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KIT and PDGFRA gain-of-function mutations are primary & e
drivers of oncogenic signal in GIST

Overall Mutation Frequency (950 GISTS):
KIT (78.5%) PDGFRA (7.5% total)

<+— Exon 9 (9%)

«— Exon 11 (67%) «— Exon 12 (2%)

“— Exon 13 (1%) <— Exon 14 (rare)

<— Exon 17 (1%) <«— Exon 18 (5.5%)
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metastatic GIST
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Approved agents for the treatment of locally-advanced or I u
metastatic GIST. IMATINIB
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metastatic GIST: IMATINIB

KIT primary genotype predicts the
N MPES 24 Mo activity of first-line imatinib

100+,
90
80 |
70 i
60 |

KIT Exon 11

Event-Free Survival (%)

50 | L KIT
' -
404 | L
lemceeaanaeg L
30- P OKITWT -
20— e L SRR R R T T —_— ——u
10-

7 T T T T |
0 100 200 300 400 500 600 700 800
Days

Heinrich,J Clin Onc&@003

Master en Tumores Musculoesqueléticos



Approved agents for the treatment of locally-advanced or G@S "

metastatic GIST: IMATINIB

Figure 2. Estimated Responses of US Patients to Genomically Informed Drug Treatment, 2006-2018
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Imatinib resistance: KIT secondary mutations

Exon 17
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Demetri,Lancet?2006
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Approved agents for the treatment of locally-advanced or G@ E
metastatic GIST. SUNITINIB y REGORAFENIB

IMATINIB 2001 . e :
> mPFS24mo Imatinib Sunitinib | Regorafenib
ORR 68.1% Y/ (n=147) (n=207) (n=133)
SUNITINIB 2006
MPES 5.6 Mo 68.1% 6.8% 4.5%
SERGEL SDypyeers  15.6% 53% 48.1%
REGORAFENIB 2012
mPFS 4.8 m(k TTP/PFS 24 mo 5.6 mo 4.8 mo
ORR 4.5%

KIT/PDGFRA-
mutant GIST

Demetri,Lancet?2006
Demetri,Lancet2013
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Approved agents for the treatment of locally-advanced or |

metastatic GIST: OTHER TKIs

R R 1 WTETAGHN 18 SRS

Drug Clinical Trial Setting Treatment Line ORR (%) mPFS (mo) Phase
Avapritinib Kang (2021)"® Third fourth 17 4.2 -R
Cabozantinib Schoffski (2020)™ Third 5.5 I
Dasatinib Schuetze (2018)%° Second or maore 29 I
Dovitinib Kang (2013)%! Third or more 36 I
Joensuu (2017)%° Third or more 46 I
Masitinib Adenis (2014)%3 Second 3.7 Il
Nilotinib Montemurro (2009)™ Third or more 2.8 I
Sawaki (2011)% Third 3.7 I
Cauchi (2012)* Third or more 2.0 I
Reichardt (2012)%/ Third 36 II-R
Pazopanib Ganjoo (2014)% Second or more 1.9 !
Mir (2016)%° Second or maore 34 II-R
Eriksson (2021) Third/fourth 4.5 Il
Ponatinib* George (2022)™ Second or mare 43 I
Sorafenib Kindler (2011)%° Second or more 5.2 Il

Park (2012)™

Third or mare

49 I
Schaefer, DeMatteo and SerrafSCEdBook022
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KIT / PDGFRA 2nd genotype predicts response to TKIs G@ E

Imatinib Sunitinib Regorafenib
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KIT / PDGFRA 2nd genotype predicts response to TKIs G@ E

Imatinib Sunitinib Regorafenib Sorafenib Nilotinib Ponatinib Masitinib Dasatinib Dovitinib
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KIT / PDGFRA 2nd genotype predicts response to TKIs G@ E

THERAPEUTIC CHALLENGES

HETEROGENEITY
g RESPONSE
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KIT / PDGFRA 2nd genotype predicts response to TKIs G@ E

THERAPEUTIC CHALLENGES
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Approved agents for the treatment of locally-advanced G@ E
or metastatic GIST

IMATINIB 2001 2020
> MPFS 24 mo A
ORR 68.1% Y/
SUNITINIB 2006
mMPFS 5.6 mo
ORR6.8%
REGORAFENIB 2012
>mPFs4_8 m(> HETEROGENEITY
ORR 4.5%
KIT/PDGFRA- RIPRETINIB 9 RESPON Q¢
AVAPRITINIB
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Approved agents for the treatment of locally-advanced G@ E

or metastatic GIST

mPES 5.6 mo
ORR 6.8%

/_m\

_-

Master en Tumores Musculoesqueléticos

Yy RESPON:

<




I3

RIPRETINIB has broad activity against KIT/PDGFRA mutants &

SWITCH
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x Switch control kinase
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X Ripretinib binds to the

activation loop and the
switch pocket

x Lock the kinase in the
inactive state

Smith,Cancer Cefl019
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RIPRETINIB has broad activity against KIT/PDGFRA mutants &
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