didn't make the cut that time but we should remind
people none of them resubmitted it. And we should remind them because some
of them are really good projects. We had trouble deciding, there were sometimes
young investigators, the idea was good, and they corresponded to the philosophy
of this call.
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RLTi02024_05 - MRDSarc
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[canDiDACY! RLTi02024_05
| PRoJECT | MRDSare

H H 0 Garcia
FR_IP name | Benjamin Verret SP_IP Pame

[ PR budget | 543.087,60 € | P budget
| Bubger 1.057.178,46 € |

FR_Evaluator Michel Ducreux | sp_Evaluater : Ignacio Duran
e B0 B SO s s B0

83,50
Tha mathodalagy, which includes randomization betwean adjuvant chamotherapy and absarvation based
$on CDNA results, is wel-suited 1o address the study’s primary objective of assessing the efficacy of adjuvant
This is & major clinical issue. The rarity of tha disease prevents large-scale trials from {chematherapy In MRD-positive patients.
St_Clinical Trial | baing carried out. Selection on ctDNA is therefore a rational choice. The fact that the | St_Clinical Trial i+ The use of a rabust ctDNA assay (Signatera™) with multiple time points for assessment enhances the
study is supportad by the French sarcoma group is a positive point irekability of detecting MRD and guiding treatment decisions.

i The shudy dasign is walkstructured, with dear inclusionlexclusion criteria and relevant endpoints such as
{aventres survival and overall survival.
H The rarity of MRD positivity in soft lissue sarcoma might make it dificult lo achieve the target enroliment,
: particularty within the proposed limeline.
i+ Ruecuiing 50 MRD-posifiva patients within tha proposed timaline could be challenging, given the ralatively

Il population of sarcoma patients and the need for MRD posiiivity.

i+ The heterogenelty of soft lissue sarcoma subtypes might complicate data interpretation, as different
“sublypes could respand differently to adjuvant chemolherapy.
H Dr. Sarranc has a strong irack record of hgh-impact publications in sarcoma and molecular oncology,
Sdemonstrating significant prograss in the fiakd,
i+ Dr. Vel is part of a high-impact institution with a strang publication record in sarcoma research, adding
$credibiity 1o the proposal.
wﬁ_CiMidiE Eir." ;'I:Il:'ldmnh Pr's I.IEIMIIJ publication rack record in the field is limited and with few or no leading positions
TVall dHebron Is wel-equipped o canduct clinical trials in oncology, with a strong infrastructure for transiational
iresaarch and pafient recrud

The cost per patient is mors than 17,000 Euros, which [s really a lot. The study is dus
o finish in 2029, and a (high) budget is only praposed for 3 yaars. GRIS is interestad in
canducting parallel studies belwaen France and Spain. The position of the Spanish
sarcoma sludy groups has nol been specified. The hetarogeneity of the adjuvant
chemotherapies praposed, of which thera are many, saems 1o me o be a problem

$t_Candidate | Young investigators. High level of research pbulications of Dr Serana st_Candidate

wi_Candi Faw mafar publications by Dr Verral Publications an twe different thames: breast and

sarcoma
Investigator and institution clearly involved in freatment and research info sarcomalous
tumours

'As already meniioned, since sarcomas are rare tumours, the position of the Spanish

St_institution

St_institution

Wk_institution | sarcoma research aroup, which should ba involved in this work (and probably will be), Wk _institution :Recruitment of MRD-positive sarcoma patients may be challenging gven the rarity af the condition
is missing, H

Same Spanish_PI than RLTIO2024 01

ALe explained that the project does not use a MRD test or a MRD biomarker,
however it's basically a prognostic trial to figure out who needs adjuvant
treatment versus doesn't need adjuvant treatment, and they use this to classify
patients into levels of risk, to guide and personalize adjuvant treatment. She
believes it is not an expensive technique. She believes that's why they said HRD
because it sort of resembles genomic instability score.

MD explained that the idea of the project was to select patients for adjuvant
chemotherapy in the soft tissue platform of sarcoma using circulating tumor DNA.
In his opinion, the idea was not bad because there is no drug. It is not a very new
concept but there is no demonstration of interest in the concept of ctDNA in
ongoing trials, and especially not in soft tissues sarcoma. So, not too bad.

MD pointed out this is a rare disease, so it's a little bit more complicated to build a
large file and, in terms of number of patients, there are not so many patients. So,
he showed some doubt about the fact that, in the end, it could change a clinical
practice because the clinical trial project is only done on 60 patients.
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ALe gave the opinion that this proposal would inform practice and then justify the
study, because MD had pointed out that the proposal was very good. She
suggested to them to do something cheap that will change practice, and it should
cost less than 300.000<€.

MD pointed out that comments were quite consistent between Ignacio Duran and
himself.

ALo emphasized that the current budget was 1 million and indicated that the
budget was quite well balanced.

AlLe asked how they are funding Signatera™. Because, with Signatera™ you have
to do NGS on a tumor, and it is actually the whole exome of the tumor on an FFPE
sample, and then they do a personalized ctDNA.

MD answered that Signatera™ will be provided by Natera, and that they have
included the extra cost in the budget, but that the test’s cost is given. ALe liked
the proposal.
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RLTi02024_04 - PREVEMM
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[cANDIDACY! RLTIO2024_04 |
|_PROJECT | PREVEMM |

| FR_IP name iAIma Danu SP_IP name :loaquin Martinez Lépez

TRBUREE T eessereeesseseersssseessreesseees e SISO SPBUBBR T st smseeessseseeeesrers oo OB S0 €
BUDGET _: 1.225.367,00
FR_Evaluator A a Leary | sp_Evaluator : F
FA_Score 88,00 5P Score | 73,50
AVERAGE 80,75
This is a pragmatic Study testing a cheaf and safe intervention (nutritonal

supplamaent) to reduce the proportion of MGUS progressing to MM. The abjective is innovative and transformative. The proposal expiore the efficacy and safety of a

- Intervenbanis simple cheap intervention for preventing the development of multiple mysloma in patients with a relatively

St_Clinical Trial ;-  Study calendar of 3 yrs attractive St_Clinical Trial |common condition. of igni If positive and further
- Number of pts small supparted with confirmatory trial, it would have a significanty impact in the managsment of that

Focuses on pravention condition. In this regard, the project is of definite interest

Obtained pis input
Do not know tha phase: Il of Il
::'ﬁ::’.""‘ “:’I:‘” me In my view, tha maor issue is that this ks more @ proof-of-concept trial, that uses a surragale

Wk_Clinical Y 100 Bxpen (_ endpoint and, thersfore. it could not be considerad a mal-ife trial and by itselt could nat change

Inciude too many non pragmatic trial related procedures: NGS on BM. microbiota etc.. . ’ " - !
Trial Consider submitting costs for anly the therapeutic vention and mein sndpoint the practice. Further large confirmatory trials using the clinical endpoint ( ocurrence of multiple
prom. o M“"" »30% of pis in myeloma) will ba nesded. The prabability of success is limited
arm show >50% decrease in MC.

The Spanish Pl has a large L in clinical trials in and has acted as Pl en
st_Candidate _ many relevant trials and publications. He has also some experience in the role of gut microblota in

The French Investigator has limited experence as Fi; most of the studies she has participates as
Wk_Candidate ( i subinvestigator. Her CV includes some relevant publicalions but very few on multiple mysloma or

St_lnstitution This is one of the excellence center for chinical research in Spain, includinh the hematology

Wk_institution Wh_institution :Nona

ALe explained that it is a Phase Il trial, interventional, that the intervention is just
an oral tablet, which is like a bacterium that's supposed to just modulate the gut
microbiota, and that the aim of the intervention is to try to diminish the risk of
MGUS escalating, reduce the chance that MGUS progresses to Multiple Myeloma.
The oral tablet is fairly a dietary supplement with basically bacteria in it, and the
point is to change intestinal microbiota. The stats looked weird to her, but she
pointed out that she is not a statistician. ALe added that the treatment
intervention is cheap and safe, and that the aim is to intervene in a pre-invasive
disease to prevent it from going to an incurable cancer.

AlLe summarized the positive points of the proposal. It is a pragmatic study
testing a cheap and safe intervention, a nutritional supplement to reduce the
proportion of MGUS progressing to Multiple Myeloma. The intervention is simple.
The study calendar is attractive because it's three years, so you get results quite
quickly. You do not have to wait 10 years. The number of patients is very small.
Focuses on prevention. They obtain the patient's input.

Ale said she couldn't figure out if it was a Phase Il or a Phase Il trial. She couldn't
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interpret the stats. They can't include NGS on bone marrow and microbiota. So, it
just has to be the intervention and that way they'll bring their costs down.

FRV agreed with Alexandra’s comment that, from that point of view, it is a
pragmatic trial. But the issue for him are the clinical endpoints, the primary
endpoint, because they try to make a proof-of-concept trial using a surrogated
endpoint, instead of a clinical one. ALe agreed with FRV arguing that their
primary endpoint is a 50% reduction of the monoclonal component of the MGUS.
FRV wondered if, with a surrogate endpoint, investigators would be able to
change or inform the practice, FRV found it quite difficult. ALe agreed and added
that this was why she had said that the statistical plan was a weakness.
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[CANDIDACY! RLTIO2024_08 |
| PROJECT : AmeloBRAF |

‘ FR_IP name | Frangois-Régls Ferrand SP_IP name |Irene Brafia Garcia

[ FR_budget ! 747.043,00] SP_budget 752.276,82 € |
| BUDGET 1.499.319,82|

FR_Evaluator Michel Ducreux Emiliano Calvo
FR_Score X X : 87,00

AVERAGE 80,25
Very rare orphan tumours. The desire to develop a personalised medicine project for i Practice-changing, biologically sound, approach to a very infrequent tumor
St_Clinical Trial :this type of p ay is to be g initial results on a number of St_Clinical Trial :type that affects young adults. Usually, not life-threatening, but disabling after
3 sites in France and 3 sites in Spain seems to be very few indeed. Assessing quality H
of life and cost-effectiveness on such a small number of patients seems somewhat
guestionable. The comparison of the cohort of patients with a BRAF mutation with the
cohort without this mutation assumes that the BRAF mutation has no prognostic
value_ s this frue? Overall, the absence of any direct comparison is questionable.

wk_Clinical EDIfﬂeuIt to achieve the N. Not a life-threatening disease most times, or a

‘Wk_Clinical .
Trial imajor issue in public health

Trial

St_Candidate | Spanish has a good level of publication in the fiald St_Candidate : Great Pls, already with experience in the fiald and great institutions behind
The Gustave Roussy invesfigator has a low publication level, However, his H

publications focus on the medical treatment of head and neck cancers. This is nota H

Wi_Candidate :doctor working full-time at Gustave Roussy. Apparently there is no involvement of the | Wk_Candidate : They will need to have more institutions invoive to find these patients
head and neck tumour research groups in this project, either in France or in H

Spain.capacity will he have to carry out this study?

An investigator who is truly committed to clinical and translational research into head
and neck cancers. Centre very clearly Invested in development

Wi i No clear itution :None

St_Institution

;Gmal' tituti tidisciplinary teams in

EC explained that this was a Phase Il study in ameloblastoma, a very infrequent
tumor type, an odontogenic tumor in the teeth that doesn't generate metastasis
and doesn't kill the patient, but after the surgery, when it is locally advanced,
there is some loss in quality of life and some physical distortion or disability. So,
what is affecting those patients that have this type of tumor, infrequently (less
than 1.1 million). This group alludes to the BRAF mutation that occurs in half, or
even higher percentage of patients, so they would like to do a Phase Il study with
the combination of encorafenib and binimetinib like an adjuvant approach before
surgery, and improve quality of life and the disability. EC thought that this might
change the practice if it is positive because no studies will be done for this
indication. However, the impact in oncology is really minor, because this is not a
lethal tumor, and the frequency is very small.

EC added that the group seems to be well connected to get these patients,
because that is the challenge also, to get the patients.

MD pointed out that they were speaking about three sites in France and three
sites in Spain and added that in Gustave Roussy there is probably the largest



Docusign Envelope ID: 1389C56D-7663-4328-B4A5-E1AODCE95738

GUSTAVE/ ris

R 0 U S Sy contra el canci >

GRAND PaRle \ INVESTIGACION PARA
OTRA OPORTUNIDAD

Department of Head and Neck Cancer. So probably in France GRI is where they
see the highest number of patients. Although it's a lot of patients, the pure
mathematician is that it is seen only in more than 50 percent of the patients, but it
means that 50 to 70. He indicated that they don't know, and in the local series, it
is put in the background that it is only 50 percent.

MD added that, in terms of feasibility, he accepted the proposal. He did not see if
they will really show the change of surgery, because there is a comparison, but
this is an indirect comparison, there's no clear randomizations. The comparison is
done with observational data. In the end, MD showed not too rich a fan of this
study.

EC understood MD'’s points and pointed that it is also true that there are no other
studies in the world for this indication. So, even though it is very infrequent, if
they are able to communicate the possibility of this study to these patients or
wherever they are, they might follow the study from any other place, because itis
like a clear orphan tumor. EC totally agreed that it was a challenge to get
patients. EC summarized that, for him, the most important thing is that it is true
that it might change practice, but the reality is that this has almost no impact in
oncology, because he has never seen a case of this type of tumor and these
tumors do not kill the patient. So, it was important for the patient because they
will get some improvement in quality of life.

MD intervened, agreeing it was a rare disease, a mutation on the rare disease that
was only 50% of the question and planning to get with the medical treatment up
to 40% response rate. At the end, the proposal was taking 40 percent of 50
percent of patients with the rare disease. So, they were speaking about less than
20 percent of the patients with a rare disease. MD summarized that they were
doing an evaluation of quality of life on a very, very small number of patients. MD
added the point that it was not known if the natural story of patients without the
BRAF mutation is exactly the same as patients with this kind of BRAF mutation.

EC agreed with MD and added that was the reason for having different scores. EC
pointed out that his impression is that, for this type of disease where there are no
patients and it's not possible to do a formal comparison, and that actually there
was not a real need. It is like trying to randomize if parachutes are saving lives,
having no data of control arm, is a percentage of parachute saving life because
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we already know the alternative. So here if a patient has a big tumor, that the
only way to help him/her is to do a big surgery and because of the treatment, the
surgery is not needed because there is a switch-case and the surgery could be
more conservative and that happens to 40 percent of the patients, all of them
with BRAF mutation... then, there is no need to compare because it will be
something that we will only turn back. EC explained he understood MD’s points,
shared the challenges of this study and considered that having different scores is
good and natural.

FRV pointed that for a rare disease, or orphan disease, he thought it is not strictly
necessary to make a randomized trial, adding that they use historical controls and
it's affected by regulatory authorities. Related to Emiliano’s comment, FRV stated
that it is really difficult to find support for this type of indication, for doing this
research. So, at least in his opinion, he thought it's a nice opportunity for
organizations such as CRIS to support something that has clinical interests,
because these patients exist, and they could offer a support to a trial, providing
the trial is feasible, providing the trial is able to achieve the goal of changing the
practice.

MD added another constant that, without being specialist in Gastrointestinal or
Head and Neck Cancer, he didn't see any reference to the GETTHI, which is a very
important Head and Neck Network in science. He was surprised that it is a rare
disease and there is no mention of this network, at least he didn't find that in the
application form. There is no mention about the network that could be involved in,
finding these patients and taking this patient from small centers to put them, to
send them to share to specialized centers that could include them into the trial.
MD insisted that in six centers (3 in France and 3 in Spain) would be able to find
40 patients, if it is really a rare disease, he pointed that he did not believe that.
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|canpioacy o = I

| PRosECT CABRA |

| FBi_IP name | Alice BERKARD-TESSIER SP_IF name  Elena Casira bareas |

R hudget e STEATION, Pt . e i s R,
BUDGET !

F2_Bwnlustar Alsxandra Leary 3P _Bvalustor lgnacio Duran
PR Score
AVERAGE

{Tris randomized phasa 111 il s [0 W6sl WhAher e AOAT0N OF CArDopaln 1o 500
could improve curcomes for BRCAM CIPC. . The randomized, mnmlwmwmmuwmmmmmhmm efficacy of carbaplatin in Mis setting, wih

- Exparimenty agani ks caraaplatin, chaap and saacibin, claar primary And socorctary ang

- sheng bio ralianake for exoectng plssum benefil in BRCAm PC — The Lae of and tian by disemme b thast e shudy e sses retevant cinical
ssamical Tl Gaoq gealgn of backbons for e and Lol anms (deetal +- RT} o] Tl ’

all ater Irigs ahe lesting (he sddlion of 8 PARPI (nol avallable srourd e - Camp-dznsinrdlnn»un. inchudirg the evalualion of clDMA and listue samoles, adds valuable ran sistionsl elemenits i
workd} the shudy.

It posiivg could change practios,

COnGaT ihal with 50 15 may nol b snaigh o Tty CRange practios
[PROfound had 245 pla with BRCA mer ATMm) = The sample size (B0 patents) may be small for crawing defnitive condusions, especially given the cormplexily of prostate
3 yrs o recauit B0 prs seems long cancer biclogy
And read cut in 2032, also far away The recruitment pariad (36 months) coukd be cnalenging, espacially considering the ranty of BRCA muttions in this
Coats: »8000,000 eures (=10 000 per gl for @ pragmalic trial patert papulation.
Inchude casts for TR which should be removed + Campeting trin's invaving PARP niibitors might imit enralment in regions where those studies are acosssitke.
Alo inchude
H Tnc insbiuiorrs invahed have a siong irack record in canducling dinical irals, pariculary in proslale cncer
i Sarbopinn I A wellkncwn drug, and the trial dulds on exising edence thal BRGA-mutad mmm. A sensiive o
51_Candidate | 51_Camidate plul]num—clused chemotherapy, making i highly plausble: tha the trial will achiews its pimary objective:
e Sparish Pl has cemanstnated innavaton In sonling molecular insights 1 cinkal uaslnﬂ particularty in everaging|

wi_Candidate = While innovalhee. e approach S somehal deehvaive of aleTng patnum chamatherapy USeE in omar cancars.
There i |isnited irdo resion on the Franch PTa induidual publication track recond in leading this kind of resssrch.
Haospital Linoversiianc 12 de Oclubre s a wal-aquipped Insshdicn for conducting high-quality crcology research, with strang
$1_instinution smamnan R tor cinkal Lrfels,
[iAfe_isitution ; [k institution WOHE

Fabrice Andre comments: Unbalanced Budget

Fits with our ambition, ie changing the life of patients. This proposalis really incredible. 10

ALe explained that this is a randomized Phase Il trial of Carboplatin in
combination with standard of care in men with de novo metastatic
castration-sensitive Prostate Cancer that have a BRCA mutation.

ALe thought this proposal gave a pretty good evaluation, so her comments were
mainly that this is a randomized Phase Il trial that aims to test whether the
addition of a very cheap, affordable and safe intervention, which is carboplatin, a
standard of care, can improve outcomes for metastatic patients BRCA mutated in
prostate cancer. The strengths were that the experimental agent is carboplatin,
cheap, feasible, and it makes biological sense because it is known in breast cancer
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and in ovarian cancer that Platinum works better in BRCA mutated tumors. So,
there's a strong biological rationale. She thought that the design was good
because the experimental and control arms use the same backbone and it's those
drugs plus or minus radiotherapy and hormonal therapy. Whereas all other trials
that are testing this approach are going for PARP inhibitors, which might not be
available around the world, this could change practice around the world. ALe
summarized that this could inform the practice. She was suddenly concerned
because she thought the numbers were a little bit small, but considered it has
already been talked about, and that, if it could at least inform practice, it would be
good. ALe pointed out that recruitment time was a little bit long, so they'd have
to reduce their cost. They're asking for 10.000€ per patient and a pragmatic trial
can't have that. Part of the reason is that they included translational research into
their costs so, if they remove that, then they would bring their costs down. And it
is mentioned in our call that we don't fund translational research. ALe added that
the institutions and the candidates are good. The French candidate is young, but
very dynamic in prostate cancer, and that there's a good network for recruiting in
prostate cancer in France.

Ignacio Duran was the other evaluator, shared the slide and read some
comments from Ignacio: “randomized, controlled design of the trial is appropriate
for determining the efficacy of carboplatin in this setting”, “The use of
stratification and minimization by disease burden ensures that the study
addresses relevant clinical heterogeneity”, “Comprehensive follow-up, including
the evaluation of ctDNA and tissue samples, adds valuable translational
elements to the study", "The sample size may be small for drawing definitive
conclusions”, “Recruitment period of 36 months, could be challenging”,
“Competing trials involving PARP inhibitors might limit enrollment", “Institutions
are strong”, “Carboplatin is a well-known drug”, “The Pl has demonstrated
innovation in applying molecular insights to clinical trial design", “While
innovative, the approach is somewhat derivative of existing platinum

chemotherapy uses in other cancers”, “There is limited information on the French
PI's individual publication track ".

ALe pointed out that the French Pl is young, that she is at the beginning of her
career but she's backed by one of the biggest guys in prostate cancer, Karim
Fizazi. ALe thought it's good that Karim is putting a young investigator on this
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study and ALe is sure that the Pl will benefit from his support and definite
experience in prostate cancer.

AlLo pointed out that Ignacio Duran is also working in this field and probably
knows both investigators.

ALe emphasized that they have to bring down the budget and balance it, and that
they can't put translational research in their budget. ALo pointed out the
comment from Fabrice: “Fits with our ambition”.

RLTi02024_03 - ARTURO

Real-Life Trials in Oncology.
Evaluation meeting

INVESTIGACKIN PARA
OTRA OPORTUNIDAD

CANDIDACY RLTiO2024_03
PROJECT ARTURO

‘ FR_IP name ECapucine Baldini SP_IP name Pi: Maria Vieito & co-Pl: Joan Secane Suarez |

e L2006 € |
755.870,06

BUDGET
FR_Evaluator : | H Emiliano Calvo

H {Innovative triple combo of 10 drugs, for a patient with a fumor type that is a dear unmet
5t_Clinical Trial - 5t_Clinical Trial :therapeutic need. There is a good rationale supporting anti-LIF in this indication. The
H igroup has already worked in this line, and It is a natural step forward

iNo previous experience in the triplet. to my knowledge, and there should be a
Wi_Clinical Trisl ifsasibiilit\f.fdose escalation/run-in study before proceeding with the triplet in

- ineoadjuvancy. Very few patients, and N not based on statitiscal estimate. Delaying a
iresection surgary here, aithough r ing tumor, might ba in the limit of
i Both are excellent Pls, with a great mixture of basic, franslational, and early phase

ithe project is out of the scope; not practice changing,
Wk _Clinical Trial irequiring innovation

iAs far as they are well ir ive, no regarding it other than
H ithe less seniority of the French Pl compared to the Spanish one
St_Institution St_lnstitution ; Both, totally capable to develop it

EC explained that the proposal is a “Window of Opportunity” study, of 12
patients with glioblastoma that need surgery. During the window before surgery,
they give to the patients two cycles of triple immunotherapy: Anti PDL1
(Durvalumab), Anti CTLA-4 (Tremelimumab) and Anti MSC-1 (AZDO0171). EC
pointed out that the group has some experience in this setting.

ALe pointed out that a “window of opportunity” study doesn’t fit into a pragmatic
call. The comment from Fabrice: “the project is out of the scope; not practice
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changing, requiring innovation”

ALe summarized that it's a great study, but it's just not a pragmatic trial.

RLTi02024_06 - TRANSFORMER

Real-Life Trials in Oncology. :
Evaluation meeting ﬂ%suTé‘éV mf

Bt rraed INVESTIGAGKIN PARA
OTRA OPORTUNIDAD

|CﬁND|DAC‘I"i RLTiO2024_06
| PROJECT TRANSFORMER

| FR_IP name | Cristina Smolenschi SP_IP name | jorge Barriuso Fefjoo

BUDGET
FR_Evaluator Benjamin Besse | SP_Evaluator Emiliano Calvo
AVERAGE Gim
"ihis randomized phase |l irial enroll pallents with a rare malignancy !
 (Appendiceal Adenocarcinoma), it test the benefit of anti-angiogenic
S-l_ﬂlnlﬂl‘l'llﬂ +drug. The use of a synthtic arm could have been discuss. Nol sure it |5t_Clinical Trial:
enlers in the definition of a pragmatic frial although it could change:

Thermew: unmet need, very infrequent turnor types, lack of interest by pharma
mmpanlaa

me recruitement period seems oplimistic in regands to the rarity of e

Wk _Clinical  ; tumor. There is a translationnal component but the P1 does not ask a |Wk_Clinical
i budget on it. | wonder if this type of study Is not more adequate for the
{ATTRACT grant (on rare malignancies). :
{The French Pl has a very good background on clinical research. The {Good Pis, especially the Spanish one, with

Low ambition in the experimental arm, already a kind of conventional

The French PI has o publication on Appendiceal Adenscarcinams,

Wik_Candidate ; She Is not part of a specific network. The CV of the spanish Pl is 'Wi_Candidate ’None other than their own scope/reach of experience and profile
_Ilmrtecl to & list of publications so it is very difficult to assess his skills

i the hospital of the Sapnish Plisa weel know institution with

St_institution Exoellaﬂt Institutions and Pl

ications so it is '\N!I’jI
i ifficult to assess his skills on clinical research.

Overheads set up at 2% for the clinical activities, and at 10% 2% for the traslational studies

Wk_institution ; Nune

EC explained that the proposal refers to a platform study in a very rare tumor,
appendiceal tumors, a first line therapy. It is a kind of study collecting data in the
use of anti-VEGF and, in order to deliver better the other agents, which is a kind
of first line therapy with different standards of care and to try to get some
information from there.

EC pointed out that this proposal was a lower score by him, and ALe added that
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Benjamin didn't give it a good score either.
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18:00 — 18:05 Selection of Awardees

EC asked which proposals are the top ones and how many they can be funded.
EC pointed out that what he would do, if there is no major objection by anybody,
is to respect the order. EC referred to that there is the issue of the two studies
with the same PI.

EC asked how CRIS and GRF would like to fund, how much money, how to
proceed. ALo explained that the call is funding up to 1.5 million. So, if the first
score does not enter in the budget for the call, the investigators may review the
budget to be adjusted and try to manage to get them into the maximum of the 1.5
million.

ALo indicated that the top scoring studies are BRAVA (budget of around
800.000€) and Chemoimmunotherapy (budget of around 900.000%€) so, if decided
to fund the first two scores, it would be slightly over 1.5 million.

AlLe suggested asking them to reduce the budget a little bit, as we have done
every year. We've asked them to decrease it by far more than the previous call.

EC asked to see the final scores, the averages of the scores.

Real-Life Trials in Oncology.
Evaluation meeting

INVESTIGACION PARA
OTRA OPORTUNIDAD

Proposals

SCORES
: TOTAL FR_evaluator :FR_score SP_evaluator 5P _score | AVERAGE | difference
: 798.632,07 € H acio Durdn ¢ B25 75

| 3020066 ;| 755.870,06 €
RLTIO2024_06! : " ! Va4l gasooe ;| BE3.G9600€ i T Emiliann Cabvo. |
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EC pointed that the first and the third proposals (BRAVA and MRDSarc) had the
same Spanish Pl. EC considered that there's a discrimination of the first two ones,
and then the next ones were like a different level in terms of scoring (79 points

).

ALe summarized that they would select both, the top two, and asked for looking
at the budgets to guide them on the costs that were probably not adapted to a
pragmatic study and help them bring the budgets down.

Jesus Sanchez (JS) pointed out that, for CRIS Cancer, it makes a lot of sense
because it's difficult for us to find good clinical trials in Pediatric Cancer and also
because it would be the first pediatric Cancer in this call.

ALo thanked to all the attendees and explained that we were preparing the
minutes from the meeting to share with everyone including Benjamin, Fabrice and
Ignacio. And then inform the awardees and ask them to adjust the budget.

AlLe added that it would be helpful if we can give the awardees the details to
decrease the budgets, which sometimes is quite easy to see. For example, they
put ctDNA in here, so they just have to take those out, and that helps them to
reduce the budget.

ALo pointed out that in previous seasons what was done was to fund the
first-scored proposal and ask the second proposal to adjust the budget. ALe
agreed in just asking the second one.
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Post-meeting discussion.

Fabrice Andre (FA): from our perspective, the chemoimmuno trial does not meet
the criteria for « pragmatic trial » since this is a phase |l trial that will not change
the practice, and it requires the use of a new drug.

| would prefer we fund only one rather than funding trials that are not in the scope
of our call. The trial on childhood cancer should be funded by the usual path of
trial funding. If we fund this one, we will have 100 investigators coming next time
with complex trials that do not change practice, and we will not be able to explain
why we reject them

ALo: | see your point but, before taking any decision, | wanted to share with you
the discussion we had during the meeting about the definition of RLT.

"Referring to the question that Phase Il clinical trials could not change the clinical
practice... specifically in the oncology area, a Phase Il clinical trial may change the
clinical practice. The endpoints, at least the primary endpoint, characteristically
should be a patient relevant endpoint.

Some Phase |l trials could not be so pragmatic because of the endpoints used for
demonstrating or supporting the proof of concept but definitely, they can change
the clinical practice.

Therefore, Phase |l proposals are not “bad Proposals” themselves in terms of
practice changing. It depends on the proposal.

It is very difficult to find pragmatic trials that are able, with one only pragmatic
trial, to change practice.

In pragmatic trials you have to really look for indications and specific needs, areas
or so to be able to change practice or to inform in a relevant way the standard
practice."

In that sense, the panel evaluated and decided about the RLTiO02024_02
Chemoimmunotherapy project that it could be considered a practice-changing
trial.

Please, you ALL feel free to comment or support this argument as you are all
posted here. | would like to open the discussion in order to close the selection
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process this week. This is an important issue, and we need to set the arguments
up for the future calls in order to avoid non-RLTiO, as Fabrice mention, and we
need a clear position on that.

If you prefer to have a short meeting, we may organize it.

ALe: The issue is not so much phase Il vs lll. During the discussion | raised
exactly the same point as Fabrice regarding the pediatric trial, that trials testing
novel therapies are not pragmatic, the aim should be to test affordable strategies
that can be implemented across settings.

ALo asked to all the panelists if they you agreed with this definition s and that
you consider that the RLTi02024-02 Chemoimmunotherapy should not be
funded. He asked to a telematic vote with YES / NOT FUNDABLE.

ALo will include at the minutes of the meeting as a Note after Meeting with the
final decision.

CRIS Cancer will agree with the final resolution about this issue.

Ignacio Duran (ID): My opinion is that we should stick to what it was decided in
the meeting the other day.

So it should be funded as that was the decision of the people who were in the
meeting according to the evaluation obtained by the reviewers.

EC: Actually, | see that in Criterion #1 of the evaluation sheet (“Clinical Trial
Proposal”), it has already collected the question we are now discussing through 2
criteria counting for 60% of the total 60 points for the assessment of this criterion
(“is it an innovative and transformative project? It is a proposal of a
practice-changing or practice-informing trial?” and “is the expected impact on the
target population a significant gain on the clinical management of these
patients?”), being the maximum total score of 100 points.

So, if the two reviewers that had the time to read in detail the proposal and
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evaluated it, including this specific questions, gave such a high score as to
deserve the funding, on one hand, and, on the other, in the final meeting it was
considered a proper application for the characteristics of the grant by CRIS, then, |
would abide by it and would not re-evaluate it: in the end, the rest of us did not
go deep into details of this proposal, at least to the point of the two reviewers,
and | think we could keep the study funded consequently.

Benjamin Besse (BB): NOT FUNDABLE
MD: | would say NOT FUNDABLE, | was not a great fan of this project

FA: | think the issue with this trial was not only the quality of evidence it would
have generated but also the fact that it requires innovation, and this is not
compatible with a low-cost trial. Also, while | fully agree that the single arm
phase Il trial is good for registration, | don’t think the trial was designed to change
practice.

AlLo: I've got all the votes from everyone about the second project and the
resolution is:

4 votes “Not Fundable”
3 Votes “Fundable”

We will revise the concept of Real-Life Trials at the Terms and Conditions of the
call.

Awardee RLTIO 2024

The 2024 call for applications of the “Real-Life Trials in Oncology Programme”
will fund the proposal RLTi02024_01 BRAVA

Title: “Two-arm, Phase Il, Non-Randomized Study to Assess the Role of
BRCAness Biomarkers in the Treatment of Patients with AdVanced Uterine
LeiomyosarcomA with Niraparib and Temozolamide”

French Pl and Institution: Patricia Pautier. Institut Gustave-Roussy
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Spanish Pl and Institution: César Serrano Garcia. Vall d’Hebron Instituto de
Oncologia.

Budget: 798.632,07 € (377.741,66€ France + 420.890,41€ Spain)

What is signed by all Members of the Evaluation Committee.

DocuSigned by: DocusSigned by:

. , Calier
Fabriw Indré
78AA751DDBE8429... B3300842C9F043A...
Dr. Fabrice Andre Dr. Emiliano Calvo
DocuSigned by: DocuSigned by:
Fumands Kio-\Mladumorss Mickel Duoren
0497B271A3E54B6... 7D8B3BESA1CTA08...
Dr.Fernando Rico-Villademoros Dr. Michel Ducreux
DocuSigned by:
Dr. Alexandra Leary Dr. Ignacio Duran

DocuSigned by:

amine Busse

BF7BB219A5F1422...

Dr. Benjamin Besse



