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Cancer urologiques et Anti-
PD1/L1: est-ce qu’on pouvait faire 

mieux?

Association -> Synergie (1+1=3) 
vs Somme (1+1=2) vs Séquence 

(2+0=1+1) 

Quelle immunothérapie? Les Anti-
PD1/L1





Cancer urologiques et Anti-PD1/L1



Blocking the PD-L1/PD-1 axis restores, or 
prevents loss of T cell activity
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Broad activity for anti-PD-L1/PD-1 in human cancer 



How to do it better?

• 1- To identify patients most likely to respond 
to αPD-L1/PD-1

• 2- To identify combinations that extend the 
depth and breadth of response to αPD-L1/PD-1

• 3- To investigate new targets to overcome 
immunosuppression, enhance T cell expansion



1) PD-L1 expression predicts clinical response: 
an imperfect but interesting biomarker



Challenges

• Pronostique vs prédictive?

• Homogénéité Inter-labs?

• Tumeurs ≠ -> Expression ≠

• Cut-offs?

• ICs vs TCs? 
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2 and 3) To identify combinations that extend the depth and 
breadth of response to αPD-L1/PD-1 -> How Can we 

interact with the Immune System? New targets?



Immune doublets: αPD-L1/PD-1 + agonist (a+b)  vs
αPD-L1/PD-1 + second negative regulator (a+a) 

b
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a+b
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Tailoring immunotherapies 



Combinations of immunotherapeutics with 
Chemo/targeted therapies 

• Agents must be safe in combination with anti PD1-L1 

• Targeted/chemo therapy should not interfere with immune 
response or immunotherapeutic mechanism of action
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UNE ÉTUDE DE BASKET PHASE I/II ÉVALUANT LA COMBINAISON DE 
LA VINORELBINE MÉTRONOMIQUE ORALE ET D’UNE ASSOCIATION 
D'IMMUNOTHÉRAPIE ANTI-PD-L1/ANTI-CTLA4 CHEZ DES PATIENTS 

ATTEINTS DE TUMEURS SOLIDES AVANCÉES.
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PHASE II : RECHERCHE D’ACTIVITÉ

Objectif Principal : Activité de la combinaison
Déterminer l’activité anti-tumorale de la combinaison en évaluant le taux de bénéfice Clinique (CBR)
dans 5 cohortes selon RECIST v1.1

CBR = CR + PR + SD (≥ 24 semaines)

Méthodologie : Multicohorte et Bayésien
De 10 à 30 patients inclus dans 5 cohortes,

Evaluation au 10 premiers patients/cohorte puis chaque 5 patients/cohorte (si poursuite)

30

Tumeurs 

solides 

avancées

Cancer Tête et Cou

Cancer de la Prostate

Cancer du col utérin

Cancers du Sein

Miscellaneous: Cancer avec une charge 
mutationnelle élevée* (high mutational load)

* Discuté  durant un précédent RCP pour  patients métastatique/Tumor Board local 



Combination therapy: Challenges

• Difficulty in assessing the success of a given 
combination when one agent is significantly 
more active than the other

• Immune modified RECIST may capture of 
benefit of atypical responses otherwise missed 
with RECIST 1.1

• ORR and PFS have underestimated the overall 
survival (OS) benefit in monotherapy studies 
with PD1/PDL-1 inhibitors: what about 
combination studies?

• Association vs sequence?



Conclusions


