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SINCE ITS CREATION IN SEPTEMBER 2013, 
THE DRUG DEVELOPMENT DEPARTMENT 
(DITEP) HAS MAINTAINED ITS GROWTH AND 
CONSOLIDATED ITS DYNAMISM IN ORDER 
TO OFFER PATIENTS INNOVATIVE STUDIES, 
IF POSSIBLE GUIDED BY THE MOLECULAR 
CHARACTERISATION OF THEIR TUMOUR. 

THIS DYNAMICS HAS 
RESULTED IN: 

1 / Three oral presentations 
during the ASCO 2014 
Congress (Dr Eric Angevin et 
al, on the inhibition of MET 
(Sanofi), Dr Ra¬tislav Bahleda 
on FGFR blockade (Janssen), 
Prof. Jean-Charles Soria on 
lucitanib (Servier/Clovis).

2 / The increase in our 
capacity in the Day Hospital 
(January 2015).

3 / The renewal of our seal 
of approval by the National Institute for Cancer 
(Inca) as an early phase clinical trials centre 
(April 2015).

4 / The availability of new premises, over a surface 
area of close to 1,000 m2 at the level of the central 
C helm on the 4th floor, enabling 70 collaborators 
to be brought together who had been spread over 7 
different floors of the IGH or of the EMT (May 2015) 
as well as welcoming daily twenty or so sponsor 
CRAs to ensure trial monitoring.

5 / The launching of an ISO 9001 certification 
request in collaboration with the Quality Control 
management for the DITEP area. Our clinical 
research portfolio currently comprises 60 

phase I studies open to accrual and enables 
us to generate molecular portraits thanks to 
MOSCATO and to the more recent institution of 
MATCH-R. In 2014, 347 patients were included 
in a targeted medicine trial within DITEP, and 
410 patients were able to benefit from a phase 
I/II trial. With 22% of our phase I trials focussed 
on an immunological target, DITEP is now the 
primary European centre for early development 

in immuno-oncology.

THE DYNAMICS OF DITEP

" TO OFFER 
PATIENTS 

INNOVATIVE 
TRIALS"

edito

WHAT’S NEW
ON THE WEBSITE?
NEW LOOK FOR THE GUSTAVE ROUSSY WEBSITE,  
AS WELL AS FOR THE PAGES INTENDED FOR DITEP!
All information is on-line: presen¬tation and 
organisation of the Department, organisation 
chart, newsletters, early trial preselection sheet, 
list of ongoing early trials...

See the presentation of DITEP:   
http://gustaveroussy.fr/fr/node/1891  

The preselection sheet: 
http://gustaveroussy.fr/sites/default/files/fiche_
screening_essais_precoces_080415.pdf

Early trial management: 
http://gustaveroussy.fr/fr/node/1864 

Early trials on video:  
https://vimeo.com/74457579

Pr Jean-Charles SORIA 



THE DYNAMISM OF DITEP AND THE CLINICAL 
TRIALS CARRIED OUT THERE HAVE LED THIS 
YEAR TO ITS PRESENCE AND VISIBILITY AT THREE 
MAJOR CONGRESSES DURING THE FIRST PART OF 
THE YEAR.

TAT 2015  
(TARgETEd ANTI-TuMORAl ThERAPIES)
Organised by Prof. Jean-Charles Soria, 
the Congress brought together the most 
senior worldwide experts in phase 1, clinical 
research physicians and researchers 
developing targeted therapies or preclinical 
biomarkers. Five oral presentations were 
delivered by DITEP physicians, on very 
diverse subjects illustrating the variety of 
medicines and expertise developed within 
the department: immunotherapy (Dr Aurélien 
Marabelle), personalised medicine (Dr 
Christophe Massard, results of MOSCATO 
01), epigenetics in haematology (Dr Vincent 
Ribrag, results of the EZH2 inhibitor), driver-
specific kinase inhibitors (Prof. Jean-Charles 
Soria, rociletinib, EGFR T790M inhibitor), 
and targeting of the tumour metabolism and 
epigenetics (Dr Sté¬phane de Botton; IDH-1 
and -2 inhibitors in haematology).

ASCO  2015 
(AMERICAN SOCIETy Of ClINICAl ONCOlOgy, 
ChICAgO – juIN 2015)
Two clinical trials conducted in DITEP were 
selected for an oral presentation: the results 
of the efficacy of pembrolizumab (anti PD-
L1) in ovarian cancer and of rociletinib (EGFR 
inhibitor specific to mutated EGFR T790M) in 
non-small cell lung cancer were presented 
by Dr Andrea Varga and Prof. Jean-Charles 
Soria respectively. Moreover, the results 
of a trial evaluating a new immunotherapy 
targeting CD-26, atezolizumab (anti-
PD-L1) in lung cancer, the association of 
temsirolimus (mTOR inhibitor) and cetuximab 

(anti-EGFR), and the combination of two anti-
EGFR therapies (afatinib and cetuximab) in 
solid tumours, were presented as posters by 
Drs Angevin, Soria, Hollebecque and Gazzah 
respectively.

WIN SyMPOSIuM 
(WORldWIdE INNOvATIvE NETWORkINg IN 
PERSONAlIzEd CANCER MEdICINE – PARIS, 29-30 
juIN) 
This symposium brings together the most 
senior international experts, clinicians and 
researchers, developing new innovative 
approaches to the treatment of cancer. Under 
the impetus of experts such as Prof. Alexander 
Eggermont, Prof. John Mendelsohn, or 
Prof. Josep Tabernero, this Congress has 
a programme focussed on future precision 
medicine approaches and on combined 
innovative approaches. 

LE DITEP, PRESENCE AND VISIBILITY AT NUMEROUS 
INTERNATIONAL CONGRESSES

congress

Dr Aurélien MARABELLE Dr Sophie POSTEL-VINAY
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LE DITEP AND THE GYNAECOLOGY COMMITTEE

A CLOSE COLLABORATION BETWEEN DITEP AND THE 060 COMMITTEE HAS ENABLED PHASE 
I TRIALS DEDICATED TO GYNAECOLOGICAL TUMOURS TO BE UNDERTAKEN AND TO SWITCH 
OUR PATIENTS TO NEW COMPOUNDS VERY OFTEN BASED ON GENOMIC ABNORMALITIES .



PhASE I dEdICATEd TO gyNAECOlOgy
The combination of the HDAC inhibitor, Abexinos-
tat with pegylated doxorubicin has been eva-
luated in patients with relapsed ovarian cancer.
A second Phase I study testing a new an¬-
ti-progesterone undertaken through collabora-
tion between the 060 committee and DITEP led 
to a phase Phase II study in endometrial cancers 
over-expressing the activated progesterone re-
ceptor.
The encouraging results of the HPV-RX trial, 
undertaken by Prof. Eric Deutsch, evaluating 
the antiviral treatment, cidofovir combined with 
radiochemotherapy in locally advanced cervi-
cal cancers were presented at the EORTC¬N-
CI-AACR Symposium on Molecular Targets in 
Barcelona in November 2014.

PhASE I TRIAlS
WITh A gyNAECOlOgICAl COhORT
Dedicated cohorts have enabled us to evaluate 
the efficacy of new compounds in gynaecological 
tumours. Notably, the promising results of an an-
ti-PDL1 in the ovary were presented at ASCO by Dr 
Varga from DITEP, and a trial with a bi-specific an-
tibody targeting angiogenesis was also the subject 
of a poster.
Based on a strong biological rationale, trials inclu-
ding ovarian cancer cohorts are scheduled over the 
forthcoming months testing new approaches such 
as the combination of compounds targeting the 
immune system or DNA repair.

MOlECulAR PROfIlINg
More than 60 patients from the 060 committee  
benefited from molecular profiling in the MOS-
CATO trial and in half the cases, these analyses 
revealed a potentially targetable abnormality («a 
so-called actionable abnormality»).
Enrolment in the WINTHER trial will then be 
possible thanks to a protocol for the systematic 
collection of healthy epithelial cells from the fal-
lopian tubes during initial surgery.
 
The prospective OvBIOMark study of sequential 

molecular analyses, aimed at characterising 
chemoresistant clones, undertaken by Dr Lea-
ry in collaboration with Dr Gouy, a committee 
060 surgeon, will also enable the number of pa-
tients benefiting from molecular profiling to be 
increased.
The role of Dr Patricia Pautier within the national 
networks of rare ovarian tumours and uterine 
sarcomas enables a unique recruitment of these 
still poorly characterised tumours in DITEP 
trials. In particular, thanks to the preclinical re-
sults generated by the team led by Dr Alexandra 
Leary and the optimisation of a new biomarker 
using IHC by Dr Genestie, a patholo¬gist from 
the 060 committee, patients suffering from a 
rare ovarian tumour could be oriented towards 
an adapted phase I study with very encouraging 
preliminary efficacy findings.  

IN ThE PIPElINE...
Thanks to the industrial collaboration network 
of DITEP and to translational research projects 
undertaken in the U981 Inserm laboratory, two 
phase I studies dedicated to gynaecological tu-
mours should be carried out in 2016 : a ‘first-in-
human’ trial testing an antibody against AMHR2, 
and another evaluating an augmented bi-speci-
fic ADCC antibody. Finally, Dr Mi¬chels will carry 
out a phase I trial of a triple combination, che-
motherapy, an anti-angiogenic and immunothe-
rapy in ovarian cancer.
Moreover, two phase I trials combining radioche-
motherapy with either a new radiosensitizer or 
an immunotherapy in locally advanced cervical 
or metastatic cancers are being prepared. 

interactions
Dr Alexandra LEARY Dr Patricia PAUTIER



UNLIKE GENETICS WHICH STUDIES GENES, 
EPIGENETICS STUDIES THE MECHANISMS 
RESPONSIBLE FOR THE EXPRESSION OF 
GENES NOT INVOLVED IN CHANGES IN THE 
DNA SEQUENCE AND CAPABLE OF BEING 
TRANSMITTED DURING CELL DIVISION.  

Dès Since the first studies on the biology of 
tumour cells, it was assumed that extended 
«reprogramming» mechanisms were linked 
to transformation. More recently, it has been 
shown that epigenetic mechanisms may 
be directly responsible for the activation 
of oncogenes or the inhibition of tumour 
suppressor genes and therefore may be 
implicated in the regulation of numerous key 
events in oncogenesis such as cell division, 
differentiation or cell survival.

The first compounds to have an effect on 
global epigenetic mechanisms have already 
demonstrated their benefit in haematological 
illnesses (HDAC-i and demethylating agents) 
but have been more disappointing in oncology. 
More recently, mutations affecting genes 

coding for enzymes responsible for epigenetic 
tagging have been identified in tumour cells 
and have opened new avenues of research 
targeting these abnormalities.

Among these, BRD4 (BET) and EZH2 (PRC2) 
inhibitors open up new more specific 
approaches to modulate epigenetics. These 
targets have been identified more accurately 
thanks to a better understanding of the 
activation of oncogenes (like MYC and BRD4) 
or directly via the mutational abnormalities 
of epigenetic enzymes (EZH2) impacting 
directly (PRC2 complex) or indirectly major 
epigenetic complexes (SWI : INI1, Smarc4...). 
The preliminary results appear to be very 
promising.

BRD4 : «reader», the aim of its inhibition is 
to suppress the expression of certain target 
genes such as MYC.

EZH2 : mutated «eraser», (as in germinal 
centre-derived B cell lymphomas), is 
responsible for the suppression of key genes 
in normal B cell differentiation. Its inhibition 
in these lymphomas may reinitiate « normal » 
cell processes.

focus

EPIGENETICS: NEW MORE « TARGETED » COMPOUNDS

Dr Vincent RIBRAG



We report the case of Mrs D, a young patient 
aged 33, followed up for an intra-hepatic 
cholangiocarcinoma. This patient, diagnosed 
in April 2011, had received successively the 
following treatments before being treated at 
Gustave Roussy: Folfox, radio-embolization 
with Yttrium 90, gemcita¬bine + cisplatin, 
folfiri, sunitinib, paclitaxel and everolimus.

In DITEP, we proposed to establish a 
molecular portrait of her tumour in the 
context of the MOSCATO 01 trial (use of high 
throughput DNA sequencing as a decision 
tool for a targeted therapy). Molecular 
analysis revealed several abnormalities: a 
PTEN deletion, EIF4EBP1 amplification and 
especially a translocation involving FGFR2 
and CCAR1 (cell division cycle and apoptosis 
regulator 1). After discussion with the 
members of the MOSCATO committee, the 
patient was switched to a treatment inhibiting 
the FGFR pathway.

On inclusion in the trial, the patient was in a 
good overall physical condition with a WHO PS 
of 1 but showed signs of tumour progression 
with bulky ascites, lower limb oedema and 
liver pain. After verification of all the inclusion 
criteria, the patient was able to commence 
her treatment on December 9, 2014.

A few hours after treatment initiation, the 
patient realised that her liver pain had gone 
and her tiredness had improved. The ascites 
and the oedema regressed after a few days. 
Tumour re-evaluation after 12 weeks of 
treatment confirmed the tumour response 
which was evaluated at -32% according to 
RECIST 1.1. Liver lesions appeared hypodense 
and necrotic. The last tumour evaluation 
undertaken at the beginning of June 2015 
confirmed a maintained partial response that 

has now lasted over 6 months.

CLINICAL CASE

case report

Dr Antoine HOLLEBECQUE



COMPOUND PROTOCOL SPONSOR TARGET
ABBV-399 M14-237 Abbvie c-Met inhibitor

Adalimumab TAM-RT Gustave Roussy Tumor Necrosis Factor α (TNFa) 
inhibitor

AG120 AG120-C-002 Tumeurs solides Agios IDH1 inhibitor

AG120 AG120-C-001 Hemato Agios IDH1 inhibitor

AG221 AG221 - C - 001   Agios IDH2 inhibitor

AG221 AG221 - C – 003
Tumeurs solides  Agios IDH2 inhibitor

AMG 232 AMG232 FIH_CSET 2013-2094 Amgen MDM2 inhibitor

Aplidine + Velcade APL-A-012-013 Pharmamar VEGF-VEGFR inhibitor

ARGX-110  ARGX-110 -1201 ArGEN- X Defucosylised, humanized mono-
clonal IgG1 antibody

AZD6738 D5330C00004 Astra Zeneca ATR inhibitor

BAY 1125976 BAY AKT 16647 Bayer oral allosteric AKT1 inhibitor

BAY 1238097 BAY17437 Bayer BET inhibitor

BGJ 398 CBGJ398X2101 Novartis FGF-R 1, 2, 3 inhibitor

BIBW2992
Docetaxel+cisplatine

GORTEC 2013-01 
TAPIS Gortec Irreversible EGFR (HER1) and 

HER2 inhibitor

BYL719 CBYL719Z2102 Novartis PI3K inhibitor

Carfilzomib CFZ002 Onyx Proteasome

CC-122 CC-122-ST-001
CC-122-NHL-001 Celgene Pleiotropic Pathway Modifier 

(PPM)     

CC-122
CC-223
CC-292

CC122 DLBCL Celgene
Pleiotropic Pathway Modifier 

(PPM)  
mTOR &  BTK inhibitor

CCLR457 CCLR457X2101 Novartis PI3K inhibitor

Cetuximab
BIBW2992 1200.122 Boehringer 

Mab  EGFR extracellular domain 
inhibitor

Irreversible EGFR (HER1) and 
HER2 inhibitor

CO 1686 CO-1686-008 Clovis
irreversible TKI that selectively 

targets mutant formsof the 
EGFR

Crizotinib Acsé Unicancer RTK (ALK et MET)inhibitor

DEBIO 11-43 DEBIO 1143-201 Debiopharm protein apoptosis blockage

E7438 E7438-G000-101 Eisai histone methyl transferase 
EZH2 inhibitor

FASLODEX + EOS3810 CL1-80881-002 Servier TKI VEGFR (1, 2, 3) et FGFR(1, 2) 
+pure estrogen antagonist 

 Gefitinib 
Tremelimumab GEFTREM Gustave Roussy TKI EGFR inhibitor

CTLA4/B7

GDC-0032 GO00886 (PMT4979g) Genentech High selective PI3K inhibitor

GDC-0575 GP28153 Genentech Chk1 inhibitor

GDC-0994 GO28885 Genentech  ERK inhibitor

GSK1120212
(Trametinib)

MEK116833
FAK114746 TRAM GlaxoSmithKline

Highly selective inhibitor of  
MEK1/MEK2 activation and 

kinase activity

GSK2879552 200858 SCL LSD1 GSK High selective LSD1 inhibitor

GS-9901 GS-US-325-1348 Gilead PI3K inhibitor

INC280 +EGF816 CINC280X2105C Novartis EGF, T790M, C-MET 

Ipilimumab MEL-IPI-RX Gustave Roussy anti-CTLA4 monoclonal 
antibody

JNJ-42756493 42756493EDI1001 J&J panFGFR:  1, 2, 3, 4 Inhibitor

LEE011 + INC424 CPIM447X2104C Novartis JAK 1&2/CDK 4/6 inhibitor

LOP628 CLOP628X2101 Novartis C Kit

LTX 315 C12-315-03 Lytix Biopharma Immunostimulating Lytic peptid



trials portfolio  

LY3009120 I6X-MC-JBDA Lilly Pan RAF inhibitor

LY3039478 I6F-MC-JJCA Lilly
potently inhibits Notch cleavage 

and downstream Notch 
signaling

MAG-Tn3 + AS15 Matrivaccin Pasteur active immunization therapy

MEDI4736 MedImmune 4736-1108 MedImmune Immunoglobulin G1kappa anti 
PD-L1

MK-3475 
Everolimus Panacea IBCSG

Humanized mAb isotype IgG4/
kappa against PD-1 

mTOR inhibitor

MLN0128/MNL2480/ Alisertib C28002 Takeda Pan Raf/mTOR/Aurora A Kinase 
inhibitor

MPDL3280A PCD4989g Genentech

Humanized mAb isotype IgG4/
kappa against PD-1 (blockage of 
the  interaction between PD-L1 
et its receptors PD-1 et le B7-1)

MPDL328 
Erlotinib WP29158 Genentech

Humanized mAb isotype IgG4/
kappa against PD-1 

EGFR inhibitor

MPDL328 
RO7009789 BP29392 Genentech

Humanized mAb isotype IgG4/
kappa against PD-1 

CD40 agonist

MPDL328 
RO5509554 BP29428 Genentech

Humanized mAb isotype IgG4/
kappa against PD-1 

Humanized mAb IgG1 CSF1R 
inhibitor

Necitumumab+ abemaciclib I4X-MC-JFCU Lilly EGFR alpha-CDK4/6 inhibitor

ODM 203 KIDES Orion FGFR1-4 and VEGFR1-3 inhi-
bitor

ODM 204 DUALIDES Orion AR  alpha CYP17A1 inhibitor

OTX015 OTX015_108 MSD BET Inhibitor

Panitumumab
Dabrafenib
Trametinib

MEK116833 GlaxoSmithKline

human immunoglobulin G2 
(IgG2)  monoclonal antibody 

directed against human EGFR
MEK &ERK phosphorylation 

inhibition

PDR001 CPDR001X2101 Novartis PD1 alpha PDL 1&2

PMT4979g GO00886 Genentech PI3K inhibitor

PF-06463922 B7461001 CBNPC Pfizer ALK-ROS1

RO6895882 BP28920 Roche immunocytokine, l'in-
terleukine-2 variation

RO6927005 BP29387 Roche Anti-mesothelin MSLN

RXDX-101 RXDX-101-01 Ignyta Ros1 / ALK inhibitor

S55746 CL1-55746-001 Servier BCL2 inhibitor

S78454 CL1-78454-003
CL1-78454-004 Servier hydroxymate-based pan-HDAC 

inhibitor

SAR 125844 TED11449 Sanofi MET tyrosine kinase inhibitor

SAR408701 TED 13751 Sanofi CEA CAM5

TAS 120 TAS-120-101 Taiho Irreversible FGFR inhibitor

Urelumab
BMS-663513 CA186-011 BMS Humanized Mab IgG4 target 

CD137

Vemurafenib MO28072
VE_BASKET Roche

BRAF V600E, V600D, V600R, 
BRAF wild-type, CRAF, path 

RAF/MEK inhibitor


