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Types d'immunothérapie

Immunothérapie passive Immunothérapie active
non speécifique

molécules immunostimulantes

molecules inhibitrices de molecules
) \\ (/ o immunosupppressives

specifique

cellules tumorales

anticorps monoclonaux hea.t thCk proteins g .
antigénes tumoraux (protéines/peptides,
vecteurs viraux)
anticorps anti-idiotypiques

Immunotherapie adoptive

Isolement des cellules
autologues

- S - LT spécifiques
- clones lymphocytaires

- lymphocytes génétiquement modifiés

Injection au patient

Tougeron et al. Bulletin du Cancer 2013




Meécanismes d’action

Checkpoint 1 : CTLA4 Checkpoint 2 : PD1/PDL1

Lymph Node Lymph Node Tumor Microenvironment

Postow et al. Journal of Clinical Oncology 2015

Ipililumab (Yervoy®, BMS), Nivolumab (OPDIVO®, BMS)
Pembrolizumab (KEYTRUDA ®, MSD)



Données d’efficacite

Michot et al. European Journal of Cancer 2016
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Type of Response

Complete response — no. (%)

Partial response — no. (%)

Stable disease at week 12 —no. (%)
Progressive disease — no. (%)

Could not be evaluated — no. (%)
Objective response rate (95% Cl) — %
Disease control rate (95% Cl) — %
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Le et al. New England Journal of Medicine 2015
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Autres données d’efficacité

Nivo (3mg/kg) 10% SSP =5.3m;SG=17.1m
a >
Arzse = - Corm (=ee) | == Nivo + Ipil 26% SSP =NA: SG = NA
Phase Il b Ca”g:j;%' M soe Nivo (3mg/kg) 15% RO =24%; SSP = 3.9m
CHC avancé : TC=65% (RO=15%
c >2e 0
Phase | (n=51) =22¢ L Nivo (3mg/kg) 20% S=50%):SG=14.1 m
_ | N3 (4C) p. N3 17% SG=5m
Phase I avafliztr('r?ffﬁo) >3 L N1+ I3 (4C) p. N3 45% SG = 6.9m
- N3 + I1 (4C) p. N3 27% SG=4.8m

& Overman et al. OS 3501 ASCO 2016

b Morris et al. OS 3503 ASCO 2016

¢ El Khouery et al. PDS 4012 ASCO 2016
Janjigian et al. PDS 4010 ASCO 2016

o



Toxici

Pneumonitis

Hypohysitis
Uveitis and
Dry mouth% ’5/ orbital inflammation

Adrenal insufficiency

o >
1
/,%/ . Lyy
Rash and vitiligo Enterocolitis
Pancreatitis and
auto-immune diabetes
Arthralgia
O WER B2DES

Michot et al. European Journal of Cancer 2016

t

g

e



[S]

Toxici

Hypohysitis

__ Uveitisand
! "/ orbital inflammation

|I

p . /'1_

Dry mouth

Pneumonitis
Hypothyroidism

Hepatitis

Rash and v?tiligo

Pancreatitis and /
auto-immune diabetes/ ~

t

Michot et al. European Journal of Cancer 2016

&

e

Rash cutané, prurit :

» Frequent : 40% (monothérapie)
et 60 % (combinaison)

* Précoce : 2 a 4 semaines

* > Grade 3 < 10%

*Autres = Syndrome Stevens-
Johnson, Lyell ou vitiligo
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Rash cutané, prurit :

» Frequent : 40% (monothérapie)
et 60 % (combinaison)

* Précoce : 2 a 4 semaines

* > Grade 3 < 10%

*Autres = Syndrome Stevens-
Johnson, Lyell ou vitiligo

Diarrhée:

* Fréquent :15-20% (P et N) et 20-
30% (1) et 40 % (combinaison)

* 2> Grade 3 =2% (P, N); 6% (I) et
9% (combinaison)

* retardé: médiane =6 a 8
semaines apres le début du ttt

Hépatite (<5%); pneumopathie
(2%), dysthyroidie (5-10%)),
asthénie (20a 30% (gr. 1-2)




Conclusion

Nouvelle arme dans l'arsenal thérapeutique
= [nhibiteur check point immunitaire : PD1 et CTLA4

Signaux d’efficacité (CCRm MSI, CHC avance,
Oesogastrigue avance, Canal anal M+)

Ouverture prochaine du Protocole CA209-577 (BMS)

étude de phase Il multicentrique, randomisée, en double aveugle, évaluant le
nivolumab versus placebo en tant que traitement adjuvant chez des sujets ayant
eu une résection compléte d’'un cancer de I'cesophage (CO) ou de la jonction
cesogastrique (JOG) et ayant recu une radio-chimiothérapie (CRT)
préalablement a la résection chirurgicale, c’est a dire neo-adjuvante




) @ 0g &
Toxicite

For the detailed laboratory Anti-PD-1 therapy / Methyl- 1 Improvement
(acc. NCI CTC v.4) panel please refer to Table 4 prednisolone or equivalent @ In case of: —2 No change

> Worsening

Skin events

“1 =) Topical steroid P
°2 B Topical steroid P
“3-4 (®&Skin biopsy) Aor = 1.0-2.0 mg/kg/d 71®
Diarrhea/Colitis
“1 Stool test on pathogens aw —
°2 (® Colonoscopy) 2\ 0.5-1.0 mg/kg/d >
“3-4 Colonoscopy = 1.0-2.0 mg/kg/d > / 3 ! Infliximab Cave! 9
Pneumonitis
=1 Frequent controls [q2-3d] i -—
=2 Daily symptom cantr.; (& Bronchoscopy) 2\ 1.0-2.0 myg/kg/d e
°3.4 Bronchoscopy/biopsy = 2.0-4.0 mg/kg/d ~» [/ = : Immunosuppr. therapy ©

Endocrine events Please refer primarily to full-text section for adequate guidance with regard to complex features of AEOS!

Asymptomatic =1 Regular controls; (& Imaging) (3] —
Symptomatic ©2 Regular controls; (® Imaging; /N (®HRT)1.0-2.0 mg/kg/d =1 ep > Start/maintain HRT
°q3.4 @ Further diagnostics) 2\ (®HRT);i.v. steroids @ 7 @ Regular controls
Renal events
<1 Control for signs of renal dysfunction () e
“2 (®Renal biopsy); Creatinine [g2-3d] A 0.5-1.0 mg/kg/d el
3.4 (®Renal biopsy) = 1.0-2.0 mg/kg/d
Hepatic events
=1 Control for signs of hepatitis . —_
“2 Frequent controls [transaminases] N\ 0.5-1.0 mg/kg/d A »
“3-4 Very frequent contr. [q1-2d]; (®Biopsy) 1= 1.0-2.0 mg/kg/d > / = Immunosuppr. therapy ©
Infusion reactions "
“3-4 Vigilant controls/monitoring = 2.0-4.0 mg/kg/d or i.v. corticosteroids = antihistamines

Legend: @ continue therapy (Anti-PD-1); A delay therapy (Anti-PD-1); I stop therapy (Anti-PD-1);
(®): optional, Le. lconsidery

Eigentler et al. Cancer Treatment Reviews 2016



