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12h00-13h00 Symposium DECIPHERA - Actualités dans les GIST

12h20-12h40  Quoi de neuf dans le traitement des GIST ?
Pr Romain Coriat
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 Oseus

* Le Cancer.fr
« Cancerodigest

R. Coriat

CCCCCC

—-l‘) BROCA
HOTEL-DIEU



= GIST: Tumeur de la cellule de CAJAL

1

I

o |

il

Cellule de Cajal 1906

« Cellules motrices pacemaker de l'intestin

GIST

Tumeur Stromale : Mutations activatrices de KIT
Hirota et al, Science 1998

Imatinib mesylate

 Inhibiteur de tyrosine kinases (inhibiteur de KIT) et mEﬁIESWﬁ%IR‘WsO#

de BCR-ABL
e Métabolisme : CYP3A4, CYP1A2 CANCER.

* 1/2vie : 18 heures THESE ARE THE BULLETS.
« Posologie 400 mg/jour a distance des repas bt

diseased cells. Is this the breakthrough g
we've been waiting for?

Druker et al, Nature Med 1996
R. COI’Iat a‘”i) E{i)iEﬁD\EU
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Survie globale
100- 100+
90
50 307 400 g twice daily
704 804 === 400 mg once daily

= g
= =
T 60— g 70-
£ === |matinit 400 mq twice daily E_:: 5
2 207 = Imatinib 400 mg once daily @ 0
T 40 —— Doxorubicin 2 507
& 307 S 40
. 2
20 2 30-
-1 =
1;: g 20-
0 3 6 9 12 15 18 21 24 27 30 10-  Logrank p-0-026
. Months of study i
MNurmber at risk | | | T T T T T T |
matinib400mg 473 423 3% 315 192 49 0 3 6 9 12 15 18 1 1 7 3
once daity Number at risk Months of study
Imatinih400mg 473 427 399 323 201 51 .
twicédlai; : 4o0mgonce daiy 473 404 306 338 307 270 228 184 127 71 12§
Doxorubicin 86 57 31 19 14 8 400mgtwicedaily 473 414 388 365 343 300 260 218 147 %6 39

L’Imatinib ne guérit pas les GIST

.... Les patients finissent par progresser
Verweij, Lancet 2006

R. Coriat ’J‘ E«?}ggﬁmsu



= Attention avec les ITK — Pseudo

T

IS ' nrogression

Effets des ITK sur angiogénese

{Untreated| AG-013736, 7 d Withdrawl, 2 d Withdrawl, 7 d

Réversibilité de 'action des anti
angiogéniqgues

Nécrose tumorale
Diminution de la vascularisation
Persistance de pericytes

Mancuso et al, J of Clinical Invest, 2006

Patel et al, Cancer Treat Rev, 2012




Imatinib dans les GIST avancées :

rogression

i 2 types de prog

1.Progression précoce:

* juste apres l'initiation

* Résistance primaire ou
Intrinseque

2. Progression tardive:
* >3mMoIS
 Résistance secondaire

(acquise ou augmentee) sous la

pression de I'imatinib

Verweij, Lancet 2006

Progression-free survival (%)

e 4000 ) B ity
=400 m{ once daily

Logrank p=0-026

3

6

| | | | | | | |
9 12 15 18 21 24 27 30
Mionths of study

R. Coriat ’-"‘, z%?'ECDIEU




“=Imatinib dans les GIST avancees:
IS Progression précoce

Intérét du 18-FDG PET Scanner

019 24 48h

—
|7 |
< 24 heures e o . s g e w
Kit active 20 ans apres, patient sous 1matinib
rapidement inactive
|

sgesy

Avant traitement . .
apres la lere dose

protéine Kit non affectée

\
. . . "
Tumeur active Tumeur mactive N -

Diapo : Dr Le Cesne (IGR)

COCHIN

R. Coriat I ot bk



Imatinib dans les GIST avanceées

Il e Progressmn Erécoce

Principalement liée au statut mutationnel:Large differences at steady state

Exon-9 mut/wt tumors fare worse _ _
351 CML patients treated with 400 mg

compared to exon-11 mut tumors .
imatinib, day 29

Quartiles 2 and 3
= B47-1170 ng/mL
B 100 - - Progression free survival N =178
' ]
90 - 2
N Quartile 1 I Quartile 4
80 - < B47 ngimL | = 1170 ngfmL
1) = =
0] ¥ M =87 | N =86
60 | 3 2 |
50 | £
by 2 | > 2000 ng/mL
40 J == - o = =19, included in Q4)
= i B R
30 4 ! - i
— E
20 4 ey =z
10 4 =
0 ; ; ; 1 (years)
0 1 2 3 4 I I
O N Number of patients at risk: o [ | .-.
37 52 27 14 2 — Wild | T
47 58 29 12 0 — Kit-ex9 o 500 "JW "5'39
135 248 207 120 33— Kitex11 Imatinib Trough Level in ngimL {Day 29)

Debiec-Rychter, Larson, Blood 2008

EJC 2006

COCHIN

R. Coriat "" Eié?’ECDIEU



Imatinib: Progression précoce

-

robability

Survival p

GIST avancés - Survie globale

1.0 S + 1mpact des nouveaux mediaments (pas tous commercialises!):
0.9 : Avapritinib, Ripretinib, Cabozantinib, pazopanib, nilotinib, larotrectinib,
08 sorafenib, dasatinib... Imatinib, 1-2 années supplémentaires!!
0.7 _
06 Etude BFR14:
oli  Mediane OS : 75.9 m (6.4 yrs)
o Etude B2222 triaff S W11
Médiane SG: 58 n] K-
0.3
0.2 . .
0 Historique L
| Médiane SG 12 m
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120

Months

Blanke et al, JCO 2008
Le Cesne et al, Lancet Oncol 2010
Patrikou et al, EJC 2015

COCHIN

R. Coriat “To) Savcroicu



- Mieux comprendre les GISTs

Classification moléculaire des GIST (NGS)

F N

B KIT ex 11 (63%)
BKIT ex 9 (6%)

SyndromeCarney-Stratakis
GIST pediatriques
Triade de Carney

Mutations germinales \_" KIT ex 13 (1 %) J
W PDGFRA ex 18 D842V (8%)
- /" BPDGFRA ex 12 (1%) )

BPDGFRA ex 14 (1%)

mPDGFRA ex 18 other (0.6%)

\__PDGFRA ex 12 & 14 (0.5%) /

(M SDH Deficient (9%) )
NF1 related (6%)

HBRAF (0.6%)

B BRAF & NF1 (0.5%)

\ BQuintuple WT (3%) )

PDGFR+

Tutatt PR a3 IPTV

Lostes-Bardajict al Mutations sensible a ’'IM | |r!|nn

TherAdvMed Oncol 2021, Vol. 13: 1-12 Mutations résistantes a I’'IM P e -
B s



. Stratégie dans les GIST

—
—

GIST Non Métastatique GIST Méetastatique

L1 : Imatinib mesylate
Dose : 400 mg par jour ; 800 mg si Ex9
Si D842V : Avapritinib

Biopsie obligatoire s1 > 2 cm
Reésection s1 > de 2 cm
Surveillance s1 < 2 cm

Surveillance cas particulier

IIESS = 8 =

Si chirurgie en fonction de I’analyse  Si chirurgie complexe Imatinib 6-12
Discuter traitement adjuvant (3 ans)  mois puis Chirurgie et Imatinib adjuvant
Sauf : Mutation D842V de PDGFR, NF1 (3 ans au total)

et SDHTNCD - chapitre 12 : Tumeurs stromales gastro-intestinales (GIST) — 24/07/2022% C0riat



Parametres
de la tumeur

de la localisation des GIST

Caractérisation du risque de métastases en fonction

(% de patients avec progression fumorale durant le suivi)

tisk of recurrence of gastrointestinal stromal tumour after

urgery: an analysis of pooled population-based cohorts

Wb oo Ab Veltan featky aow Nwbuda Sona | Steapeny Pty Beabex [odan Mand Bengt Nebvsont. Chanadia (i)

Index Jejunum
Taille m“ﬂtll]l.lE Estomac et lleum Duodénum Rectum
alcun dUCLn aucun ducun
<2cm | =5/50CFG (%) (0%) (00%) (0%)
trés bas bas bas bas
*Zs3m s Sy SOCEN ST (4,30) (8,3%) (8,5%)
>5< 10 cm | = 5/50CFG Gt’g,iﬂ Tgfuff
modéré éleve eleve™ elevé™
cleve
s2am | >5/50CFG | gy (50%)" (54%)"
modéré éleyé élevé élevé
= 25 o B S SR R T (73%) (500%) (52%)
>5<10cm | > 5/50CFG {‘35'51;:) {EE'E;,SJ
eleve eleve eleve™ aleve ™
= T e e I (901 (860%) (71%)

Miettinen M, Lasota J. GIST: Pathology and prognosis at different sites.
Seminars in diagnosis pathology 2006,23,70-83

Lancet Oncol 2012;13:265
Joensuu H, et al. Lancet Oncol 2012

COCHIN

R. Coriat ’.‘J‘) E«?j?iﬁmsu



Evolution de la prise en charge

it heraEeutlgue dans les GIST avancées

Metastatic GIST PDGFRA D842V-mutant GIST KIT-mutant GIST
mPFS 5.6 mo mPFS 29.5 mo o
ORR 6.8% ORR 87.5% y Seonany
mutation mutation

IMATINIB ~ SUNITINIB  REGORAFENIB  RIPRETINIB

EXON 13 V654A * * * * ATP-binding

| pocket

EXON 4 U G G ¢

EXONS ‘
povy D816
A

2012

Regorafenib itini
2020

2020

L SR R O ¢
D816V * * * * Actvaton
Metastatic GIST Metastatic GIST Metastatic GIST B e LI O SO S Sl
MPFS 20.4 mo MPFS 4.8 mo mPFS 6.3 mo o o% % % X
ORR 51% ORR 4.5% ORR 9.4%
[ qow * * * *
Figure 1. Timeline of approved TKIs for the treatment of advanced or metastatic GIST. bt 8 I S B A

mo, months; mPFS, median progression-free survival; ORR, overall response rate.

COCHIN

Julia Lostes-Bardaja et al, Ther Adv in Med Oncol, 2021 R. Coriat "-#}Ho"é’im
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ESMO Guidelines

=
—
=
=
=1

Advanced/metastatic GISTs

\J v
AV AV
( Imatinib-sensitive mutation ) Imatinib-non-sensitive
T mutation
| KT I 9 sl «— PDGFRADBA4Y —
All imatinib sensitive mutations, exon [lll, A; MCBS 3; ESCAT I-B]® SDH-deficient
with the exclusion of KIT exon 9 +
N NTRK inhibitor ¢
; esNgn o« —> Imatinib 800 mg ORI e R 4—  NTRK-translocated = Personalised
P [, B; ESCAT I-A] [1ll, A; MCBS 3; ESCAT I-CJ? treatmente
Imatinib 400 mg
[I, A; ESCAT I-A] I 1
' ' BRAF-mutated Al others
RGSTHSE No response ¢

Continue imatinib

(6-12 months)

Sunitinib
[I, A; MCBS 3]°

BRAF inhibitors

[V, B;

ESCAT IlI-A]

Sunitinib [1, Al;

clinical studies

|
Responl(
+

Response

No response

I

Limited progression

No limited

progression Continue

sunitinib?

Surgery of
residual disease
[l C]

Excision/ablation of
progressing lesion [IV, C]

Continue imatinibe I, A]

Casali, Annals of oncology 2021

Regorafenib
[1, A; MCBS 3]°

Continue

regorafenib?

Ripretinib

|
Response

+

Continue
sunitinib

[I, A; MCBS 3]

Continue
Ripretinib*

Clinical studies

1IN

:L-DIEU



Stratégie thérapeutigue dans les GIST

avancees

ITK dans les GIST muté D842V PDGFR (Exon 18 et autres)

1.0
— D842V
) ... PDGFRA
08 non-D842y
73] P < 0.0001
L
% 06
[&]
Fy
3 .
g 044 i Autres mutations
& -
T  ecremocaiee s = ko
0.2 D8HU2V
0.0 I
T Vet | T T T T T T T T T T T T T T
0 6 1218 24 30 36 42 48 54 60 66 72 78 84 90 96 102
Months

Résistance de I'imatinib dans les
GIST muté D842V

Cassier P et al, CCR 2012

Maximum percent reduction from
baseline in target lesion diameter (%)

N=43 (44% of them > 2 TKI‘s lines)

0/
-25_ _____ ‘ ‘ ‘

50
-75 95% of patients with tumor reduction

25 4

-100

Patients

Avapritinib: Approbation (FDA) en Janvier 2020
dans les GIST PDGFRA exon 18 incluant D842V
Utilisé aussi1 en néoadjuvant et 1ere ligne

95% des patients ont une réduction
tumorale sous Avapritinib

Heinrich et al, CTOS 2019 Coriat & -



Tolérance avapritinib

l_—1|'l—l)ﬁ|

TS 3

Preferred PDGFRA DBAZV  Safety
term, n (%a) population population
in = 56) (N = 250)
Mausea 38 (68) 161 (6d)
Fatigue 35 (63) 157 (63)
Anaemia 37 (66) 136 (54)
Diarrhoea 37 (66) 112 (45)
Periorbital oedema 27 (48) 110 (44
Vomiting 21 (38) 106 (42) —
Drecreased appetite 23 (41) 101 (40 .., o
Tncreased lacrimation 31 (38) 88 (35) « Toxicitée neuro-cognitive
| Memory impairment 23 (41) 81(32) | —
Peripheral oedema 21 (38) B0 (32)
Abdominal pain 19 (34) 64 (26) i
Constipation 12 (21) 64 (26) — 46% patients
Huair colour changes 16 (29) 62 (25)
Dizziness 16 (29) 59 (24)
Face oedema 13(23) 3T (23) , .
Increased blood bilirubin 16 (29) 54 (22) — 3% hémorragie
Hypokalaemia 14 (25) 48 (19)
Headache 13 (23) 48 (19)
Diysgeusia 13 (23) 47 (19) L .
Decreased weight 15 (27) 46 (18) __* Meécanimes ?
Dyspepsia 13 (23) 44 (18)
Cough 15 (27) 39 (16)
Neutropenia 14 (25) 29(12)
Upper respiratory tract 12 (21) 271(11)
infection

COCHIN

Jones et al., EJC 2021 R. Coriat 7o) 58oci oieu



Stratégie thérapeutigue dans les GIST
avanceées

Sunitinib
L2

100+
= Sunitinibn=207)
5 0 median 273 weeks
Y ——— (n=105)
Zu oot
r |
4707 4 HR=033
i 5% C1[0:23-047)
% £0 p<0001
£ L |
E e,
: Y
i
£ 30 L
20
i }
10 -
1"'1
0 T T T T T T T T 1
0 b 1 1% 4 30 3* 4 # 0 M

Time (weeks)

HR 0,33
mPFS 5,6 mois vs 1,47
Réponse Objective: 5,1%

AMM : 2006

Régorafenib
L3

A
1004+ —=— Regorafenib
L ==~ Placeho
.
075 E]"'-LL HR 027, 95% 1 0-18-0-20; p<0-0001
[,
: T
-
Y
0251 - 7]
L
0 T T T T T
1] 1 4 G B 10
Mionths since randomisation

HR 0,27

mPFS 4,8 mois vs 0,9
Réponse Objective: 4,5%

2014

Demetri et al Lancet Oncol 2006; Lancet Oncol 2013
Blay et al, Lancet Oncol 2020

Ripretinib
L4

Median progression-free survival
— Ripretiih 6:3 months (95% (14:6-6:9)
— Placebo 10 months (95% C104-17)
HR0:15(95% C10-09-0-25; pe0-0001
; 1
1
—ty

HR 0,15

mPFS 6,3 mois vs 1,0
Réponse Obijective: 9,4%

2020

R. Coriat 'J‘) z@ﬁ%ﬁmsu
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1

Les profils de tolérance apres I'imatinib

1:nE

|

Sunitinib Régorafenib

Sunitinib (n=202) Placebo (n=102) Regorafenib (N-132") Placebo (N-66)
Grade1/2 Grade3 Grade 4 Grade 1/2 Grade 3 Grade 4 Any grade Grade3 Grade 4 Anygrade  Grade3  Graded

Non-haematological*

Fatigue 58(20%) 10(5%)  O(0%)  20{20%] 2(2%)  ©O(0%) Any event 130(98%)  77GE%) 2%} 45(68%)  S@%)  10%)

) Hand-footskin reaction 74 (56%)  26(20%) O 9(14%) 0 0
Diarrhoea 52(26%) 7(3%)  0(0%) 8(8%)  0(0%)  0O(0%) ;

Skin discolouration 50(25%) ©0{0%)  0(0%) 6(6%)  0(0%)  0O(0%) S— E—] R B

Diarthoea 53(40%)  7(5%) 0 3(5%) 0 0

e —— 1(1%)  0(0%)  10{10%)  1(1%) 0(0%) — e T P 0
Anorexia 38(9%) ofo%)  0(0%) 5(s%)  1(1%) 0 (0%) Oral mucositis 50(38%) 2(2%) O S5@8%  1Q2%) 0
Dysgeusia 36(18%) 0(0%) 0(0%) 2(2%) 0(0%) 0(0%) Alopecia 31 (24%) 2(2%) 0 1(2%) 0 )
Stomatitis 30(15%) 1(1%)  0(0%) 2(2%)  0(0%)  O(0%) om0 o 0 35% o o
Vomiting 30(15%)  1({1%) 0(0%) 5(5%) 1(1%) 0(0%) Anorexia 77 (21%) 0 0 5(8%) 0 0
Hand-foot syndrome 19(9%) 9 (4%) 0 (0%) 2(2%) 0 (0%} 0 (0%) Rash, maculopapular 24 (18%) 3(2%) 0 1(3%) o 0

Rash 24(12%)  2(1%) 0(0%) 5(5%) 0(0%) 0(0%) Nausea 21(16%) 1(1%) 0 6(9%) 12%) 0O
Asthenia 18(9%) 63%  0(0%) 0% 20%)  0(0%) Constipation 20(15%)  1(1%) 0 4(6% 0 0
Mucosal inflammation 24(12%) 0(0%)  0(0%) 0(0%)  0(0%)  0(0%) Myalgia 1B4%)  10%) 0 6(%) © !
Dyspepsia na%)  10%) o (o%) 101%) o (o) 0o%) Voice alteration 14 (11%) 0 0 2(3%) 0 0
Hypertension 15 (8%) 6(3%) 0(0%) 4(4%) 0(0%) 0(0%) Data are n (%). * Excluding one patient who did not receive study treatment.

Epistaxis 14(7%) 0{0%) 0 (0%) 0(0%) 0 (0%) 0(0%) Table 2: Drug-related adverse events in =10% of patients during double-blind treatment period
Hair-colour changes 14 (7%) 0(0%) 0 (0%) 2(2%) 0 (0%} 0 (0%)

Dry mouth 13(6%)  0(0%) 0(0%) 1(1%) 0 (0%) 0(0%)

Glossodynia 1(6%) 0(0%)  0(0%) o{o%)  0(0%)  0(0%)

Haematological

Anaemiat 117(58%) 7(4%)  0(0%)  59(58%) 2(2%)  O(0%)

Leucopenia 104(52%)  7(4%)  0(0%)  5(%)  0(0%)  0(0%) Demetri et al. The Lancet 2006; Demetri et al. The Lancet 2013
Neutropenia B86(43%) 17(8%) 3(2%) 4(4%) 0 (0%) 0 (0%)

Lymphopenia B0(40%) 18(9%) 1(1%) 31(30%) 2 (2%) 1(1%)

Thrombogytopenia 72(36%)  B(4%) 1(1%) 4(4%) 0 (0%) 0 (0%)
Data are number (%). *Treatment-related. tAnaemia was included in the table, despite a difference of less than 5%
between the treatment groups, because of its frequency and clinical relevance in GIST.
Table 2: Adverse events that occurred with a frequency of at least 5% greater on sunitinib than on COCHIN
pacboin o prtocl popoltion R. Coriat W) 5%,




INVICTUS : ripretinib vs placebo dans les
GIST avancees (4e ligne)

Etude INVICTUS

Phase 3 randomisée
GIST métastatique aprés Imatinib Sunitinib Regorafenib
Objectif Principal : Survie sans progression

Randomisation
2:1
(n=129)

Stratification
Prior treatments:
3vs =4
ECOGPS:0vs1or2

Ripretinib
150 mg QD
n=85
(28-day cycles)

Placebo
n=44*
(28-day cycles)

Blay et al, Lancet Oncol 2020

Disease
progression by
blinded
independent
central review/
unblinding

Ripretinib
150 mg QD
(28-day cycles)

Placebo
(28-day cycles)

Dose escalate to

150 mg BID

ar

Continue on same
dose

or

Discontinue study
treatment

Cross over to Ripretinib
150 mg QD**

ar

Discontinue study

treatment

R. Coriat 'J‘) z@ﬁ%ﬁmsu



- INVICTUS : ripretinib vs placebo dans les
! GIST avanceées (4e lighe

Caractéristiqgues des patients

Characteristics Ripretinib Placebo Characteristics Ripretinib Placebo

(n=85) (n=44) (n=85) (n=44)
Age (years) Median (min, max) 59 (29, 82) 65 (33, 83) | Primary mutation (central testing of tumour tissue) n (%)

T 18-64 years 57 (67%) 22 (50%) KIT exon 9 14 (17%) 6 (14%)
65-74 years 20 (24%) 12(27%) =T exon 11 47 (55%) 28 (64%)
=75 years 8 (5%) 10(23%) | otherkiT 2 (2%) 2 (5%)

Gender PDGFRA 3 (4%) 0
Male (%) 47 (55%) 26 59%) | i1/pDGFRA wild type 7(8%) 3 (7%)
Race Not available / not done* 12 (14%) 5 (11%)
White (%) 64 (75%) 33 (75%) - -
- Primary tumour site, n (%)
Region
Gastric 40 (47) 18 (41)
US (%) 40 (47%) 20 (46%) | jgiunum or ileum 20(24) 8(18)
ECOG PS (%) Mel:enteric or omental 6(7) 6(14)
ot 7(8 4(9
ECOG PS 0 37 (44%) 1739%) | pue : %2} : (‘1 g)
ECOGPS 1/2 48 (56%) 27 (61%) Colon or rectum 9(11) 0
Number of prior therapies (%) Unknown 1 0
™3 54 (64%) 27 (61%) Median sum of longest diameters 123 142
i ik
>4 (range, 4-7) 31 (36%) 17 (39%) of target lesions (mm), range (28-495) (17-412)

ipitave Paris Centre
COCHIN

Blay et al, Lancet Oncol 2020 R. Coriat ) i tore



GIST avanceées (4e ligne

Objectif principal : Survie sans progression

Primary Analysis (May 31, 2019)

Median PFS 6.3 months vs 1.0 month*

100 -

INVICTUS : ripretinib vs placebo dans les

2 HR=0.15 (95% CI, 0.09-0.25) == Additional 14-months follow-up (August 10, 2020)
.a 80 - M‘m Bl A (N SN
g Cornored 8% Niwm 100 -
v 80 4 PFSdmerta NESACY  S1ONOREON0 = o Madian PFS (Months) 95%CL
g 1 Ripretind 1 5 mg Q[ 6.3 (46.8.1)
-------------------------------------------------- 80 - Placebo: 1.0 (09.1.7)
e 404 2 1
2 : : 84%
g 20 - 2 - | risk reduction of progression
g i : or death vs placebo
= 0 :C““’“‘d : : - = —IP‘W = " \.‘ HR=0.16 (0.10, 0.27)
0 2 4 8 8 10 rE \
Time (months) . e
|'I
. ) ) tCemared @~ T +
Baisse du risque de progression ou de . =1 ¢ 2 & ¢ & 1
déCéS de 85% Progression Free Survival (Months)

mblS0mgQD = = = = Placebo

« Stable disease at 6 weeks: 66% vs. 20% (ripretinib vs. placebo)
« Stable disease at 12 weeks: 47% vs. 5 % (ripretinib vs. placebo)

Blay et al, Lancet Oncol 2020 R. Coriat W) B9 o




GIST avanceées (4e li

ne

INVICTUS : ripretinib vs placebo dans les

Survie globale

Primary Analysis (May 31, 2019)

Median OS 15.1 vs 6.6 months .
HR=0_.386 (95% Cl, 0.21-0.62)
£
=
§ 100 -
@
80 -
20 4 3
— ROprated £ 6.
0 + Censored e PEICODO i
L ) Ll L 4 .5
0 2 4 6 8 10 £ b
Time (months) .+
R TI——— 'E
2 20+

Ripretinib SGm (2020): 18,2 mois vs 6,3 mois "

Baisse du risque de déces de 58%
HR 0,42

Blay et al, Lancet Oncol 2020

58%

risk reduction of

Additional 14-months follow-up (August 10, 2020)

death vs placebo
HR=0.42 (95% CI,
0.27-0.67)

Mediin OS (Months) 95% Cl
Ripretinib: 182 (13.1.NE)
Placebo: 6.3 (4.1,100)

e
l'._'
Sl
l-‘-\_\.
| -
-----------
"t--o-ﬂ-o—---l
I
+ Censored !
Ll 1 1 ] 1 1 I
0 4 8 12 16 20 24 28
Overall Survival (Months)
Ripretizih == == = = Placebo
3 coc
R. Coriat "‘) Ei‘éQTECDIE




= [ INVICTUS : ripretinib vs placebo dans les
GIST avanceées (4e ligne

il H;ﬁl

Effets indésirables

Ripretinib group (n=85) Placebo group (n=43)*

Grade 1-2 Grade 3 Grade 4 Grade5 Grade 1-2 Grade 3 Grade 4 Grade 5
Alopecia 42 (49%)1 - - - 1{2%) - -
Myalgia 23 (27%) 1(1%) - - 4 (9%) 0 - -
Mausea 21 (25%) 1{1%) - - 1({2%) 0 - -
Fatigue 20 (24%) 2 (2%) - - 6 (14%) 1 (2%) - -
Palmar-plantar
erythrodysesthesia 18 (21%) 0 - - 0 0 - -
syndrome
Diarrhoea 17 (20%) 1 (1%) 0 a 2 (5%) 1 (2%) 0
Constipation 13 (15%) 0 0 0 3 (7%) 0 0
Decreased appetite 12 (14%) 1(1%) 0 a 2 (5%) 1 (2%) 0
Weight loss 23 (27%) 0 - - 3 (7%) 0 - -
Blood bilirubin increased 23 (27%) ] 0 - V] 0 0 -
Arthralgia 10 (12%) ] - - V] 0 - -
Muscle spasms 10 (12%) 0 - - 2 (5%) 0 - -
Hypertension 4 (5%) 3 (4%) 0 0 1 (2%) 0 0 V]
Lipase increase 4 (5%) 4 (5%) ] - 0 0 0 -
Pain in extremity 5 (B6%) 1(1%) - - 1(2%) 0 - -
Hypophosphataemia 3 (4%) 2 (2%) 0 0 0 0 0 0
Anaemia 2 (2%) 0 1(1%) a 1(2%) 2 (5%) 1(2%) V]
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Stratégie théerapeutigue dans les GIST

GIST

NB : Confirmation Histologique seulement si CI chirurgicale ou doute diagnostique

rd
[ Absence de métastase Tumeur métastatique :
Recherche mutation de KIT sur Exon 9. 11 et 13 et

\_ mutations de PDGFRA

~
Chil‘lll‘gie / lere ligne - \

Options si GIST gastrique < 2 cm - IMATINIB (Glivec®) 400mg/jour
chirurgie ou surveillance

_/ S1 mutation de KIT exon 9 : Imatinib
800mg/jour
Krraitement Adjuvant si lésion de haut\ Si mutation D842V de PDGFRA -
risque ou perforée: Imatinib 3 ans. \ avapritinib 300 mg/jour /
Pas de traitement si mutation D842V
de PDGFRA 4z e A - )
Si1 dose initiale d’Imatinib de 400mg/j,
NB : pour les lésions intermédiaires, augmentation a 800 mg/j
indication a discuter au cas par cas : . -
N 4 g Sinon : SUNITINIB 37.5 mg/jour P
- ™
Seme ligne :
Régorafenib 160 mg/jour
. _/
s ™
deme ligne :
g Ripretinib 150 mg/j y
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