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editorial

in 2016, the teams of ditep have continued to be very active and to 
fulfil their fundamental mission: to facilitate access for patients with 
every type of solid tumour or with malignant haematological conditions 
to early clinical trials with the most innovative therapeutics.

This has particularly been the case in the field of immunotherapy, which constitutes a major 
advance, revolutionising current therapeutic standards in a number of cancers. Thus, 443 patients 
(444 in 2015) have benefited from experimental treatments through more than 90 phase I/II trials.

In total, 946 patients have been treated within the DITEP, taking into account those who have 
benefitted from one of our “precision” medicine programmes which aim to use molecular profiling 
of the cancer to guide selection of the most appropriate targeted therapy.

In 2017, this objective will remain our priority and the department will have access to additional 
inpatient beds to ensure that we can fulfil it. 

The year ended with a major success for DITEP: it obtained the international ISO9001v2015 
certification. This ratifies our system of quality management with its procedures controlled, adhered 
to and assessed.

Finally, as a major French centre for early trials, we have carried the debate for national and 
European attractiveness and competitiveness in relation to advances in therapy.

« WE ARE INTERESTED IN YOUR OPINION ». 

we invite you to participate in an on-line survey
of the ditep newsletter.

to participate click here.



Professor Jean-Charles Soria
Head of Department

FIND
THE PROCEEDINGS OF THE DITEP 2016 ROUND TABLE

The DITEP 2016 round table brought together the principal heads of the supervisory (Ministry 
of Social Affairs and Health/DGOS/DGRI, French National Health Authority/HAS) and regulatory 
(French National Agency for Medicines and Health Products Safety/ANSM and Research Ethics 
Committees/CPP) authorities and of the National Cancer Institute (INCa) together with many 
French and foreign industrial and academic colleagues.

In this way we took on responsibility for developing basic guidelines to promote the most rapid 
access for the largest number of patients to the most effective therapeutic advances.

We acknowledge the trust and commitment of all our colleagues, from within and outside Gustave 
Roussy, of our industrial partners and of the directorate of our institution all of whom contribute to 
making clinical research an act of care for the patient.



DITEP AT THE AACR 2017 (AMERICAN ASSOCIATION FOR CANCER RESEARCH) 

(1-5 APRIL 2017, WASHINGTON)

congress

This year, DITEP presented the results of its 
precision medicine programme, “MATCH-R”, 
during a mini-symposium on “Novel 
Mechanisms of Drug Resistance” at the AACR 
meeting. Dr. Loic Verlingue presented the 
mechanisms of resistance to immunotherapy 
(anti PD-1/L1) which have been identified 

thanks to RNA sequencing (RNA-seq) of 
patient tumour biopsies. This testing found 
several mechanisms of resistance identified 
by other teams, thus confirming the validity of 
the use of RNA-seq for this purpose.

See the abstract of this presentation

TAT
#TAT2017 / @TATCONGRESS

The 15th international TAT (Targeted Anticancer 
Therapies) Congress was organised by 
Professors Jean-Charles Soria and Alexander 
Eggermont and took place from 6th to 8th 
March in Paris.

To quote Anthony Tolcher, TAT is “THE HOME 
OF PHASE I IN ONCOLOGY”. This year, the 
themes comprised novel immunotherapy (new 
agents and   new combinations), medicines 
targeting tumour cell metabolism, the cell 
cycle, and DNA repair; but also focussed on 
targeting of the androgen receptor pathway 
in prostate cancer and the use of molecular 
medicine in early trials.

More than 400 participants registered for 
the congress, mainly from Europe but also 
from North America and Asia. A number 
of doctors and research workers from 
Gustave Roussy contributed, in particular 
by oral communications on immunotherapy 
(Professor Alexander Eggermont and Dr 
Aurélien Marabelle), phase I trials (Dr Jean-
Marie Michot and Dr Vincent Ribrag) and early 
clinical trials in prostate cancer (Dr Christophe 
Massard).

Dr Christophe Massard 



focus

EARLY TRIALS IN RADIOTHERAPY



Several DITEP phase I studies have been 
conducted in this area, in particular 
studies evaluating combinations of Histone 
Deacetylase (HDAC) inhibitors, mTOR in lung 
cancers and the use of anti-viral agents in 
cancer of the uterine cervix. A study with a 
cell cycle inhibitor is also ongoing in head and 
neck cancers.

Combining radiotherapy with immunotherapy 
represents a novel prospect, offering the 
possibility of reinforcing the local effects 
of the former by the systemic effects of the 
latter. The resulting synergy might induce 
a tumour response at a distance from the 
irradiated area, known as an abscopal effect. 

We have launched three studies to assess the 
mutually supportive effects of immunotherapy 

and radiotherapy in metastatic disease, in 
order, in particular, to identify an abscopal 
effect and to analyse the effects of treatment 
on the response using a sequential tumour 
biopsy and functional imaging protocol.

In this context, we are combining precision 
radiotherapy administered by CyberKnife® 
and immunotherapy in lung cancers, colon 
and kidney and in metastatic squamous cell 
cancers.

Other studies of this type are due to 
commence in 2017, notably in the treatment 
of rectal tumours. This will offer a unique 
opportunity to better understand the 
potential of these interactions and act as 
a foundation for later phase II/III clinical 
studies.

interactions

Professor Eric Deutsch

combining radiotherapy with new drugs is a way to improve clinical outcomes, in particular to 
increase the differential effect between tumour response and the response of healthy tissue 
to irradiation



focus

 THE IMMUNOTOX MDT MEETING

In several cancers, immunotherapy is 
now one of the weapons in the oncology 
armamentarium. It comprises more than half 
of the agents currently being tested by DITEP. 
By reactivating the immune system against 
cancer cells, these immunotherapies may 
sometimes provoke auto-immune reactions. 
These reactions are new and necessitate 
specific management. In addition, some 
rare toxic effects are potentially severe and 
require early detection.

For more than a year, Gustave Roussy has 
implemented a protocol designed to manage 
the adverse effects of immunotherapies. This 

has 4 components: a network of consultants, 
institutional management guidelines, a 
specific adverse effect monitoring registry 
and dedicated multidisciplinary team (MDT) 
meetings.   

This “ImmunoTox” MDT meets twice per 
month. It depends on a network of consultant 
specialists who are experts in drug and auto-
immune toxic effects and on the Gustave 
Roussy “pharmacovigilance” team. Thanks 
to a web-conferencing facility, these MDT 
meetings are also open to doctors outside 
Gustave Roussy who would like to discuss a 
case.

Dr Aurélien Marabelle Dr Stéphane Champiat 

www.gustaveroussy.fr

iTOX 2017
mardi 9 mai 2017, 9h-17h
 Espace Maurice Tubiana Gustave Roussy

ÉCOLE
DES SCIENCES
DU CANCER

ORGANISATEURS :  
Aurélien Marabelle, 

Olivier Lambotte, 
Stéphane Champiat

Salim Laghouati

PUBLIC :  
Oncologues, Spécialistes d’organe, 

Internistes,  Chercheurs, 
Pharmacovigilants 

impliqués dans les toxicités 
des immunothérapies anti-cancéreuses.

1er Symposium dédié aux toxicités 
des immunothérapies anticancéreuses

Envoyez vos abstracts pour présentation orale ou poster à 
helene.de-gramont@gustaveroussy.fr

formation.gustaveroussy.fr/shop/symposium-itox

Favoriser les collaborations des équipes impliquées 
dans l'exploration et la prise en charge 

des effets indésirables des immunothérapies
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iTOX symposium – 9 May 2017 

First Symposium on Auto-im-
mune Immunotherapy-induced 
Toxic Effects. The goal is to en-
courage collaboration between 
teams engaged in investiga-
tion and treatment of adverse 
effects of immunotherapy.
Programme and registration: 
http://formation.gustaveroussy.
fr/shop/symposium-itox 

For further information:

@itoxreport : allows you to follow the latest scientific publications on adverse effects of 
immunotherapy

The list of ImmunoTox consultants and institutional guidelines for treatment of toxicity 
secondary to immunotherapy are available in the “Immunotherapy” section of the free 

Gustave Roussy mobile phone app (Android and iPhone App Store).

The REISAMIC pharmacovigilance registry: Registry of Severe Adverse Effects of Immuno-
modulating Monoclonal Antibodies in Oncology  www.reisamic.fr 



case report

Bladder cancer is the ninth commonest cancer 
in the world and kills more than 165,000 patients 
per year.

The role of immunotherapy in this condition 
had already been established in 1976 for non-
advanced forms treated locally with BCG, which 
is a bacterial product. However, in metastatic 
disease only platinum derivatives were used in 
standard treatment and they increased overall 
survival by a few months. After relapse on platin 
therapy, patients survived for only a few months 
until the advent of immune checkpoint blockers, 
especially anti-PDL1.

Mr. P was aged 66 and was diagnosed to have 
bladder cancer with metastases in 2015. He 
was treated with carboplatin and Gemzar® 
[gemcitabine] with disease regression to the 
point of a partial response. Some months later 
retroperitoneal lesions reappeared. In May 

2016 he entered a phase I trial with anti-PDL1 
antibody. At the first CT assessment in July there 
was already a clear reduction (46%) in the lesions 
which then continued during the next months 
(see CT images).
In September 2016 he was seen with generalised 
eczema which reminded him of his childhood 
eczema.
After discussion with the dermatologists, we 
prescribed topical corticosteroids and a 6 week 
pause in therapy. The eczema improved and we 
were able to resume immunotherapy. However, in 
December he complained of muscle pain which 
after several weeks was preventing him from 
leaving his house. With the help of Professor 
Lambotte and the Immunotox MDT, a diagnosis 
of rheumatoid arthritis was made and he was 
treated with corticosteroids. Again his condition 
improved. It was decided to withdraw him from 
the trial and to revisit the possibility of anti-PDL1 
therapy if tumour progression recurred.  

Dr Sandrine Aspeslagh 

BLADDER CANCER



DITEP OBTAINS ISO-9001V2015 CERTIFICATION

OUR RECENT PUBLICATIONS  

news

In November 2016, the Drug Development Department (DITEP) obtained the ISO 9001-2015 certification 
by AFNOR Certification for its activities of access to therapeutic innovations, management of early 
clinical trials and its scientific influence.
Obtaining this internationally recognised certification is the result of the collective commitment and 
active participation of the entire DITEP team.
The quality management system in place has the objective of ensuring high quality in the conduct 
of clinical trials at DITEP for our patients and our partners, and also the intention to work towards 
continuous improvement.
With this in mind, “studyClaim”, a tool for managing and following up complaints, will soon be in place 
for our industrial partners. 

> TARGETED THERAPY
• First-in-human trial with YS110 (anti CD26 mAb) in cancers expressing CD26. Angevin E, et al. Br J 
Cancer. 2017 [Epub ahead of print] See abstract
• GSK2256098 (inhibitor of focal adhesion kinase) in advanced solid tumours: Soria JC, et al. Ann Oncol. 
2016;27(12).2268-2274. See abstract
• First-in-human trial with ribociclib (CDK 4/6 inhibitor) in advanced solid tumours and lymphomas: 
Infante JR, et al. Clin Cancer Res. 2016;22(23).5696-5705. See abstract
•BGJ398 (FGFR inhibitor) for treatment of advanced solid tumours harboring FGFR genetic alterations: 
Nogova L, et al. J Clin Oncol. 2017;35(2):157-165. See abstract

> COMBINATION THERAPY
•Combined plitidepsin / sorafenib in refractory solid tumours and lymphomas: Aspeslagh S, et al. Anti-
cancer Drugs. 2017;28(3):341-349. See abstract
•Combination of targeted therapies with dacomitinib and figitumumab in advanced solid tumours: Calvo 
E, et al. Clin Cancer Res [Epub ahead of print]. See abstract
•GDC-0425 (checkpoint kinase 1 inhibitor) combined with gemcitabine in refractory solid tumours: In-
fante JR, et al. Clin Cancer Res [Epub ahead of print]. See abstract
•Cabazitaxel plus abiraterone in patients with metastatic castration-resistant prostate cancer (mCRPC) 
progressing after docetaxel and abiraterone: Massard et al. Ann Oncol [Epub ahead of print]. See abstract

> RADIOTHERAPY
• Immunoradiotherapy with durvalumab (anti PD-L1): Levy A, et al. Eur J Cancer. 2016;68:156-162. See abstract
•Radiotherapy combined with abexinostat in advanced solid tumours: Deutsch E, et al. Oncotarget [Epub 
ahead of print]. See abstract

> PRECISION MEDICINE
• MOSCATO (MOlecular Screening for Cancer Treatment Optimization) Study: Massard C, et al. Cancer 
Discov. 2017 [Epub ahead of print]. See abstract



DRUG TRIAL SPONSOR TARGET

ABBV-399 M14-237 Abbvie Anti-MET mAb-drug (MMAE) 
conjugate  

ABBV-085 M15-394 Abbvie Anti-LRRC15 mAb-drug (MMAE) 
conjugate

AG120 AG120-C-001 Hemato Agios IDH1 inhibitor

AG-881 AG-881-C-001 Agios IDH1 / IDH2 inhibitor

AZD5363 D3610C00001 Medimmune AKT inhibitor

AZD6738 D5330C00004 AstraZeneca ATR inhibitor

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

ARGX-110  ARGX-110 -1201 Argen-X Defucosylised anti-CD70 mAb

Avelumab B9991004 Pfizer Anti PD-L1 mAb

BMS-986016 + Nivolumab CA224-020 BMS Anti-LAG3 mAb + Anti-PD1 mAb 

BMS-986156 +/- Nivolumab CA009-002 BMS Anti-GITR mAb +/- Anti-PD1 mAb 

BMS-936558 D4190C00010 BMS Anti-PD1 mAb + Anti- CTLA-4

BMS-986179 + Nivolumumab CA013-004 BMS Anti-CD73 mAb + Anti-PD1 mAb 

BLU-285 BLU-285-1101 Blueprint KIT inhibitor

BLU554 BLU-554-1101 Blueprint FGFR4 inhibitor

BMS-986158 CA011-001 BMS BET inhibitor

CC90011 CC-90011-ST-001 Celgene LSD1 inhibitor 

CC-122 CC122 DLBCL Celgene Pleiotropic Pathway Modifier (PPM)  
mTOR &  BTK inhibitor

CC-122 / CC-223 / CC-292 CC122 DLBCL Celgene Pleiotropic Pathway Modifier (PPM)  
mTOR &  BTK inhibitor

CC-122 + Nivolumab CC122HCC002 Celgene Pleiotropic Pathway Modifier (PPM)  + 
Anti-PD1 mAb 

Crizotinib Acsé Unicancer RTK (ALK et MET) inhibitor

E7046 E7046-G000-101 Esai Prostaglandin E2 receptor 4 (EP4) 
antagonist

EPZ6438 + R-CHOP Epi-RCHOP Lysarc Histone méthyl transférase (EZH2) 
inibitor

Galunisertib + Durvalumab GO29779 Genentech IDO inhibitor + Anti-PDL1 mAb 

GDC-0032 GO00886 (PMT4979g) Genentech PI3K inhibitor 

GDC-0919 + Atézolimumab CINC280X2105C Novartis MET + EGFR T790M inhibitors

GM102 C101 Gammamabs Anti AMHR2 mAb 

GSK2816126 117208 GSK Histone méthyl transférase (EZH2) 
inibitor

GSK2879552 200858 SCL LSD1 GSK LSD1 inhibitor

GSK3174998 201212 GSK Anti-OX40 mAb

GSK3326595 GSK204653 GSK PRMT5 inhibitor

GSK3359609 INDUCE1 GSK Anti-ICOS mAb

INC280 + EGF816 CINC280X2105C Novartis MET + EGFR, T790M inhibitors

Ipilimumab + Nivolumab NIVIPIT IGR Anti CTLA-4 mAb + Anti-PD1 mAb 

IPH2201 IPH2201-203 Innate Pharma Anti-NKG2A mAb

LEE011 + INC424+ PIM447 I7W-MC-JQBA Lilly Anti-Ang2 mAb + Anti-VEGFR2 mAb

LTX 315 C12-315-03 Lytix Biopharma Immunostimulating lytic peptide

LY3039478 I6F-MC-JJCA Lilly NOTCH inhibitor

LY3127804 + Ramucirumab MK-3475-013 MSD IgG4 anti PD-1 mAb

LY2606368 I4D-MC-JTJI Lilly CHK1 inhibitor

LY3039478 I6F-MC-JJCD Lilly NOTCH inhibitor

LY3200882 I8X-MC-JECA Lilly TGF-βRI kinase inhibitor

LY3300054 I8X-MY-JYCA Lilly Anti-PDL1 mAb

MCLA-117 MCLA-117 Merus Anti-CD3/Anti-CLEC12A bipsecific 
mAb

TRIALS PORTFOLIO



MCLA-128 MCLA-128 Merus Anti-HER2/Anti-HER3 bispecific 
mAb

MEDI-0562 + MEDI-4736 (Durva) or
Tremelimumab D6060C00002 Medimmune Anti-OX40 mAb + Anti-PDL1 mAb  

or Anti-CTLA-4 mAb

MEDI-4736 (Durva) + Olaparib Mediola Medimmune Anti PDL1 mAb + PARP inhibitor

MEDI-4736 (Durva) +/-  Tremelimumab 
or AZD-9150 D4190C0023 Medimmune

Anti PDL1 mAb +/-
Anti CTLA-4 or STAT3 antisense 

oligonucleotide

MEDI-9197 D6410C00001 Medimmune Toll-Like Receptor (TLR) 7/8 agonist

MK-3475
(Pembrolizumab) MK-3475-013 MSD Anti PD-1 mAb

MK-3475
(Pembrolizumab) MK-3475-365 MSD Anti PD-1 mAb

MLN-0128 + MNL-2480 + 
Alisertib C28002 Takeda Pan-Raf/mTOR/Aurora A Kinase 

inhibitors

MOXR-0916 +
MPDL-3280A (Atezolizumab) GO 29674 Genentech Anti-OX40 mAb + Anti-PDL1 mAb 

MPDL3280A (Atezolizumab)+ Ste-
reotactic RxT SABR-PDL1 IGR Anti-PDL1 mAb + RxT

MPDL3280A (Atezolizumab)+   
Erlotinib WP29158 Roche Anti-PDL1 mAb + EGFR inhibitor

 RO5509554 +  MPDL-3280A  
(Atezolizumab) BP29428 Roche Anti-CSF1R mAb + Anti-PDL1 mAb 

NBTXR3 NBTXR3-103 Nanobiotix Nanoparticles + radiotherapy

Necitumumab or Ramucirumab + 
Osimertinib I4T-MC-JVDL Lilly Anti-EGFR mAb or Anti-VEGF mAb + 

EGFR inhibitor

Nintedanib + Pembrolizumab PEMBIB IGR Anti-PD1 mAb 

Nivolumab CA 209-358 BMS IgG4 anti-PD1 mAb

Olaparib + Endoxan+ Metformin ENDOLA HCL PARP inhibitor + cyclophosphamide 
+ metformin

PCA062 CPCA062X2101  Novartis Anti-Pcadherin mAb

PDR001 CPDR001X2101 Novartis Anti-PD1 mAb

PF04518600 +/- PF05082566 B0601002 Pfizer Anti-OX40 mAb +/- Anti-CD137 mAb

RO6958688 + MPDL3280A (Atezo-
lizumab) WP29945 Roche Anti-CD3/Anti-CEA  bispecific mAb + 

Anti-PDL1 mAb

RO7009789 + MPDL3280A (Atezo-
lizumab) BP29392 Roche Anti-CD40 mAb + Anti-PDL1 mAb

RO7009789 + Emactuzumab BP29427 Roche Anti-CD40 mAb + Anti-CSF1R mAb

S55746 CL1-55746-001 Servier BCL2 inhibitor

SAR408701 TED 13751 Sanofi Anti-CEA-CAM5 mAb-drug (DM4) 
conjugate

SAR428926 TED 14147 Sanofi Anti-LAMP1 mAb-drug (DM4) 
conjugate

S 95005 (TAS-102) + Oxaliplatine CL1-95005-001 Servier Cytotoxin trifluridine + Oxaliplatine 

TAS-120 TAS-120-101 Taiho FGFR inhibitor

Urelumab + Nivolumab CA186-107 BMS Anti-CD137 mAb + Anti-PD1 mAb 

mAb : recombinant humanized monoclonal antibody


