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Background GIST demographics and treatment

“ GIST is the most common malignant neoplasm of mesenchymal origin
« Annual incidence of 10 — 15 cases / million / year

% Over 85% of GIST cases are driven by an activating mutation in KIT (75%) or
PDGFRA (10%) — uncontrolled activation of kinase signaling

« Wide variety of amino acid changes across well-defined exons

* Tyrosine kinase inhibitors (TKIs) targeting KIT and PDGFRA have
dramatically improved clinical outcomes for patients with metastatic GIST

« Median overall survival has improved from <12 months to ~ 5 years

s Approved agents: imatinib, sunitinib, regorafenib, ripretinib, avapritinib
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Background TKi-resistance is defined by KIT secondary mutations
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Background ctDNAin GIST

Genetic alterations affecting KIT exon 11
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Background CctDNAin GIST

1. Heterogeneity in primary and KIT secondary mutations
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Background CctDNAin GIST

1. Heterogeneity in primary and
secondary KIT mutations

2. | ctDNA shedding in GIST

ctDNA Tumor FFPE
Variahle Mutation Positive Mutation Positive Detection Rate, %

All patients (n = 36) 20 36 56

Primary tumor

Metastatic low burden and responding

Metastatic low burden and progressive

Metastatic high burden and responding

Metastatic high burden and progressive

Arshad, JCO PO 2020
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Background ctDNAin GIST

1. Heterogeneity in primary and
secondary KIT mutations

Ph I/ll PLX9486 (n=35)
| ctDNA shedding in GIST » Association with response
Ph Il Ponatinib (n=45)
ctDNA has only been explored in » Heterogeneity of KIT muts
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» Outcomes

_ » Treatment guidance
Wagner, JAMA Oncol 2021; George, Clin Can Res 2022;
Serrano, Clin Can Res 2019; Naml@s, Mol Can Ther 2018;

Arshad, JCO PO 2020; Serrano, BMC Can 2020
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Background VOYAGER phase lll clinical trial
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Background VOYAGER phase lll clinical trial

Avapritinib Regorafenib
(n = 240) (n =236)

Events, No. 154 145
Median (months) 4.2 5.6
95% CI 3.7 t0 5.6 3.8t07.2

‘ \ R HR, 1.25 (95% CI, 0.99 to 1.57);
VOY G E ' P = .055 {log-rank)

Avapritinib
. N=240
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GIST

. Regorafenib
R _.. e

- Avapritinib
= Regorafenib

Primary endpoint: PFS

0 1 2 3 4 6 6 7 8 9 1117213 14 15 16 17 18 19
Time From Random Assignment (months)

No. at risk:
Avapritinib 240 221 151 142 94 88 53 50 29 29 22 17 8
Regorafenib 236 224 169 161 108 106 71 66 46 46 36 31 15

Kang YK et al, J Clin Oncol 2021
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Study Design and Methods

¢ Collection of plasma samples from all patients recruited in the VOYAGER
phase lll clinical trial:

» Baseline
* End of Treatment (EoT)

“ ctDNA analysis: 74-gene panel G360 from Guardant®

» Landscape of KIT and PDGFRA mutations in advanced GIST
> ctDNA & outcomes*

*Cutoff date: March 9, 2020
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Results: detection of KIT/PDGFRA variants at baseline

» KIT/PDGFRA-mutant, advanced GIST pts
3 Jine and 4th after IM and SU

Avapritinib Regorafenib
N=240 N=236

ctDNA performed N = 386 tDNA performed
(81.1%)

n=196 (81.7%) n=190 (80.5%)
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Results: detection of KIT/PDGFRA variants at baseline

» KIT/PDGFRA-mutant, advanced GIST pts
3 Jine and 4th after IM and SU

Avapritinib Regorafenib
N=240 N=236

ctDNA performed N = 386 tDNA performed
(81.1%)

n=190 (80.5%)

n=196 (81.7%) -
N =333
ctDNA detected ctDNA detected

(86%)
n=168 (85.7%) n=165 (86.8%)
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» KIT/PDGFRA-mutant, advanced GIST pts
3 Jine and 4th after IM and SU

Avapritinib Regorafenib
N=240 N=236

ctDNA performed N = 386 tDNA performed
(81.1%)

n=190 (80.5%)

n=196 (81.7%) -
N =333
ctDNA detected ctDNA detected

86%
=168 (85.7%) ( —"’) =165 (86.8%)

Any KIT variant detected » n = 250 pts (75.1%)
Any PDGFRA variant detected » n =18 pts (5.4%)

2022 AS CO #ASC022 PRESENTED BY: Content of this presentation is the property of the AS CO émféiﬁ%i%gféé?
César Serrano, MD PhD author, licensed by ASCO. Permission required for reuse. KNOWLEDGE CONQUERS CANCER

ANNUAL MEETING Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain



Landscape of KIT mutations: heterogeneity (1)
> Number of ctDNA detected KIT variants per subject

Number of ctDNA detected KIT variants per subject

Treatment arm
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Landscape of KIT mutations: heterogeneity (2)
- Primary and secondary KIT mutations: codons affected across KIT sequence

CctDNA KIT codons affected

Treatment arm:
I Avapritinib
Regorafenib
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ctDNA mutations & outcomes: ATP-binding pocket

Shorter mPFS and mOS in patients with ctDNA+ ATP binding pocket
mutations treated with AVAPRITINIB v. REGORAFENIB

Median PFS Median OS

1.0 === Regorafenib, 7.4 mo 1.0 === Regorafenib, 11.3 mo
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ctDNA mutations & outcomes: Activation loop

Shorter mPFS in patients with ctDNA+ Activation loop mutations (in the
absence of ATP-BP mutants) treated with AVAPRITINIB v. REGORAFENIB

Median PFS Median OS
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ctDNA mutations & outcomes: Avapritinib

mPFS on AVAPRITINIB is longer when ctDNA secondary mutations in the
ATP binding pocket are absent

Median PFS — ATP binding pocket Median PFS — Activation loop
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ctDNA mutations & outcomes: Regorafenib

REGORAFENIB showed similar activity regardless KIT mutational status
and the location of KIT mutation

Median PFS — ATP binding pocket Median PFS — Activation loop
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ctDNA mutations & outcomes: ctDNA negative for KIT mut -

Different PFS behavior among ctDNA KIT negative patients treated with
avapritinib (targeted TKI) v. regorafenib (multikinase inhibitor)

Median PFS - avapritinib Median PFS - regorafenib
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End of Treatment: Resistance to avapritinib (n=42)

Enrichment in resistance mutations emerging from the ATP binding
pocket (exons 13 and 14) in 42 patients after progression to avapritinib
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Conclusions

¢ This is the first study to address the utility of ctDNA sequencing in advanced
GIST in the context of a large, international phase lll clinical trial.

s Hybrid capture-based plasma sequencing detects KIT primary and
secondary mutations in the majority of TKl-resistant GIST patients.

¢ ctDNA studies reveals important inter- and intra-patient heterogeneity of
KIT secondary mutations after progression to imatinib and sunitinib.

“ ctDNA sequencing correlates with outcomes in pretreated GIST.
|dentification of ATP binding pocket mutations in KIT negatively correlates
with avapritinib activity.

* The multikinase inhibitory nature of regorafenib may be relevant for its
clinical activity regardless the type of KIT secondary mutation by plasma.
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