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The french perspective: The GETUG experience

Yohann Loriot, MD, PhD
GU oncology, Chair, Phase 1 department, deputy head, Villejuif, France

Is there still a room for academic clinical research ?




Clinical research in France (GU)

GETUG= French GU Oncology group

— 60 centers
— 100 active investigators

Unicancer= Main sponsor for clinical trials
Fundings:
— Ministry of Research (PHRC grants)

— Charities
— Industry

Collaboration with SOGUG, EORTC, SAKK, ICORG, etc



Structure of GETUG

Multi-disciplinary group:
— Medical oncologists

— Radiotherapists

— Urologists

— Pathologists, statisticians

Open to all (public/private practice, etc)

President elected and steering committee for 5 years (Karim
Fizazi)

All GU cancers



Structure of GETUG

1994: GETUG => Chair: Prof. Jean Pierre Droz

1999: Chair: Prof. Stéphane Culine

2010: Partnership with AFU

2015: Intergroup ICF-URO accredited by INCa % GETUC
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GETUG: clinical trials

??I_ZL?EF;E cc:rt‘flrcr;arl:ttruuilfjre5 _ G ET U G - A total of 40 clinical studies
P y sponsored by Unicancer R&D

than Unicancer R&D

UF'IJ cancer




Collaborations with pharma companies

AVIGEN GETUG 19
) AFU-GETUG 20
astellas
AstraZeneca GETUG 16 - GETUG 18
/B8
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Collaborations with international partners

EORTC > 4
PEACE-1 - cORG Kl

DANA FARBER CANCER _ c - DatasharingsGETUG 15 & ARTISTIC
INSTITUTE — BOSTON: ICEGAP-1 - RA ‘ T
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GETUG perspective

Developping practice-changing phase 3 trials
Easy to implement (pragmatic trials)
Trials In rare tumors

Valorizations of past clinical trials



Recent and ongoing trials

> Initiation (2)

'

Recruitment (10) Follow up (12)

RAMPART:
renal cell carcinoma
(RCC) ,high intermediate
risk of relapse

NIVOREN:
Metastatic Renal
Cell Carcinoma

BEVABEL: kidney
mekasktatic collecting
duct carcinoma

Bladder-ART:
high-risk bladder ¥
cancer
BLADDER

BELADDER
SPARING: muscle-
infiltrating bladder —
cancer

Alban: high ris
non muscle

invasive Bladder

Cancer

CARLHA-2 ¥ - ‘#
GETUG 22
PROSTATE PEACE-6 PRESTO ¥ -
UNFIT ¥ ¥ STEREO-RE-PRO ]

PEACE-3 TACTIK ﬂ/
GETUG34 T GETUG 38
o TIGER: relapsed or refractory GETUG 13:
TESTIS germ cell tumors poor-prognosis GCT

(MEGACEP)

UCL- EORTC-SAKK € BigPhatma < Laligue

unicancer
)

. 11
PHRC £ Radiotherapy
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GETUG perspective

Developping practice-changing phase 3 trials
Easy to implement (pragmatic trials)
Trials In rare tumors

Valorizations of past clinical trials



GETUG Phase 3 trials In Prostate cancer

Trial name

GETUG 01

GETUG 06

GETUG 12

GETUG/AFU 14

GETUG/AFU 15

CaP stage

Localised
Intermediate-risk
localised

High-risk localised
(ADT-RXT)

Intermediate-risk
localised

Newly diagnosed
metastatic

# pts

444

306

413

378

385

Main results

Pelvic node RXT does not increase PFS in
moderate-risk CaP

RXT 80 Gy (vs 70 Gy) provides a better 5-
year biochemical outcome

Docetaxel/Estramustine improves RFS

Reference

Pommier,
JCO 2007

Beckendorf
IJROBP 2011

Fizazi
Lancet Oncol
2015

Dubray
2011

Gravis
Lancet Oncol
2015



Ongoing GETUG phase 3 trials

Trial name

(P1)

GETUG/AFU 16
(Christian Carrie)

GETUG/AFU 17
(Pierre Richaud)

GETUG/AFU 18
(Christophe Hennequin)

AFU/GETUG 20
(Francois Rozet)

CaP stage

Rising PSA after
prostatectomy

pT3 with positive margins

High-risk localised

High—risk post-
prostatectomy
(pT3b or Gleason >7)

Planned
#pts

743

718

500

700

Question addressed Accrual
RXT vs RXT+ADT Lancet oncol
2019
Adjuvant vs delayed RXT Lancet Oncol
+ ADT (6 months) 2020
70 Gy vs 80 Gy RXT Completed

+ ADT (3 years)

Adjuvant ADT Ongoing
vs surveillance



Expanding In other tumors

. Dose-Dense Methotrexate, Vinblastine,

= Doxorubicin, and Cisplatin or Gemcitabine and
- Cisplatin as Perioperative Chemotherapy for

- Patients With Nonmetastatic Muscle-Invasive
> Bladder Cancer: Results of the GETUG-AFU V05 ol

0.4 =

IU(ID N lLI_[IgI 10

PFS (probability)
PFS | proba bility)

. P- 088 HR - 0.70 (95% CI, 0.51 1o 0.96)
VES PER Trlal Padj - .077 P 035
0 5 12 18 24 3 % 0 6 1 18 2 3
Christian Pfister, MD, PhD'*; Gwenaelle Gravis, MD®; Aude Fléchon, MD*; Christine Chevreau, MD®; Hakim Mahammedi, MD%; Time (months) Time (months)
Brigitte Laguerre, MD; Aline Guillot, MD®; Florence Joly, MD, PhD®; Michel Soulié, MD, PhD'®; Yves Allory, MD, PhD'’; No. at risk: Mo st risk:
Valentin Harter, MSc'*; and Stéphane Culine, MD, PhD'®; for the VESPER Trial Investigators da-MVAC 248 227 192 179 167 186 123 dd-MVAC 218 188 172 182 150 41 112
G M5 2@ 1@ 185 M8 13 118 GC 29 15 81 W7 13 12 108

1- Example of collaboration between med oncs/uro/RXT

2- Frequent situation:accrual success.

A.
L, C I , V av l r evd be Y NU. d
S. Oudard, J. J Patard C Theodore C Chevreau B Laguerre] Hubert M. Gross GouplIJ C Bernhard Nephrectomy- 226 110 61 40 19 11 4 1 0
L. Albiges, M.-O. Timsit, T. Lebret, and B. Escudier sunitinib
Sunitinib alone 224 128 76 44 26 8 3 1 0

Pfister et al, JCO 2022, Mejean et al NEJM 2018



GETUG perspective

Developping practice-changing phase 3 trials
Easy to implement (pragmatic trials)
Trials In rare tumors

Valorizations of past clinical trials



Trials In rare tumors

100%
Personalised chemotherapy based on tumour marker decline in HR: 0.66 [0.44-
poor-prognosis germ-cell tumours: results of the GETUG 13 1.00], p=0.05
phase lll trial
Karim Fizazi Prof.. MD', Lance Pagliaro, MDZ, Agnes Laplanche, MD?, Aude Fléchon, MD#, 1
Josef Mardiak Prof., MD®, Lionnel Geoffrois, MD®, Pierre Kerbrat Prof., MD’, Christine Unfav-BEP
Chevreau, I'-1DB Remy Delva, h\'IDg Frederic Rolland, MDm, Christine Theodore, MD”, 20% T —uniav-
Guilhem Roubaud, MD'2, Gwenaélle Gravls MD13, Jean-Christophe Eymard, MD14, Jean- . —Unfav-...
Pierre Malhaire, MD'3, Claudiaskis A LLREAR TR SUNEVRUEL. : ' e
Martin'” Florence Journea 3 ',88
Stephane Culine Prof., MD' 1
4

Matinum Pronty - Testis Can

Editarial by Peter Albers on pp. 1|
Ay 1- Rare situations are challenging (10 year accrual).
Good-prognosis Semi
Positron Emission To
ma—— - Centralisation of care is key.
Gwenaélle Gravis”, Lionel Geof -

Philippe Barthelemy’, Emma
Sophie Abadie Locourtoisie ", O
Christophe Massard *, Serena Grimaldi®, Karim Fizazi® 16 & &2 1 %

2 n an a n 16

Fizazi et al, Lancet Oncol 2014: Loriot et al, Eur Urol 2022



GETUG perspective

Developping practice-changing phase 3 trials
Easy to implement (pragmatic trials)
Trials In rare tumors

To develop proof-of-concept trials (recent strategy)



Dissecting the mechanism of action of pembrolizumab in bladder cancer

PANDORE trials

RESEARCH ARTICLE

Intra-tumoral infection activates immune system and is associated with response to pembrolizumab in UBC

Goubet et al. Cancer Discovery 2022



« Precision-medicine trials »

Nivolumab, nivolumab-ipilimumab, and VEGFR-tyrosine
kinase inhibitors as first-line treatment for metastatic
clear-cell renal cell carcinoma (BIONIKK): a biomarker-driven,
open-label, non-comparative, randomised, phase 2 trial

Yonm-AlexandreViann Réza Elaidi, Moost efa Benmamoun, Chist ine Chevreoy, Dalphing Borchialing. Diane Famnler, Denis AMaliie,

Mizrine Gross-Goupd, Christophe Towmbkpand Brigitte Loguearre, Fhillppe Badt hdlémy, Elodie Cogquan, Gwenodlle Grows, NadineHoueds,
Mizthitde Cancel, Ofivier Hutthard, PRiippe Beuzeboc, Laure Foumier, Arnoud Mejean, Xawer Cothdineoy, Micohzs Doumers, Phillppe Papare!,
Jean-Chyistophe Barnfuard, Alsvandre dela Taile, Kanim Bensalah, Thibaudt Tricand, Thibaut waaedks, Garaldine Pignat, Elena Brapchenko,
Stefano Corusg, Chemg-Ming sun, Vinginee varkare Guiloume Lomots, M arco Moreing, Maeime s epion, Antolne Bougouin, Letuan Fhan,
Chrtst efle Thibau -Carpertier, Jessica Zucman-Ross] Wolf Herman Fidman, Catherine Sout #s-Fridman®, Stéphane Oudord

Optional metastasis biopsy Optional metastasis biopsy

e o -

*  Previously

untreated in

metastatic Determination of defined
setting molecular 0
subgroup progression

*  Frozentumor oy

samples €cRCC1,2,5,4 unacceptable

available for toxicity

molecular o

End of study

group
determination

Vano et al. Lancet Oncol 2022



GETUG perspective

Developping practice-changing phase 3 trials
Easy to implement (pragmatic trials)
Trials In rare tumors

Valorizations of past clinical trials



Data sharing

GETUG 15
Dr Gwenaelle Gravis

THE LANLE] ;
Cmcolocgy J

¢ alone or with dooetaxel in non-castrate
ETUG-AFL 15): a randomised, spen-label,

ICECAP-1-Dana Farber Cancer Institute

WO URE 39 NURMBER 27 SEFTERMBER 20 malT
Jourwar oF Crmiicar ONCOLOGY ORIGINAL REPORT [

GETUG 12

Ll L] Ll
Pro F- Karim Fizazi Metastasis-Free Survival Is a Strong Surrogate of Overall
] , Survival in Localized Prostate Cancer
An drﬂgen dEF" Ua‘tlﬂn thE‘ rap}' PlUS d'ﬂ':EtaxEI d ”d' Wawlirg Xie, Meredith M. Bepan, Mare Bayze Swsan Flalaly, My W, Kancoff, iver Sartes, Hloward Sode,
- = = Micnd! W Dk, Liwiremace Coll et fooves | Do, Mo Pz, Wy . Plariddedes Hlowiand ML Savaller, Maftfoen
estramustine versus androgen deprivation therapy alone for

Sy, Bertnand Tombal Soott & Willars, and (Freisoplier | Swvasns on baball of the ECaP Wodip Groap
high-risk localised prostate cancer (GETUG 12): a phase 3

randomised controlled trial

KormFeazi LoweFonre, FrangeisLesaunier. Remy Delva, Gwenadle Graves Frsdéne Rolfand. Fronk Priow, jenn-d arcFemen, Modine Hovede
Lo M ey, Chekering Thaeedore, b Erakowskd [ees-Fr ongoic RBerdaiy, Mosjoie Bocchis, Reiqina | ogquems Suds Fldohon, Alain Rireeed
Isaball ¢ Cojean-Zelok, Stophane Oudard, jaan-LecLobourag Powe Chinet- Chamat Ericl egovfiz | #an-Loon Logrange, Dewdel inasrey

re ."Ir.;l'r e l"'nl'|1;|-' Berrefoor. o] o = Dicsairy A nre=Lowve Marting Mavid Hodiboan, .Ju'_rr\- Lopdorche, i':l:|1':rri ke




Data sharing

GETUG-AFU 17
Dr Paul SARGOS

Adjuvant radiotherapy versds early salvage radiotherapy

ARTISTIC

Adjuvant or early salvage radiotherapy for the treatment of

plus short-term androgen deprivation therapy in men wit localised and locally advanced prostate cancer: a prospectively

localised prostate cancer after radical prostatectomy

(GETUG-AFU 17): a randomised, phase 3 trial

Fowl Sarges Sylvie Thabawd, loor ln:-urzrl". Nicotas Mogné, Ahrmed BEenpoucd, Etn.‘F'lc ne Swpiot, Dod -'.'-.'.'.IL. izr, Manow ar Semir A bdiche
N rwier Gllliok, Pienre Z'ﬁ'l" Condleowd, Moarkon Sibra, Phifipps Bergerot, Fienre Boumann, Yozid Belkacemi, David Azrig, Merymm Brifowm,
Miche! Sowlé, Pierre Richard

Lancet Oncol. 2020 Oct;21(10):1341-1352

planned systematic review and meta-analysis of aggregate
data

Oowel Vale, Dievid Fisher, Andrews K necbane Crstapher Pecker, Monin Pearse, Presre Bichoud, Powl 2argog,. Matthew R Sydes
fawam, CTvis Brosanm '._:,"-r Chrohoiad Adeien Coad. S@vo Roe
Mafesh K B Pasmar, |ayne F Tiorney: jorthe ARTISTICM eta-anal ysis Grovg

||-'|r'|'r'i|wr_._ Merye B gL Coval R oser-Brasiane IJ' | ar Tief].

Lancet. 2020 Oct 31;396(10260):1422-1431.



Data sharing

GETUG 15
Dr Gwenaelle Gravis UCL
ey . To be published

[

RosweLL PARK COMPREHENSIVE CANCER CENTER

ic prostate cancer (GETUG-AFU 15): a randomised, open-label,

se 3 tnal

To be published

GETUG-AFU 16
Dr Christian CARRIE RTOG

Salvage radiotherapy with or without short-term hormone _
therapy for rising prostate-specific antigen concentration To be published
after radical prostatectomy (GETUG-AFU 16): a randomised,

multicentre, open-label phase 3 trial

Chrizhan Carne AliHmstin, Garydel aoroche. Freme Bichaud Sképhaone Guerif. Igordoborzeff. Stépihane Supiot Maothiar Bosset.
JeardldanLagrange. Vérorsque Bedcendoef. Frangais Lesawnier. Barnord Dubvag |enn- Philppe Wogner, Ton Dat W Gugen. Jeon-Phiippe Suchmad
[Eles Cefiange. Micokas Borbier, Muvie Hobibims, CieeF anmy. Palippe Fosmeret. Alain hln'_ﬁ.'ll". Sapnie Dussmt

Lancet Oncol. 2019 Dec 20(12):1740-1749



GETUG:

What worked/ What's working



What worked/ What’s working

Accrual

Collaboration between urologist — radiation
oncologists, medical oncologits

Rare tumors

Trials In all stages of disease (late — early settings)



GETUG:

What’s not working !



What’s not working !

Trials with complex process — infrastructure

Time to implement the trial and rapid changing
landscape

Developing a trial (with a very good idea) when not all
are convinced by the idea



AFU-GETUG 20
Study design

Objective : to evaluate the benefit of leuprorelin acetate for 24 months after RP
In patients with high risk of recurrence.

Patients : Post RP with high risk of micrometastases
« pT3b or Gleason score 2 8 or N+ (< 2nodes +) and RO
e and MO
e with post op PSA<O0.1

m——  RANDOMISATION

/ N\

Arm A ; Arm B : Survelllance
Leuproréline Acétate
- 24 months




AFU-GETUG 20

Courbe des inclusions AFU-GETUG 20 (UC-0160/1003)
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One of the most iImportant issue of academic trials

— Large number of patients likely needed to address important
guestions Iin the future (Phase Il trials)

— National groups likely unable to make it (UK?)

— Need for a pragmatic trans-National system able to conduct such
large trials



The PEACE program

(Prostate Cancer Consortium in Europe)



The PEACE program
(Prostate Cancer Consortium in Europe)

 Principle and aims:
— Academic, European program
— Aim: conduct phase Il trials for prostate cancer
— Sponsor: any academic (Group, Hospital, University)

e Budget: trial by trial (academic grants, industry, charities): chair’'s and
sponsor’s responsability

e Publication rules:
— 1 chair/trial + 1 coordinator/ participating country or group
— Best accruers also ranked by accrual
« Ex: 1=Chair, 2=Best country coordinator, 3=Best accruer



PEACE: Position paper

EURDPEAN URDLDGY &7 (2015 ) 904-312

available at www. sciencedirect. com
journal homepage: www.suropeanuroles gy.com

Achievements and Perspectives in Prostate Cancer Phase 3 Trials
from Genitourinary Research Groups in Europe: Introducing
the Prostate Cancer Consortium in Europe

Karim Fizazi ™*, Per-Anders Abrahamsson®, Goran Ahlgren®, Joaguim Bellmunt©,

Daniel Castellano®, Stephane Culine®, Ronald de Wit', Silke Gillessen®, juergen E. Gschwend"®,
Freddie Hamdy', Nicholas James’, Raymond McDermott *, Kurt Miller' Thomas Wiegel ™,
Manfred Wirth ", Bertrand Tombal *



PEACE-1: European Phase lll Trial in de novo Metastatic
Prostate Cancer (revised design)

-q

ADT +
Abiraterone 1000 mg
Prednisone 5 mg BID
+/- docetaxel

Co-primary endpoints:
ADT 4 OS and PFS (HR: 0.75)

Local radiotherapy
+/- docetaxel

OmN—-—-<00OZ2>>™

ADT +
Local radiotherapy +
Abiraterone-Pred @ =P
+/- docetaxel

Study sponsor: Unicancer

ClinicalTrials.gov. Identifier: NCT01957436.



PEACE-1: Participating countries




Collaboration makes success

T H E LAN C E T Submit Article  Login  Register  Subscribe  Claim Q

i 5 oo ©
ARTICLES | VOLUME 399, ISSUE 10336, P1695-1707, APRIL 30, 2022 J E b ID

Purchase Subscribe Save Share Reprints Request

Abiraterone plus prednisone added to androgen deprivation therapy and
docetaxel in de novo metastatic castration-sensitive prostate cancer
(PEACE-1): a multicentre, open-label, randomised, phase 3 study witha2
x 2 factorial design

Prof Karim Fizazi, MD & « Stéphanie Foulon, MD e Prof Joan Carles, MD e Guilhem Roubaud, MD s
Prof Ray McDermott, MD « Aude Fléchon, MD « etal. Show all authors « Show footnotes

Published: April 08,2022 « DOI: https://doi.org/10.1016/S0140-6736(22)00367-1 «

Fizazi et al. Lancet 2022



PEACE-2: European Phase Ill Trial of Cabazitaxel and Pelvic
iIrradiation in patients with high-risk localized prostate cancer

-

ADT
+ RXT (Pelvis)

Pts with high-risk
localized CaP:
at least 2 of the
following criteria:
 (Gleason=8
e >2T3
e PSA>20 ng/mL

R
A
|
D
O
\%
I
Z
=
D)

N= 1050 pts planned

Study sponsor: Unicancer
Planned accrual duration: 4 years

Courtesy of K Fizazi



PEACE-2: Participating countries

)




PEACE-3: European Phase lll Trial of Enzalutamide +/- Radium-
223 in early mCRPC

* Patients with _ _
mCRPC ADT + Primary endpoint:

Enzalutamide 160 mg PFS 1 (HR: 0.7)

*No previous
abiraterone or

enzalutamide
e —p Key secondary

endpoint: PFS 2

OMN—Z<00Z2>23X

*560 patients

planned

Study sponsor: EORTC
Pl: Bertrand Tombal/ Silke Gillessen

Courtesy of K Fizazi



PEACE-4: European Phase Ill Trial of Aspirin and Statin in CRPC

Standard of care
(SOCQC) -

* Patients with “early”

SOC +
CRPC

Aspirin 100 mg Primary endpoint:

OS (HR: 0.77)

« Stratification on MO
vs M1

«1152 patients
planned

OMN—Z<00Z2>23X

SOC +
Aspiri.n + —
Statin

Study sponsor: Gustave Roussy

Courtesy of K Fizazi



Expanding in other tumors

AFU-GETUG 37/ ALBAN - Prof. M. ROUPRET & Dr Y. LORIOT

An open label, randomized, phase Ill trial, evaluating efficacy of Atezolizumab in addition to one
year BCG (Bacillus CaLmette-Guerin) bladder instillation in BCG-naive patients with high-risk non-

muscle invasive Bladder cANcer

1" TURBT* =»
diagnostic ot high-
risk MMIBL:

-Ta

- -Tlanygrade

needed for T1

* First or second surgery

** Randomisation stratified by:

- Centre (blocs-permuted]
Presence of CI5 vs na CI5

Surgery Screaning
[= 4 weeks and € 13 weoks)

Treatment
1:_:1 nay.ri*: _____ 1':4 '._.uml: s) . Fallow-up
th e n1 [% years) .
B M o O s . B O i e o
Follow-up |5 years) starting
Arrm A from the randomization date
[ {1t}
Control arm:
= BCG therapy b 4 +  Primary endopoint:
Inclusion® + maintenance? recurrence free survival (RFS)

Criteria of
- 2 TURBT if _.‘ Inclusion }_. Rt —

at 3 YERrs atrer inclusion of the
first patient {144 ewents
expected)

= Secondary emdpoints:
- Overall survineal,
= . Disgase specilc survival
- P"l'ﬂﬂl'ﬂ!iﬂﬁ-"!!‘ survival,
- Dines anes wanor sening,
Safely,
= Cpualimy of §ife [ 20)

1 BCG inducion: instillations once weakhy For & weeks

7 BCG maintonance: 3 instillations once weekly starting at wecks 13, and
repeated at waek 27 and week 52

 atesolizumaty: 1200 mg g3w for up Lo 1 year (18 injections max)

Accrual period:

Treatment period:

Duration of Follow up:
Overall duration of the trial:

3 years and 5 months

up to 1 year

5 years including treatment period per patient
8,5 years




Expanding in other tumors

Total target patient: 516 patients
220 patients abroad — 30 sites
296 patientsin France — 30 sites

Prof. Roupret / Dr Loriok
30 sites

236/ 296 patients
Ongoing recruitment

Prof. sanchez Gonzalez
16 sites

110 patients
Authorized by EC/CA

Prof. Grimm
9 sites
60 patients

I Iﬁ'I

Prof. Tombal

5 sites I I
50 patients

Authorized by EC/CA

Finally, Germany was not selected due to too many administrative hurdles



Vision of academic clinical research

Main goal: to test new ideas and concepts

How: fast, reduced cost, without too much bureaucracy.

Drug development = mainly trials sponsored by pharmaceutical
companies (which is critical for patients)

new strategies, combinations, and exploration of different patient
populations (rare tumors) = academic trials

Academic research = the way to develop the creativity, especially from young
Investigators




Main problem: bureaucracy ...

e data security -> overregulation, resulting in a reduction in research.

 Unnecessary data capture and quality control -> overwhelming role
of CROs associated with increasing costs

e Data and samples sharing - > too many administrative delays and
signatures and validations
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GETUG steering committee
K Fizazi (chair) and Soazig Nenan (Unicancer)
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