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\ ) SYSTEMIC THERAPY AGENTS AND REGIMENS FOR UNRESECTABLE, PROGRESSIVE OR METASTATIC DISEASE
First-line Therapy Second-line Therapy Third-line Therapy [ Fourth-line Therapy iti onal Options After
on Approved Therapies®4

Preferred Regimen Preferred Rgfqimgn Preferred Preferred Regimen Usefulin Cgﬂg‘in Circumstances

-Imali;i_h""g (category 1) for S e At Regimen 10 .u re ’( 150 mg Y .c apriinibe.
sensitive c « For patients ant |- ily® ! (category 1) | - Cabozantinib'? "
I L3 OR#ERHF MR HEE it ar et o i | Somechanging o | omnits ™
including D842V) ripretinib 150 mg daily™ : :i':;':;":g’aos_e oscattonto 150 mg 8D (1 prviously
FRER (1A%)
1;}'25 ;é)ﬁi%j]u iti¢*§)ﬂ (3 i « Dasatinib® (Other - ""» - in Gi
Gl et %R (RE xe %) o e
- =

PDGFRA exon 18 mutations * Ripretinib dose escalation to 150 mg Et.’D (if previously
=AY

that are insensitive to imatinib treated with ripretinib 150 mg daily)®"™

E;nﬁg&m KIT 9I\E%11§"‘e§) (2A§$) (including PDGFRA D842V)

Useful in Certain Circumstances

- NTRK gene fusion-positive
( 1A% ) GIST only
» Larotrectinib®
» Entrectinib®
- SDH-deficient GIST
» Sunitinib

» Regorafenib

» Pazopanib
» Imatinib/binimetinib®
(category 28B)
« BRAF V600E mutations
> ib + ini
€ Therapies based on identification of driver mutations. 9TKls to be i for use in ination with i include imatinib,
9 Regil are ordered i and not ing to order of sunitinib, or regorafenib.
€ FDA-approved TKis for the treatment of GIST. h An additional clinical benefit may be obtained with the use of ripretinib 150 mg
TRipretinib is FDA-approved for the treatment of adult patients with advanced GIST ~ BID upon progression on ripretinib 150 mg daily.
who have received prior treatment with 3 or more kinase inhibitors, including ! Ponatinib demonstrated activity in advanced GIST, particularly in patients with KIT
imatinib. exon 11 mutant disease.
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G e Exon 14 |@— Te7o1 | ~10%
D816H, G, E ~5%
Exon 16-18 K& — 1 D820Y,G,E, A, V,H, N| ~10%
N822K,Y, D ~15%
Y823D ~10%
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Mutated allele frequency
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Sample Biopsy Tumor/Plasma Plasma Plasma Plasma
Treatment Imatinib Sunitinib Regorafenib
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Clinical Diagnosis PD PD PD Death
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*  NGS-cIDNABERABRGZE. Y, 2EAVAE, JLURTFARRIMERENE, ERHEZZMRTZN,
«  GISTEESREFE, MEItE=R(T, GISTRICIDNAKG HERMERIE LI FRIATKEL, [

ctDNAIEIRIPE TR SZ B R TR IR CtONAISIRIPETER SSRFHEMREFET X

CtDNAIE N BIPATEZEZ [RR SRR
BERFERS, ctDNAISMIZETIEIK

MHERTTRERT, ctDNAFRBIEMER RLHEMREFERARAT, cIDNARSIENILEF

WiEE: *EERENER . 100.00% A .
CtDNA &8 FFPE _all 90.00% o2
st et tenss, o R A 80.00% 0. | ("
) ' 70.00% 60.58%
FrE&EE (n=36) 20 36 56 o ".. . # 60.00%
. ' . H 50.00% 43.48%
R ERE 0 3 0 ol -.’ \ § . & 40.00%
HRHECETER o 8 0 S : So00
7 i3 i ] o3ty 302% g 1 . 20.00%
VE(R SR TR 0 5 0 o 10.00%
Rt E =108 ™ o 0.00%
—_ 204 AT WV —
R tE A ATIER 1 1 100 . R @ & P 5
o : ¥OYE S
i-%%'l":'tl%ﬁﬁ*ul#_@ 19 19 100 c(DNA_;;usrhve nlDllA_‘;msitM cmNA_‘n!giﬁu ’
: W15 s £ U9 HERR TSRO
—IRFARXI36/5IGISTEE RIB LA B MR A1 TNG SH& —IENANFIEZ T H 1230 E R AR R ARRIGIS TR E AL AR X MR A ING SIG AT :
MEI: CIONARUPEMER SIERTTEX, IVEREREEMRIE +  CIDNABRMSSRIAYARREASSTEENTMBEEES (P<0.05) , BRMANNAEEE ST HE S5STEERT, ctDNA
FORAUCDNARG R0 BESNrEE
1.Zhang Y, etal. Nat Commun. 2021 Jan 4;12(1):11. o RIEEALA/NGII B MICDNA HERBESTF B (P<0.05)

2:JCO Precision Oncology 2020 :4, 66-73. »
3. Hao Xu, et al. 2022 ASCO GI. Abstract#:352212 VA EERS R EAREFEFRA M/ EME, WEEUHEENZAIR, AR /X m/iE N - ERHEGE
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CtDNASALESH—BEENEAFPRS, TS ABPERRK,
ctDNASTIBATEZ{RF B EEFET BEEEEETHISEEEAR TN
FEHR A ez KIT 1128 | KIT 1138 KIT 928 KIT 928
100% AE THIE k235407 THIE k1535407
INTRIGUE | =% £HZ3(n=453) 327 72% 60 13%
80%
Mi®k(n=362) 157 43% 36 1098
#60%
H INVICTUS u #H4A(n=129) 75 58% 20 16%
$£140% - mik(mn=121) 66 55% 19 16%

20%

£ CIDNAKIIYSRFGuardant360 NGS JRIREIGA&T

> 1V B
. o - o ANHEE WFFIME ctDNA  [ctDNA  [KIT/PDG [KIT3EZE
MRS IR e N R ]

0%

> TN RIS TKIRTT Y1230 P E MG A FARGISTRE BLEFEAR - — — — — — 193
— >< e S 100% 83% 80% 62% 49% 47% 43% 18% 20%
ABRI MRS ING SRR MAEREAR S BAESRIEh R e ° ’ ’ ° ° ° 8% 8% 0%
SRISIA SR TELH #&iE: TIBERBEER, #120EAREASE, “BMEE (KITHMEFI. 117 7 ip
> 12301EAETIRAEES998 4% (121/123) , ErhPRMREATIRE] FEEHRF, BETRHIME—MALAERIF, FRAZRELL/9HI1938L981(KITLL 1574, K|T9361§J)

S HER/991.9% (113/123)
> 123(IELMRAGHENIPEIEER961.8% (76/123) , EHRMHEAH
IRENEREHHERS21.1% (26/123)

. Hao Xu, et al. 2022 ASCO GI. Abstract #: 352212 poster#:662
. Sebastian Bauer, ASCO Plenary Series: January 2023. Abstract #: 397784
. Michael C Heinrich, et al. 2022 ASCO. Abstract #: 359881.
. von Mehren, et al. ESMO 2021 Poster: 1540P.
Blay JY, et al. Lancet Oncology. 2020 Jul;21(7):923-934.
Bauer S, etal. Clin Cancer Res. 2021 Dec 1;27(23):6333-6342.
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+ Elasma Cell-Free/Circulating Tumor DNA Testing:

» Cell-freefcirculating tumor DNA testing should not be used in lieu of a histologic tissue diagnosis.

» Some aboratories offer testing for molecular alterations examining nucleic acids in peripheral circulation, most commonly in processed plasma
(sometimes referred to as "liquid biopsy").

» Studies have demonstrated call-free tumor DNA testing to generally have very high specificity, but significantly compromised sensitivity, with up
to 2 30% false-hegative rate; however, data support complementary testing to reduce turnaround time and increase yield of targetable alteration
detection.

» Published guidelines elaborating standards for analytical performance characteristics of cell-free tumor DNA have not been established, and in
contrast to tissue-based testing, no guidelines exist regarding the recommended performance characteristics of this type of testing.

» Cell-free tumor DNA testing can identify alterations that are unrelated to a lesion of interest, for example, clonal hematopoiesis of indeterminate
potential (CHIP).

» The use of cell-free/circulating tumor DNA testing can be considered in specific clinical circumstances, most notably:

0 1f a patient is medically unfit for invasive tissue sampling

0 In the initial diagnostic setting, if following pathologic confirmation of a NSCLC diagnosis there is insufficient material for molecular analysis,
cell-freefcirculating tumor DNA can be used; however, follow-up tissue-based analysis for all patients in which an oncogenic driver is not
identified should be planned (see NSCL-18 for oncogenic drivers with available targeted therapy options).

0 In the initial diagnostic setting, if tissue-based testing does not completely assess all recommended biomarkers owing to tissue quantity or
testing methodologies available, consider repeat hiopsy and/or cell-free/circulating tumor DNA testing.

0 In the initial diagnostic setting, if the feasibility of timely tissue-based testing is uncertain, concurrent cfDNA testing may aid in biomarker
evaluation for treatment selection, provided negative results are considered per above limitations.
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