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Hintergrund

Gastrointestinale Stromatumoren (GIST) = haufigste
mesenchymale Tumoren im Gastrointestinaltrakt

Inzidenz: 0.4-2 Félle / 100.000 Einwohner / Jahrl

Lokalisation: Meist Magen oder Diinndarm?2

Manner und Frauen etwa gleich haufig betroffen'

Erkrankungsgipfel : ~ 60-65 Jahre3

1 Ducimetiere et al. Plos One 2011, Sgrejde et al. Can Ep 2016, 2 Aus Onkopedia Leitlinie 2019, 3 Casali et al. Ann Oncol 202.



Hintergrund

Mehrheit der GIST zeigen gain of function
Mutationen in KIT oder PDGFRa

Molekulare Veranderungen wichtig fir
therapeutische Entscheidungen und
Therapiemanagement

Molekulare Aufarbeitung vor Einleitung
einer medikamentdsen Therapie

W KIT exon 11

B KIT exon 9

© KIT other

u PDGFRA

» SDH deficient

© BRAF

= RAS

uRTK
translocation

m NF1

© Quintuple
wild type

Kelly et al ) Hematol Oncol 2021Graphik modifiziert nach Falkenhorst et al. Trillium 2016



Staging und R
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Joensuu et al, Lancet Oncol 2012

Serrano et al. presented at ESMO 2024



Staging und Risikoklassifikation

» NIH consensus modified

Mitotic Index
Risk Tumor Size, Per 50 High-Power Primary
Category cm Fields Tumor Site
Very low risk <20 =5 Any
Low risk 2.1-5.0 =5 Any
Intermediate risk 2.1-5.0 >5 Gastric
5.1-10.0 =5 Gastric
High risk Any Any Tumor rupture
> 10 Any Any
Any > 10 Any
> 5.0 > 5 Any
2.1-5.0 >5 Nongastric
5.1-10.0 =5 Nongastric

Joensuu H, Hum Pathol 2008
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» Heatmaps

A Gastric, rupture unknown

B Non-gastric, rupture unknown

Tumour size (cm)
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Joensuu et al, Lancet Oncol 2012
Serrano et al. presented at ESMO 2024



Lokalisierte Erkrankung

Localised GISTs with imatinib-sensitive mutations

RO surgery with no expected RO surgery with no expected
major sequelae feasible major sequelae not feasible

N/
Preoperative imatinib

(6-12 months)
(111, A]

RO/R1 resection RORY .
Low/intermediate risk High risk not feasible
Low/intermediate risk High risk
v l l v
N AV N
Adjuvant imatinib Adjuvant imatinib See treatment
Follow-up (36 months) Follow-up (36 months)® recommendation for
[I, A; MCBS AJ [I, A; MGBS AJ- advanced GIST

ESMO guidelines GIST 2021



Adjuvante Therapie

E Recurrence-free survival in the intention-to-treat population

Recurrence-free survival, %

No. at risk
36 mo
12 mo

= Adjuvante Therpie mit Imatinib muss mindestens 3 Jahre laufen

100
4 At;—.y
80 -
36 mo of Imatinib
60
-
404
12 mo of Imatinib
204
HR, 0.66 (95% Cl, 0.49-0.87)
P=.003
0 1 1 1 1 1 1
0 2 4 6 8 10 12
Time from randomization, y
198 174 150 114 93 47 0
199 141 102 86 77 38 0

Overall survival in the intention-to-treat population

Overall survival, %

No. at risk
36 mo
12 mo

100 it
Mt 36 mo of Imatinib
80 - B TV
60 -
12 mo of Imatinib
40 -
201
HR, 0.55 (95%Cl, 0.37-0.83)
P=.004
0 T I 1 I 1 1
0 2 4 6 8 10 12
Time from randomization, y
198 185 178 155 138 76 0
199 179 167 140 123 60 0

Joensuu et al, JAMA Oncol 2020



IMADGIST - Adjuvante Therapie

A randomized study of 6 vs 3 years of adjuvant imatinib in patients with
localized GIST at high risk of relapse.

J-Y. Blay 1, C. Schiffler 1, Olivier Bouché 2, Mehdi Brahmi 1, F Duffaud 3, M Toulmonde 4, B. Landi
5, W. Lahlou 5, D. Pannier 6, E. Bompas 7, F. Bertucci 8, L. Chaigneau 9, O. Collard 10, M. Pracht
11, C. Henon 12, I. Ray-Coquard 1, K. Armoun 2, S. Salas 3, M. Spalato-Ceruso 4, A. Adenis 6,12, B.
Verret 13, N. Penel 6, C. Moreau-Bachelard 7, A. Italiano 4, A. Dufresnel, S. Metzger 1, S.
Chabaud 1, D. Perol 1, A. Le Cesne 12.
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6 Jahre adjuvante
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Months

Therapie mit Imatinib

l__.l Interruption Maintenance .
o o verlangern das DFS
Events/Total 28/65 (43.1%) 15/71 (21.2%)

3-yr DFS 55% (42-67) 87% (76-93) Slgnlfl ka nt

HR (95% CI) 0.4 (0.20-0.67)

Logrank p-value 0.008
2 48 54 60 66 72

A.LE CESNE

Content of Bus presentaton s copynght and responsibity of the author Permission 15 requered for re.use

Blay et al, Ann Oncol 2024, Serrano et al. presented at ESMO 2024



Adjuvante Therapie Exon 9

A ID population

Skata S0 mpld ~ B0 mgd
CLINICAL CANCER RESEARCH | TRANSLATIONAL CANCER MECHANISMS AND THERAPY

1001 ,
Adjuvant Imatinib in Patients with GIST Harboring Exon 9 ® §
KIT Mutations: Results from a Multi-institutional s 2 L
. a 0.504
European Retrospective Study A
Bruno Vincenzi', Andrea Napolitano"?, Marta Fiocco®, Olivier Mir®, Piotr Rutkowski®, Jean-Yves Blay®, § .
Peter Reichardt’, Heikki Joensuu®, Elena Fumagalli®, Spyridon Gennatas?, Nadia Hindi', 0 0259
Margherita Nannini", Mariella Spalato Ceruso'?, Antoine Italiano'>'®, Giovanni Grignani'?,
Antonella Brunello™, Silvia Gasperoni'®, Tommaso De Pas'’, Giuseppe Badalamenti'®, Maria A. Pantaleo",
Winan J. van Houdt', Nikki S. [Jzerman?®?', Neeltje Steeghs?', Hans Gelderblom??, Ingrid M.E. Desar®3, 0.001
Johanna Falkenhorst?*, Marianna Silletta', Marta Sbaraglia®®, Giuseppe Tonini', Javier Martin-Broto', 0 :'ranme b (ﬁonlm 144
Peter Hohenberger®®, Axel Le Cesne?, Robin L. Jones??’, Angelo P. Dei Tos?>, Alessandro Gronchi?®, gery )
Sebastian Bauer?, and Paolo G. Casali®?*® Number at risk
3 { 131 69 26 4
a | 54 3 8 0
0 48 06 144

Time from surgery (months)

= Kein Unterschied unter 400mg oder 800mg Imatinib

Vincenzi et al, Clin Cna Res 2022



Adjuvante Therapie bei Tumorruptur
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Joensuu et al, BJC 2024



Metastasierte Erkrankung

Advanced/metastatic GISTs

N +
W N/
( Imatinib-sensitive mutation Imatinib-non-sensitive
T Y mutation/wild type
l l Avapritinib ¢ =t
Al imatinib sensitive mutation, KT exon 9 [11, A; MCBS 3; ESCAT I-B] PDGFRA D842V
with the exclusion of KIT exon 9 v

N\

Imatinib 800 mg NTRK inhibitors o
(i, B] I SR I ¢ NTRK-translocated
Imatinib 400 mg f ) 1
1, Al 1
[ : BRAF-mutated Al others

No response

BRAF inhibitors
[V, B; ESCAT lII-A)

Continue imatinib

(6-12 months)

No response
| No limited
imi z progression Conti Regorafenib c
Limited progression ontinue ego ontinue
D‘Lg sunitinib® [I, A; MCBS 3]

N
Excision/ablation of
progressing lesion [IV, C]

Continue
regorafenib® [1, A; MCBS 3]

Continue imatinib® [I, A

Response No response

Continue
Ripretinib?

ESMO guidelines GIST 2021



Erstlinientherapie GIST: IMATINIB

1.0+ | Exon 11
= * —— IM400
. £ 0.8 IM800
Overall Survival . = \
Imatinib =
100~ § 0.6
90 5:
i 5 0.4-
g 70- ... Chemotherapy g
3 609 e 0.2
§ 504 & "
= 40-
g 30_ Y T Y Y T Y
s 0 10 20 30 40 50 60
10- T Time Since Registration (months)
°T 3 6 5 12 15 18 31 2 37 0
NNkt o sty e Imatinib is the standard first-line treatment for locally
advanced, inoperable and metastatic patients, except for
IMATINIB GIST without KIT/PDGFRA mutations or with a PDGFRA

exon 18 D842V mutation [I, A]. The standard dose of
imatinib is 400 mg daily [l, Al.

Blanke et al. JCO 2008, Heinrich et al. JCO 2003, Demetri et al. NEJM 2002, Debiec-Rychter et al. EJC 2006, ESMO guidelines GIST 2021



Erstlinientherapie GIST: IMATINIB

IMATINIB 400mg vs. 800mg Exon 9?

—
n
- A
8 B 100 = 400 Mg ex9
| . § 90 - 800 mg ex9
s === 400 mg other
QL E — |M400 sk 80+ = 800 mg other
= Z ~— IM800 S 70
= | c 601
—
e @ 50
é = = 404
L = § 30+
O % S 20
Q o 101
o > y v . " . .
= e 0 1 2 3 4 5 6
— & b 4
A4 No. of patients at risk Time (years)
0O N
T T T T T T 400mgex9 31 42 34 22 15 3 0
0 10 20 30 40 50 60 800mgexd 30 49 42 33 22 6 1
i 5 Y 400 mg other 144 341 304 258 209 94 9
Time Since Registration (months) 800 mg other 146 340 310 252 190 84 17

e Standard first-line treatment for patients with KIT exon 9
mutation is imatinib 800 mg daily [lll, B; ESCAT score:
I-Al.

Van Glabbekk et al. JCO 2010, Heinrich et al. JCO 2003, Debiec-Rychter et al. EJC 2006, ESMO guidelines GIST 2021



Erstlinientherapie GIST: IMATINIB

100+ Interruption group: median progression-free survival 7.0 months (95% C13-5-117)
90+ Continuation group: median progression-free survival 67-0 months (95% €1 48.8-85.6)
HR 0-15 (95% C1 0-07-0-32); log-rank p<0-0001
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Interruption group: median overall survival 104-0 months (95% C1907-1187)
Continuation group: median overall survival 134-0 months (95% C1 89.7-178-3)
HR 0-40 (95% C1 0-20-0-82); log-rank p=0-0096
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IMATINIB bis zum Progress oder Intoleranz

Blay et al. Lancet Oncol 2024
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PDGFR D842V-Mutation bei GIST: AVAPRITINIB

ORR 91% (alle Dosierungen)
DCR > 16 Wochen 100%

100 =

40

Progression-free
survival (%)
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..ll - sD
B
-------- - PR
=S 604
- CR

20

= 300/400 mg starting dose
—— All starting doses
+ Censored

PFS

Patients 0
0
Number at risk
300/400 mg 38
starting dose
All starting
doses 56

mDOR 27.6 Monate

T T T
3 6 12

37 32 28
55 48 43

mPFS: (alle Patienten) 34 Monate

T
18

T
24

T T T 1
30 36 42 48

Time from first dose (months)

24

36

14

23

12 7 4 0

Kang et al. JCO 2021, Jones et al. EJC 2021



Zugelassene Therapieoptionen inkl. Folgetherapien

—+ 2002-2006 —+— 2007-2012 —+— 2013+
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S 251

(3 mPFS 6.3 mo

p=0.0013 ORR 9.4%
0 ' ' ' Y
0 12 24 36 48

mutierte

ORR 91%

Blanke et al. JCO 2008, Bauer et al. JCO 2022, Kang et al. JCO 2021, Blay et al. Lancet 2020, Jones et al. EJC 2021, Cicala et al. EOID 2024, Call et al. Clin Sarc Res 2019




Anderungen der Therapiesequenz?

Journal of Clinical Oncology* ® Avapritinib Versus Regorafenib in Locally

An American Society of Clinical Oncology Journal

o
= Ad dU tabl Metastatic Gl St [
[S—yy
J Clin Oncol. 2022 Dec 1; 40(34): 3918-3928. PMCID: PMC9746771 og, va n c e n rese c a e 0 r e as a [ c ro ma
Published online 2022 Aug 10. doi: 10.1200/JC0.22.00294 PMID: 35947817 = T A R d H d 0 L b I Ph
= Tumor: A Randomized, Open-Label Phase
Ripretinib Versus Sunitinib in Patients With Advanced Gastrointestinal Stromal Tumor — I I I stu d
After Treatment With Imatinib (INTRIGUE): A Randomized, Open-Label, Phase III Trial »-g y
Sebastian Bauer, MD,% '+ 2 Robin L. Jones, MD, MBBS, 3 Jean-Yves Blay, MD, PhD, 4 Hans Gelderblom, MD, PhD, = ;TOHK:IIO Kl\TlrII)g'Ph:DD, I::':I:. ::13""‘; GEO’E:,tN:D;iDsd;l" L_-_JN;;S, MI\DII:)' F:::E‘BR;tkOWSktl. MDI‘.‘ P:D4. :\-,:;93282. N:ID.hPhl?sy Do
Suzanne George, MD, 8 Patrick Schoffski, MD, 7 Margaret von Mehren, MD, & John R. Zalcberg, MD, PhD, ? ;; fuier i, 75, ! j Sreyasiumar Fatel, i Yongjlan Zhou, W i Viargaretvon Henren, i reter Honennerger, !

P = 5 ) - Victor Villalobos, MD, PhD**:*2; Mehdi Brahmi, MD*3; William D. Tap, MD'%; Jonathan Trent, MD, PhD'%; Maria A. Pantaleo, MD, PhD?;
Yoon-Koo Kang, MD, PhD, Albiruni Abdul Razak. MRCP, MBBCh, Jonathan Trent, MD, PhD, Steven Aﬁla, DO. Patrick SchEiffski, MD”; Kevin He. Pth; Paggy HEW, Msle; Kate Newberry, PthB; Maria ROChB, Msla; Michael C. Heinrich, MDls; and

Axel Le Cesne, MD, ' Ying Su, MD, PhD, '* Julie Meade, MD, 15 Tao Wang, PhD, '® Matthew L. Sherman, MD, 15 Sebastian Bauer, MD®
Rodrigo Ruiz-Soto, MD, 15 and Michael C. Heinrich, MD 18- 17
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Negative Studien - Kein Vorteil im PFS im Vergleich zu Sunitinib

Keine Anderung der Sequenz

Bauer et al. JCO 2022, Kang et al. JCO 2021



Ripretinib in der 2. Linie: Phase Ill INTRIGUE

a Median PFS
100 ~ === Ripretinib, 4.0 months (95% ClI, 1.5-7.1)
== == = Synitinib, 15.0 months (95% CI, 5.6 to NE)
® go HR, 3.94; 85% Cl, 1.71-9.11; P = 0.0005
fry
S 60
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%) S a0- - 13/14
) 2 !
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20 -
Q ®
=
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GJ R T T T T T T T T T T
'_': o] 3 6 9 12 15 18 pal 24 27
- Numb Time, months
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E at risk
< Ripretinib 21 12 8 4 0
E Sunitinb 20 18 14 6 4 1 0
Q b Median PFS
(a1 100 - m— Ripretinib, 14.2 months (95% CI, 8.1to NE)
> 1'; == === Sunitinib, 1.5 months (95% Cl, 1.4-4.2)
~/ ® g0 - i HR, 0.22; 95% Cl, 0.11-0.44; P < 0.0001
92 60 |
0 I
S - T v
=
= 40 - s Exon
g I
g i 17/18
3 ®] i, |
s L A
+censored 000000000 eeee—————
D h T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27
Nurmb Time, months
umber
at risk
Ripretinib 27 23 19 14 13 9 7 1 0
Sunitinib 25 9 4 2 2 2 1 1 0

Wirksamkeit von Ripretinib v.a. bei
sekundarer Mutation in Exon 17/18

Bauer et al. JCO 2022, Heinrich et al. Nat Med 2024
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PFS (%)

No. at risk:
Avapritinib

Regorafenib

Phase llI-Studie VOYAGER — Avapritinib 3. Linie

ITT Population

Avapritinib
Best Response (n = 240)

Regorafenib
(n = 236)

ORR, % (95% CI) 17.1 (12.5t022.5) 7.2 (4.3to0 11.3)

Avapritinib Regorafenib
n = 240) (n = 236)
Events, No. 154 145
Median (months) 4.2 5.6
100 95% Cl 3.7t05.6 3.8t07.2
HR, 1.25 (95% ClI, 0.99 to 1.57);
P =.055 (log-rank)
80
60 -
40 -
20 = Avapritinib
—— Regorafenib
T T T T T T T T T T T T T T T T T

1 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19
Time From Random Assignment (months)

240 221 151 142 94 88 53 50 29 29 22 17 8 65 4 1 1 0
236 224 169 161 108 106 71 66 46 46 36 31 15 11 9 3 3 1 1 0

CR, No. (%) 0 0

PR, No. (%) 41 (17.1) 17 (7.2)
SD, No. (%) 113 (47.1) 159 (67.4)
PD, No. (%) 67 (27.9) 49 (20.8)
NE, No. (%) 1(0.4) 0
Unknown, No. 18 (7.5) 11 (4.7)

(%)

DCR,* % (95% CI) 41.7 (35.4t0 48.2) 46.2 (39.7 to 52.8)

Geringere Wirksamkeit bei KIT Exon 13 und 14 Mutationen

Kang et al. JCO 2021
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mc Neue Therapieoptionen im Blick?

AXAGIST: A phase ll, single arm study of avelumab
in combination with axitinib in patients with
unresectable/metastatic gastrointestinal stromal
tumor after failure of standard therapy

Piotr Rutkowskil, Anna Klimczak!, Pawet Teterycz?, Tomasz Switajl,
Pawet Rogala?!, Maria Pantaleo?, Katarzyna Kozak!

1 Department of Soft Tissue/Bone Sarcoma and Melanoma, Maria Sklodowska-Curie
National Research Institute of Oncology, Warsaw Poland

2 Division of Oncology, IRCCS Azienda Ospedaliero-Universitaria di Bologna,
Bologna, Italy

* Metastatic/advanced
unresectable GIST

* Disease progression within 3
months prior to enrolment

* ECOGPS<2

* Prior therapy with imatinib
and sunitinib

* No prior treatment with
axitinib and avelumab

n=>58

Axitinib 5 mg po BID*
+
Avelumab 10 mg/kg iv
Q2W*

*maximum treatment
duration of 2 years

Primary endpoint:

* 3- month progression-free
survival rate based on
RECIST 1.1 criteria

Secondary endpoints:

* Progression-free survival
*  Overall survival

* Objective response rate

* Disease control rate

* Duration of response

» Safety (NCI CTCAE v 4.0)

Rutkowski et al. presented at ESMO 2024



EESMD
2024

Patients
n=56

Partial response, n (%) 5(8.9)
Stable disease, n (%) 34 (60.7)
Progressive disease, n (%) 17 (30.4)
Disease control rate, n (%) 39 (69.6)
Duration of objective
response 18.5 (18.3—NR)

= N
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AXAGIST

Outcome
3-month progression free-survival rate, %
Progression-free survival, median mo (95% ClI)

Overall survival, median mo (95% CI)

Alive at12mo — %

Patients
n=56

57.1

4.6 (2.9-6.4)

14.2 (9.2-26.3)

59.3

_100% = KIT exon 11 | mPFS in months 4.6 (3.0-6.4)
< —~ KIT exon 9 1.4 (1.4-NR)
- ~= Wild-type 6.4 (3.0-NR)
g
5 LS
£ s0%
=
b=
H L
g L
= 25% L l
@ p =0.43 i

0% l

0 3 6 9 12 15 18 21 24 27 30 33 36

time (months)
Number at risk

s 3% 24 13 7 5 s 3 2 0 0 0 0 0
= 7 2 2 2 2 2 1 1 1 0o o o0 o0
g 9 7 5 3 3 3 3 2 2 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36
time (months)

Rutkowski et al. presented at ESMO 2024
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Neue Therapieoptionen im Blick?

LENVAGIST

A multicentre, comparative, placebo-controlled, double-blinded,
phase Il study of the efficacy of lenvatinib in patients with locally
advanced or metastatic GIST after failure of imatinib and sunitinib

Prof. Jean-Yves BLAY, MD, PhD

A Le Cesne, C. Cropet , M. Brahmi, R. Bahleda, E. Bompas, T. Valentin, A. Hervieu, O. Bouche, A. Dufresne, M.
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Adult patients with locally
advanced/metastatic GIST, Failure
of imatinib and sunitinib (either PD
or toxicity)

ECOGPS0,10r2

Measurable progressive disease
No documented mutation in
PDGFRA exon 18 (D842V subst.)

> 50% der Patienten > 3 Vortherapien

R =

— Lenvatinib* + BSC

* Starting dose 24mg/day
1:1

[ Placebo + BSC+

*Stratification on No.
previous anticancer
therapies (2 or > 2)

Primary endpoint
Investigator-assessed PFS
(RECIST v1.1)

Secondary endpoints
0S, ORR, BOR

QoL

Safety and tolerability

e ) Endpoints post-switch
Lenvatinib open-label + BSC PFS, ORR, BOR (RECIST v1.1)

Switch at progression allowed QoL

Safety and tolerability
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Primarer Endpunkt

No. atrisk
Lenvatinib
Placebo

Survival probability

0.2

0.1

0.0

PFS (ITT)

Lenvatinib+BSC Placebo+BSC
N=39 N=38

Events, n (%) 35 (89.7) 38 (100)
Median PFS, months (95%CI) 2.8(185.2) 1.0 (0.9-1.5)
4-months PFS rate, % (95%CI) 39 (23-54) 11(3-23)

Stratified HR 0.44 (95%Cl: 0.27-0.71; p=0.0008)

Median follow-up for PFS was 3.7 months

i 39%

1%
L
T T T T T T T T T T
2 4 6 10 12 14 16 18 20 2 2
months from randomization
23 14 10 5 5 3 2 2 2 2 1
6 4 2 2 2 2 0

ORR 5.1% vs. 0%

Sekundarer -
Lenvatinib+BSC Placebo+BSC
Endpunkt OS (ITT) N=39 N=38
Events (deaths), n (%) 30(76.9) 31(816)
Median OS, months (95%C1) 144 (7.1-18.9) 8.7(52-14.4)

Stratified HR 0.77 (95%Cl: 0.46-1.28; p=0.31)

Median follow-up for OS was 22.1 months

Overall survival + Consor

Survival probability
=
&

[ 2 4 ] 8 10 12 14 16 18 ) n 24 % 8 30
months from randomization
No. atrisk
Lenvafinib 39 37 34 29 22 18 18 18 14 14 10 9 7 ] 4 1
Placebo 38 A 27 20 19 17 14 13 9 9 ] 8 6 3 2 1

Klinischer Benefit nach Versagen der Standardtherapien

Blay et al. presented at ESMO 2024



2024 ASCO . o
Neue Theapieoptionen im Blick?

StrateGIST 1: a first-in-human (FIH), phase 1 study of
IDRX-42 in patients with metastatic gastrointestinal
stromal tumors resistant to prior treatment with tyrosine
kinase inhibitors (TKIs)

Patrick Schoffski!, Michael Heinrich?, Jonathan Trent®, César Serrano?, Sebastian Bauer®, Margaret von
Mehren®, Neeta Somaiah’, Peter Reichardt®, George Demetri®'°, Nick Lydon?®, Jaap Verweij®, Vivek
Kadambi®, Jessica Christo®, Sean Kim®, Debbie Johnson®, James Shao®, Suzanne George'°

Key Eligibility Criteria Phase 1 Dose Escalation (3+3 Design) 1 Phase 1b Cohorts
: NCT05489237 at RP1bD(s)*
» Metastatic and/or . .
fesectable GIST First patient enrolled: 1200 mg (600 mg BID) Y 4 I s L T TR
Hi 09 August 2022 capsules, n=6

+ Pathogenic mutations in :
KIT or hon-exon 18 800 mg (400 mg BID) 600 mg O Treatment naive

PDGERA capsules, n=12 tablets, n=5 TSRS PR RS SIS B -

- Progression on imatinib 600 mg QD i dri H
hg 1 capsules, n=12 ) Zﬁ Llne . !
(phase 1) : Progression on imatinib :
*« ECOG PS 0-1 400 mg QD { 300 mg QD omam v e s eepen e v e o s R e ’/
capsules, n=22 ( tablets, n=10 e e e e i e .

m 240 mg QD ML ide 1. : 23" Line with approved TKis i
capsules, n=3 B aass " Progression on at least imatinib and sunitinib :

° ili Y
e ¥ DIl 120 mg QD ‘i ——— e e
) o capsules, n=3 I >ard | i gk i - - K

- Anti-tumor activity ! 23 Llne with |nve.st|gat|onal TKils !
(investigator-assessed)t Enroliment beyond 3+3 at doses between 400 mg and 800 mg i prior bezuclastinib, NBOO3, !
(backfill and dose confirmation) |___or THE-630 (in addition to approved TKis)
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IDRX-42

40-

] X

30+

20 -

10+ X

0

-10-
290 -
A=
-40 -

-50 -

Change in Target Lesion Sum Diameter from Baseline (%)

-70 -

| 120mg =

Best Change in Tumor Target Lesions per mRECIST

A .
Asad,
240mg @ 400mg ®m 600mg ®m 800mg = 1200mg

601 x = Discontinued
A = PR (confirmed + awaiting confirmation)

Aa

mRECIST Response
Evaluable for Efficacyt

All 2nd Line
Patients Patients
N=66 N=14

Median follow-up, months 56 3.0
Partial Response, n (%)
confirmed + awaiting 6 (43)*
confirmation
Median time to response, 25 37

months

9
Mutant |11

KIT Exon |13
17

L::I;?:DT;;_T;V 6556522525345542254633555456572567744642365328332642292564246275

Vielversprechendes Ansprechen bei multipel vortherapierten GIST Patienten (Median 4 Linien)
Geringe Rate an Grad 3-4 Toxizitaten (je 3-4% Diarrhoe, Anamie, Fatigue, Nausea)
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Was konnen wir von INTRIGUE lernen?

Definition der Ein- und Ausschlusskriterien: Phase lli
INSIGHT

B Study Design
Figure 2. INSIGHT study design

XX XXXKXKKXKXXXAXXXXKAXAXXX XX
2 T MM D X X X X
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X X X XXX X

Ripretinib (n = 36) | 150 mg QD

Patients randomized to sunitinib arm
may cross over to ripretinib arm after
disease progression
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Sunitinib (n =18) | 50 mg QD

on/2 weeks off)

aexcludes additional KIT primary and secondary mutations in exons 9, 13, or 14.
ctDNA, circulating tumor DNA; GIST, gastrointestinal stromal tumor; QD, once daily.
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Best overall change (%) in

sum of target lesion

PEAK trial Phase Ill Part 1 T

Sum of Target Lesion Diameter (n=31)

96.4
Focus of current presentation o A Legend
_______________ =1 _ A One Prior TKI Only
! PART 1a OPTIMIZED 1 PART 2 RANDOMIZED STUDY 40 ¥ Treatment Ongoing
| FORMULATION LEAD-IN 1 N=388 - 3 Best Overall Response
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-40 A
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_______________ 40ne prior TKI only As of 29-Mar-2023 Data-cut
f Efficacy Evaluable Ana IysiZSet:lAII ttreated pts with z1t
Q posthaseline tumor assessment
Duration o
response (DOR)
oL : — >
R : !
Inhibition primarer und sekundarer haufiger ﬁ =3
SOt —> [ First AssessmentNot Reached
. N z . 1 table Disease
Mutationen E P ——.
D0 - T on T £
PR > Disease Progression
. . S L . —» ® Disease Progression {per Investigator)
Bezuclastinib (KIT Exon 9, 11, 17 und 18) + i = — o
; T ne Prior THI Onl
S0 i
o .o o SD —
Sunltlnlb (KIT Exon 9’ 11’ 13 und 14) Zp:Df = —p i:.;'.;;."\;! Patients with One Prior THI Therapy (imatinib Only)
1 3¢ i = -
p— 5 | >
m———————————————®» S0 [ >
e 50 | T
NE CCC———————1+» so [ ] o
N ———» NE[Je
Ne ——» 1 1
oo ) ) ) NE C———— +—» =16 weeks on treatment
Part 2 lauft, einige Zentren bereits geschlossen ="

Treatment Cycles (cycle = 28 days)
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Weitere TKl‘s in der Behandlung von GIST

Drug Clinical Trial Setting Treatment Line ORR (%) mPFS (mo) Phase
Avapritinib Kang (2021)78 Third/fourth 17 42 I1I-R
Cabozantinib Schoffski (2020)7° Third 14 55 Il
Dasatinib Schuetze (2018)%° Second or more 4 29 I
Dovitinib Kang (2013)%! Third or more 36 Il
Joensuu (2017)%2 Third or more 5 46 I
Masitinib Adenis (2014)% Second NA 37 I
Nilotinib Montemurro (2009)% Third or more 10 2.8 Il
Sawaki (2011)%° Third 3 37 I
Cauchi (2012)%° Third or more 0 2.0 I
Reichardt (2012)%7 Third <1 36 II-R
Pazopanib Ganjoo (2014)%8 Second or more 0 19 Il
Mir (2016)%° Second or more 0 34 II-R
Eriksson (2021)%° Third/fourth 3 45 Il
Ponatinib* George (2022)°! Second or more 8 4.3 Il
Sorafenib Kindler (2011)2 Second or more 13 5.2 Il
Park (2012)% Third or more 13 49 I

Keine offiziellen
Zulassungen

Schaefer et al. ASCO Ed Book 2022



Take Home Messages

e Welches Medikament wann?

Imatinib in der Adjuvanz fur 3 Jahre -> eventuell langer? Fir alle?

* 5 zugelassene medikamentose Therapieoptionen in der metastasierten Erkrankung
» KIT/PDGFRA-mutiert: Imatinib -> Sunitinib -> Regorafinib -> Ripretinib
 PDGFRA D824V Mutation: Avapritinib

e Sekundare und tertiare Mutationen haben einen Einfluss auf die Wirksamkeit in den Folgetherapielinien
* Ripretinib bei Exon 17/18 besser als Sunitinib? -> INSIGHT



Take Home Messages

AXAGIST
e Axitinib + Avelumab prinzipiell gut vertraglich
e Axitinib der bessere TKI als Sunitinib? Kombination oder Sequenz?

LENVAGIST
 mPFS nach multiplen Vortherapien 2.8 Monate -> neue Option nach Versagen der zugelassenen 4 Linien?
* ORR5.1%

IDRX-42
* Neuer Player am Horizont?
* Vielversprechende Wirksamkeit in Phase | mit ORR 23% bei massiv vortherapierten Patienten

PEAK
* Inhibition aller haufigen Sekundarmutationen durch Kombination 2er TKI



Wir brauchen Studien, um GIST
auch in spateren Linien noch besser
behandeln zu konnen!

Bild von wiki.ihe.net
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