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Incidence : 20 millions !

Top cancer per country, estimated number of new cases in 2020, both sexes, all ages

Incidence

*y

Breast (87)
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Mortalité 10 millions

Mortality
Top cancer per country, estimated number of deaths in 2020, both sexes, all ages

g

9.9 million
deaths

Lung (89)
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Cervix uteri (22)
Liver (16)
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Oesophagus (1)
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Quelques chiffres pour |la Suisse

* > 42000 nouveaux cas de cancer sont diagnostiqués chague année en
Suisse?

e > 10000 cas en Suisse Romande, > 2500 cas a GE

* Avec 17500 deces par an, le cancer est @

Hommes

* la 2® cause de mortalité pour toute la population
* La lere cause pour la population active (< 65 ans) @

10FS. Le cancer en Suisse. NICER, Rapport 2021



Baisse progressive de |la mortalité

Ensemble des cancers: évolution temporelle G3.6

Taux pour 100000 habitants, standard européen
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Mouveaux cas estimes sur la base des données des registres des tumeurs; sans les cancers non mélaniques de la peau

Sources: OMEC — Mouveaux cas; OFS — Décés ® OFS 2021

OFSP 2021



Espérance de vie prolongée

Survie relative a 5 ans, selon la localisation cancéreuse, de 2013 a 2017

G3.9
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10FS. Le cancer en Suisse. NICER, Rapport 2021




Taologite Multi-disciplinarité

Radio-
oncologue



1970 - 2000
Chimiothérapie : attaque les cellules en division




Mais les cellules normales se divisent aussi = effets secondaires




Lymphome de Hodgkin :

un des succes de la chimiothérapie
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Hodgkin lymphoma. Progress of the treatment of advanced stages since 1940.

WHO Lyon 2008



Compréhension de la maladie
=>» Nouvelles stratégies thérapeutiques

Thérapies ciblées
Oncologie de précision

Immunothérapies




Micro-environnement tumoral

Hodgkin’s lymphoma Pancreatic cancer
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Micro-environnement tumoral

A Receptor-specific
eptor-spe Q@

ligands
o o '—\ HER1, HER2,
\ HER3, or HER4
A

'HER2

..............

| e sessE

Voies de signhalisation intra-cellulaires

NEJ Med 2007;357: 39



Extérieur de la cellules : anticorps
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Intérieur : Tyrosine kinase inhibitors (TKI)



Trastuzumab (Herceptin®) : cancer du sein

39 agﬁ%
e )

<&
3!‘

G

Amplification

~20 %

Extracellular effects of trastuzumab

Trastuzumab Inhibition of cleavage of HER2 extracellular domain
(anti-HER2 anﬁbody) Interference with homodimer and heterodimer
formation between HER-family receptors
Antibody-dependent immune mechanisms

Breast-cancer cell

i ,,%\;1 — M&

Intracellular effects of trastuzumab

Induction of apoptosis
Decreased cell proliferation

HER2 down-regulation, dephosphorylation, or both
| Decreased VEGF production
Potentiation of chemotherapy
Modulation of downstream signal paths
Altered cross-talk with other signal paths




Trastuzumab for early-stage, HER2-positive breast cancer:
a meta-analysis of 13 864 women in seven randomised trials

Early Breast Cancer Trialists’ Collaborative group (EBCTCG)*

Lancet oncol 2021; 22 : 1139

ER-neqgative ER-positive
604 6837 women 7018 women
10-year gain 10:1% (95% Cl 7-7-12.5) 10-year gain 7-8% (95% Cl 5.5-10.0)
5o RR0-62(95%C10-56-0-69) RR 0-67 (95% Cl 0-60-0-74)
Log-rank 2p<0-0001 Log-rank 2p<0-0001
F 40« B Trastuzumab
r & Control
g 288% . e e—e 320%
g 30 " o2
£ - e - 199
18-9%
104 13-7%
0 T T | T
0 5 10 0 5 10
Time since trial entry (years) Time since trial entry (years)
Recurrence rate per year (% [events/woman-years]) Recurrence rate peryear (% [events/woman-years])
and log-rank analyses and log-rank analyses
Years 0-4 Years §-9 Years =10 Years 0-4 Years 5-9 Years =10
Trastuzumab 4-67 (802/17 179) 079 (104/13 115) 035 (13/3664) 3-19(595/18667) 157 (228/14529) 0-64(27/4194)
Control 7-38 (769/10 421) 100 (72/7230) 0-40 (7/1747) 477 (560/11749) 2.02 (169/8368) 1.20 (25/2088)
Rate ratio (95% CI) 0-60 (0-54-0-67) 078 (0-57-1.08) 0-94 (0-36-2-41) 0-63 (0-55-0-71) 0-81 (0-65-0-99) 057 (0-32-1.02)
from (O-E)/V -164-3/323-0 -9.2/37.8 -0-3/4:3 -113-0/242.9 -18.9/87-4 -6-4/11:2




Peut on faire mieux ?
= les « immuno-conjugués »

HER2

\\ T-DM1

»

I\ '
Emtansine ? \

release

b 2
‘( P YW 4\
A ** * mAb : Trastuzumab
Inhibition of
microtubule
e Stable binding with a linker:

polymerization

thioether

Internalization e Cytotoxic drug : emtansine

T-DML1 : traztuzumab-emtansine

Junttila et al. Br Cancer Res 2011

Adapted from LoRusso PM, et al. Clin Cancer Res 2011.
17



The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 NOVEMBER 8, 2012 VOL. 367 NO. 19

Trastuzumab Emtansine for HER2-Positive Advanced
Breast Cancer

Median No. No. of
100+ of Months Events
J Lapatinib—Capecitabine 25.1 182
T-DM1 30.9 149
80
— 64.7% (95% Cl, 59.3-70.2) Stratified hazard ratio, 0.68
X 1 : grer=p 55-0.85)
S g0 78.4% (95% Cl, 74.6-82.3) T.DML P<0.001 |
s : ; Eics a@ping boundary,
2 7 ' " P=0.0037 or hazard ratio, 0.73
R : 51.8% (95% Cl, 45.9-57.7)
5 4 i | Lapatinib—capecitabine
20
0 T T T T T i T T T T T i T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Months
No. at Risk
Lapatinib— 496 471 453 435 403 368 297 240 204 159 133 110 86 63 45 27 17 7 4
capecitabine
T-DM1 495 485 474 457 439 418 349 293 242 197 164 136 111 86 62 38 28 13 5

Figure 2. Second Interim Analysis of Overall Survival.

Shown are Kaplan—Meier estimates of overall survival in the intention-to-treat population, stratified according to
world region, number of prior chemotherapy regimens (0 or 1 vs. >1), and site of disease involvement (visceral vs.
nonvisceral). The second interim analysis was conducted on the basis of 331 deaths and met the predefined
O'Brien—Fleming stopping boundary. The data-cutoff date was July 31, 2012. Median follow-up was 18.6 months
(range, 0 to 41) in the lapatinib—capecitabine group and 19.1 months (range, 0 to 40) in the T-DM1 group.




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Trastuzumab Deruxtecan versus
Trastuzumab Emtansine for Breast Cancer

A Progression-free Survival 0 0
10— n = 524 HER2 metastatic cancer patients
%0 Previously treated with traztuzumab and taxanes
80 Median 12-Mo
a 70 Progression-free Progression-free
= 7] Survival Survival
% 0 Trastuzumab deruxtecan (N=261) (95% Cl) (95% CI)
% mo %
o 30 Trastuzumab NR (18.5-NE)  75.8 (69.8-80.7)
E‘ Deruxtecan
E 404 Trastuzumab 6.8 (5.6-8.2)  34.1 (27.7-40.5)
S 304 Emtansine
20+ Trastuzumab emtansine (N=263) Hazard ratio for disease progression
or death, 0.28 (95% CI, 0.22-0.37)
10 P<0.001
0 I I T T T T I T T I I T I I 1
0 2 4 6 8 10 14 16 18 20 22 24 26 28 30 32
Months
No. at Risk
Trastuzumab 261 250 240 214 200 168 150 112 79 53 36 25 10 5 2
deruxtecan
Trastuzumab 263 200 155 108 93 &5 37 29 21 12 3 1 1 1 1 0
emtansine

NEJMed Mars 22



Extérieur : anticorps

—_—
A Receptor-specific
ligands o Q _
o HER], HER2,
g HER3, or HER4

Intérieur : TKI



Tyrosine and serine/threonine kinase inhibitors (TKI)

), e. ‘ :
 protein tyrosine 3
e o




Metastatic melanoma in 2010

Probability of Overall Survival

median survival

o8 6 months

0.6 1

(.4 -

0.2- e W
0.0

Time From Randomization (Mo)




BRAF V600E : une premiere cible
Becepininaniee ‘ O Stem Cell Factor,

kinase
‘ Hepatocyte Growth Factor

Extracellular

Intracellular — W

— ' Survival

Mutated BRAF is present in
many cancers:
>50% melanomas

~10% colorectal

~8% all solid tumors

Adapted from JID 2010; 130: 28 and NEJMed 2005; 353: 2135




BRAF inhibition et résistance

Week15

JCO 2011, N Wagle



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Combined Vemurafenib and Cobimetinib
in BRAF-Mutated Melanoma

James Larkin, M.D., Ph.D., Paclo A. Ascierto, M.D., Brigitte Dréno, M.D., Ph.D.,

ﬁﬁmf’f’fﬁﬂﬁﬁmﬁCﬁﬁ“ﬁ“ﬁ“”f’ﬁff“ﬁmfffﬁﬂﬂ
MMM = AR

Melanoma cell

Yy
1 ™
90 %t

704 Vemurafenib + placebo (N=248) -
Bt e =

Vemurafenib + cobimetinib (N=247)

Patients Median
S S Who Died  Survival

BRAF V600E J
no. mo
s 40+ d ratio, 0. , 0.42-1. fenib
Vemurafenib ] n e e, R, .
Vemurafenib + 51 NR

M E? jz: placebo
_I_/

cobimetinib J 1 3 T 7 3 & 5 5 b

T

Overall Survival (%)

E R K Months
No. at Risk
Vemurafenib + 243 229 182 112 62 20 6
. cobimetinib
Cell survival Vemurafenib+ 245 227 166 101 53 21 2 1
placebo

&
proliferation

NEJ Med 2014



Traitements ciblés : I'ex du cancer du poumon

Targeted Cancer Therapy

sensitivity/resistance

Markers predictive of ¢.
adverse events



Cancer du poumon (adenocarcinoma) - TKIs

. «

Hopitaux

Universitaires

Genéve

Unknown

Oncogenic Driver

Detected
31%

v, ¥ =Y
Yy
3
8

|

¥ VY ¥ Y
:
-~

1-Phasel
2-Phasell

3 -Phase Ill
4 - Approved

MEK1

~ Selumetinib?
~ Cobimetinib !

ESMO, thoracic tumours Essential for clinicians



Traitement : de I'organe au genome

Motions | Melanoma | wng [[ereast | [NGRIGRNN (MM G RGN I

BRAF BRAF BRAF BRAF BRAF
HER2 HER2 HER2 HER2

ALK ALK ALK



Tumeur myofibroblastique inflammatoire

Translocation ALK

Jeune femme de 22 ans avec polyurie depuis 3 mois

Inhibiteur de translocation ALK — Crizotinib — 3 mois







Immunothérapie des cancers (1891-2020)
illusion=2 réve =» réalité

WB Coley FM Burnett JC Cerottini Tasuku Honjo /James Allison
Bacterial toxin The concept of T cells can Checkpoint molecules

To treat sarcoma immunosurvellance Kill tumor cells

Ann of surgery 1891 Prog Exp Tumor Res 1970 Immunology 1968 Nobel Price 2018

Nobel Price 1960 J Exp Med 1981



Lymphocytes T :
les « tueurs » du systeme immunitaire

Cancer cell Lethal holes

wellesley.edu

Cytotoxic T cell



T cells

killing invasion

Spontaneous regression Better prognosis

100+

80+

High density of CD45RO+

an
(=]
1 1

£
E 4
£ 404
=
3 4
20+ Low density of CD45RO+
4 P=<0.001
Q T T T T T T
0 50 100 150

Months

Pages F, N Engl J Med 2005; 353: 2654



Une patrouille de surveillance

Cellule normale

)

Cellule cancéreuse

@

lymphocyte




Yin et Yang du systeme immunitaire




Metastatic melanoma

Long term outcomes with checkpoint inhibitors

0S (%)

Survie

Phase Il Checkmate 067

Hivolumsh Flus

Ipdlimumat
in=314)

Hivolumab
In= F15)

pllimumat
[ri = 315H

TL1(38.2 10 NFR] 36.9 {28,210 58T 19.9{156 1o 24.5]

063 {052 to 0TSy -

Madlan {¥=% Cll, months
HA [95% CIj v |pimumiak 0.52 {043 to LB

1 P « D00 <000 -

0B RILET T D — —

HIA [95% CIj v nivolumab

en 2010

Mo, at riskc
N lumab plus ipdimuamab
Mhaalumab:

Imiimumak:

rrrrrrrrrrrrrttr 1t 1Tt T 1T T 1717171717 | N D
0 3 6 9 121618 271 24 77 30 33 36 30 42 46 4B 51 &4 &7 60 63 66 &0 72 Th T8 81 B4 BT

Time (months)

394 797 265 248 22T 272 270 201 T3 T3 AT WE1 VTR TTE WE3 WG4 BE3 TS5 VSR 157 155 154 153 150 147 45 138 B 10 O
396 392 266 145 231 24 207 W97 @1 TFS TFT 64 1ES 150 WS M W1 B I I ITH IR 1N IR 1B 14T 5 O 0

315 185 253 27T 203 787 763 748 135 1F8 113 W07 W0 95 B4 B BT B4 B1 T T TO B2 B4 B4 B Bl 3 T 0

JCO 2021, 40; 127



Cancer du poumon non petites cellules, métastatique

2" |ine 1st line PDL1 > 50 %

100+
90+
80+
100 Median Overall Survival 1-Yr Overall Survival No. of
90 mo (95% Cl) % of patients (95% Cl) Deaths 70— )
Nivolumab (N=135) 9.2 (7.3-13.3) 42 (34-50) 86 = Pembrolizumab
- 804 Docetaxel (N=137) 6.0 (5.1-7.3) 24 (17-31) 113 E.Q.
5 s 604
= 704 >
s s Chemotherapy
s 60 ) 3 504
X Hazard ratio for death, 0.59 (0.44-0.79) v
= P<0.001 =
E S 404
o Nivolumab 6
3 304 Hazard ratio for death, 0.60 (95% Cl, 0.41-0.89)
3 P=0.005
204
Docetaxel
21 24 104
Months
No. at Risk 0 T T T T T T 1
Nivolumab 135 113 86 69 52 31 15 7 0 0 3 6 9 12 15 18 21
Docetaxel 137 103 68 45 30 14 7 2 0
Month
No. at Risk
Pembrolizumab 154 136 121 82 39 11 2 0
Chemotherapy 151 123 106 64 34 7 1 0

Brahmer, NEJM 2015 Reck, NEJM 2016



En pratique en 2023

Approved:

Metastatic Melanoma 1st line)

Melanoma adjuvant [ Many compounds ]
NSCLC (alone or with CT)

Head and Neck sac Ml pec

Bladder Oesophag NSCLC Pembrolizumab
Kidney Nivolumab
Hodgkin (relapse) HCC Bladder Durvalumab
Colon MSI high PD-1/PD-L1 Atezolizumab
Gastric cancer e Blockade HNSCC Avelumab
Merkel Ipilimumab
Skin cancers TNBC Gastric Cemiplimab
HCC e,

TNBC | Ovarian mgs:‘ . Hodgkin

Mesothelioma cre  NHL

Breast TN

Limited activity

Sreact other Except Melanoma, Merkel & Hodgkin’ lymphoma

Pancreas, Prostate, Sarcome, < 25% responses to ICl
Glioblastoma




Toxicity grade

4 —Rash, pruritis
— Liver toxicity
— Diarrhoea, colitis
— Hypophysitis
T T T T T T T >
0 2 4 6 8 10 12 14

Toxicité :
Variable, non-prédictible et potentiellement sévere

Time (weeks)

Champiat, Annals of Oncology 2016



Chimeric
antigen receptor
2. Isolation, and

" £ “ reprogramming
’ 1. Collect - of T cells
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O CAR y
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CAR-T cell \

| 3. Multiplication

f | therapy
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attack cancer

cells \
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The Chimeric Antigen Receptor (CAR) — Synthetic Inmunoreceptor

Courtesy of David L. Porter

R
2y 2

Native

R 4f ) W

| | Anicoio
CAR construct

CD19




CHIMERIC ANTIGEN RECEPTOR (CAR)

MHC-independent
CD19 antigen engagement
and induction of signalling

\scFv

54 4-1 BB (CD137)

.' ‘ \CD3zeta

Proliferation,
cytokine production,
CTL function,
tumor lysis

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Chimeric Antigen Receptor T Cells
for Sustained Remissions in Leukemia

Shannon L. Maude, M.D., Ph.D., Noelle Frey, M.D., Pamela A. Shaw, Ph.D.,
Richard Aplenc, M.D., Ph.D., David M. Barrett, M.D., Ph.D.,
Nancy J. Bunin, M.D., Anne Chew, Ph.D., Vanessa E. Gonzalez, M.B.A,,
Zhaohui Zheng, M.S., Simon F. Lacey, Ph.D., Yolanda D. Mahnke, Ph.D.,
Jan . Melenhorst, Ph.D., Susan R. Rheingold, M.D., Angela Shen, M.D.,
David T. Teachey, M.D., Bruce L. Levine, Ph.D., Carl H. June, M.D.,
David L. Porter, M.D., and Stephan A. Grupp, M.D., Ph.D.

N =30
Refractory or relapsing ALL

CRin27/30!

Overall survival 6 months 78 %

N Engl J Med 2014,371:1507-17.



CAR T cells appprouves par Swissmedic en Suisse

INDICATIONS

RELAPSING/REFRACTORY ALL

RELAPSING / REFRACTORY DLBCL

RELAPSING MANTLE CELL LYMPHOMA

RELAPSING MULTIPLE MYELOMA

CIBLE

(CD19)

(CD19)

(CD19)

(BCMA)



=» CARs de nouvelles générations

Multiples fonctions biologiques
Introduites génétiquement

CXCR2 Trafficking
(Kershaw, Hum. Gen. Ther. 2002)

)
N T Cytokines Proliferation
¥ 5;)’ ® o (Lo, Mol. Immunol. 2008)
/] : Y ®

Q._‘ A B BCL-XL Survival
P|u5|eurs ‘ m (Eaton, Gen. Ther. 2002)

cibles -
\% Checkpoints Blocking inhibitory signals

(Prosser, Mol. Immunol. 2012)

and much more!

=» Espoir pour les tumeurs solides

Adapted from O Michielin and D Migliorini



24 hours post-CART 1 month post-CART 3 months post-CART

Before infusion After infusion

T1 post-
contrast

Disease progression —
patient elected for re-irradiation



Hopitaux
Universitaires

Traitements multivalents a la carte

CARX,Y, Z,




Défis et enjeux pour |la prochaine décennie

1. Complexité diagnostique et thérapeutique

2000

=>» Oncologie de précision

2023

1.2% NPM1+/CEBPA* 1.0% CEBPA+/FLT3ITD*

1.2% NPM1+/ CEBPA*/FLT3ITD*
0.2% NPM1+/CEBPA*/FLT3-TKD*

7.6% NPM1+/NRAS*

0.8% NPM1+/WT1-.
0.6% NPM1+/WT1*/NRAS*
15.1% NPM1+

0.8% NPM1+/FLT3-ITD/NRAS*
2.1% NPM1+/FLT3-ITD/ WT1+
0.4% NPM1+/FLT3-TKD+ WT1+

0.6% NPM1+/FLT3-TKD/NRAS*
0.2% NPM1+/FLT3-ITD/ WT1+/NRAS* /

0.2% NPM1+/FLT3-ITD/FLT3-TKD*+/NRAS*
0.4% NPM1+/FLT3-ITD/FLT3-TKD*

4.7% NPM1+/FLT3-TKD*
17.4% NPM1+/FLT3-ITD

0.4% NPM1+/MLL*/FLT3-ITD

0.2% NPM1+/MLL*/FLT3-TKD+

0.2% MLL*/FLT3-ITD/FLT3-TKD*

1.4% MLL*/FLT3ITD

NPM1, CEBPA, FLT3ITD, 0.6% MLLYFLT3-TKDYWT1
FLT3-TKD, MLL-PTD, RAS, WT1 0.6% MLL*/FLT3-TKD*

New: TET2, IDH1, ASXL1 0.8% MLL*/NRAS*
3.3% MLL+

0.4% CEBPA*/FLT3-ITD*/WT1*
0.2% CEBPA*/FLT3-ITD*/FLT3-TKD*/WT1*

4.2% CEBPA*
0.4% CEBPA*/WT1*/NRAS*

2.5% CEBPA*/WT1+
1.2% CEBPA‘/NRAS*

14.8% no mutation

2.7% FLT3-ITD+/WT1+
0.2% FLT3-ITD*/NRAS*

0.4% FLT3-ITD*FLT3-TKD*

6.1% FLT3-ITD*
0.4% FLT3-TKD*/WT1*

0.4% FLT3-TKD*/NRAS*
0.2% WT1*/NRAS*

1.2% WT1*

2.7% NRAS*

Déhner H, et al. Blood. 2009.



Oncologie de précision

Code-barres pour dg Code-barres pour traitement
4200006200 42000 062|!0
Efficacy ++++
Toxicity - -
COST -?



http://lygane.centerblog.net/rub-malade.html?ii=1

Défis et enjeux pour |la prochaine décennie

1. Complexité diagnostique et thérapeutique
=» Oncologie de précision

2. Codt, production, disponibilité
=>» Quel role pour les professionnels de santé?




Défis et enjeux pour la prochaine décennie

1. Complexité diagnostique et thérapeutique
=» Oncologie de précision

2. Codt, production, disponibilité

3. Meilleure prévention ?



Facteurs de risque connus

Non-modifiables:

* Age, sexe, prédispositions génétiques

Modifiables: 30-50% des cancers

 Métabolique: obésité
 Comportemental: tabac, alcool, réegime alimentaire, manque d’activité
physique, exposition solaire

* Environnemental: exposition a des substances exogenes nocives (amiante,
radon, pollution), infections par des agents carcinogenes (HBV, HCV, HP,
HPV)

Murray et al, Lancet 2022
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Espérance de vie prolongée

Survie relative a 5 ans, selon la localisation cancéreuse, de 2013 a 2017
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10FS. Le cancer en Suisse. NICER, Rapport 2021




Ameélioration de la durée de vie =» hausse de la prévalence

Ensemble des cancers: nombre de malades (prévalence) G3.11
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10FS. Le cancer en Suisse. NICER, Rapport 2021



Un chiffre

> 300.000 personnes vivent en Suisse
avec ou apres un cancer

Mais comment ?

10FS. Le cancer en Suisse. NICER, Rapport 2021



Vivre avec ou apres un cancer

Maladie et traitements entrainent des
conséguences:

* Physiques
* Psychiques
 Sociales / professionnelles



Perte d’estime de soi Comment accepter et s’adapter ?
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Vivre avec un cancer ou apres un cancer

Obstacles administratifs
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Notre société aujourd’hui

Un patient avec un cancer
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Etude VICAN-51
la vie 5 ans apres un diagnostic de cancer

4175 personnes avec un diagnostic de cancer
interrogées apres un suivi de 2 puis 5 ans

63,5 %

Souffrent de séquelles dues au cancer ou/et aux traitements
Image du corps, douleurs, fatigue, troubles moteurs, difficultés sexuelles

1INCA 2018



Etude VICAN-51
la vie 5 ans apres un diagnostic de cancer

Qualité de vie physique dégradée

488 % des hommes
52,6 % des femmes

1INCA 2018



Etude VICAN-51
la vie 5 ans apres un diagnostic de cancer

Fatigue Douleurs
(Chroniques 9/10)
48,7 % /3 %

Alterent activités quotidiennes, réinsertion professionnelle

1INCA 2018



Etude VICAN-51
la vie 5 ans apres un diagnostic de cancer

Dégradation qualité de vie mentale

32,5%

46 % troubles anxieux
16 % troubles dépressifs

1INCA 2018



Etude VICAN-51
la vie 5 ans apres un diagnostic de cancer

Baisse du revenu Perte d’emploi
(surtout entre année 3 et 5)

26.3 % 20 %

1INCA 2018



Besoin de soutien pour se reconstruire
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Instabilité génétique



Instabilité génétique : le syndrome du caméléon




