Intra-patient dose escalation of ripretinib after disease progression in patients with advanced gastrointestinal
stromal tumor: Analyses from the phase 3 INVICTUS study
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INTRODUCTION Table 1. Baseline characteristics at study entry Figure 3. Total duration of treatment in ripretinib patients receiving Table 2. TEAEs in >10% of patients receivingripretinib IPDE
Patients with PD receiving Patients with PD not receiving IPDE to 150 mg BID Ripretinib 150 mg QD Ripretinib 150 mg BID

o : . \ . iod (n =43) period (n = 43)2
. _ _ L o haracterist ripretinib IPDE to 150 mg BID ripretinib IPDE pPerio
Ripretinib, a switch control kinase inhibitor of KIT/PDGFRA, is indicated for the treatment of Characteristics P (n = 43) 0 P (n = 22) Preferred term, n (%)
. . : : . : ®* — All grades Grade 3-4 All grades Grade 3—4
adult patients with advanced gastrointestinal stromal tumor (GIST) who have received prior _ . T = o o _ _
treatment with 3 or more kinase inhibitors, including imatinib? Age at study entry, median (range), years 59 (36-79) 57 (40-82) o e — Abdominal pain 18 (42) 2 (5) 13 (30) 3 (7)
In the INVICTUS study (NCT03353753), patients with >fourth-line GIST receiving ripretinib 18-64 27 (63) 18 (82) o o '_ = = Decreased appetite 13 (30) 1(2) 11 (26) 2 (5)
150 mg once daily (QD) had a mgdian progression-free survival (PFS) of 6.3 months versus 65.74 12 (28) 1 (5) » < ¢ 'x Anemia 5 (12) 1(2) 10 (23) 6 (14)
1.0 month for placebo (hazard ratio [HR] = 0.15, p <0.0001) as of 31 May 20192 . ° X \ 13 (30 L 10 (23 L
In the dose-escalation phase of phase 1 study (NCT02571036), the maximum tolerated dose 275 4 (9) 3 (14) — » ausea (30) 2) (23) 2)
was not reachedwith doses up to 200 mg twice daily (BID) and the starting dose of ripretinib Sox m o« —°* R ° Blood bilirubin increased 8 (19) 0 8 (19) 0
150 mg BID was well tolerated without significant dose-limiting toxicity? °© - o - Constipation 16 (37) 0 8 (19) 0
Patients in the INVICTUS study were offered the option of ripretinib intra-patient dose Male 25 (58) 13 (59) - . - o | | _ Diarrhea 11 (26) 0 7 (16) 0
escalation (IPDE) to 150 mg BID after disease progression on ripretinib 150 mg QD2 Female 18 (42) 9 (41) = e — ri/lp?rdels:il;j lirsigl(r)ngoélgevg:?;vrvrlltgnths
In this exploratory analysis, as of 10 Aug 2020, we report the safety and efficacy of ripretinib e? o ° (range, 1 day-18.6 months) Fatigue 19 (44) 1(2) 7 (16) 2 (3)
IPDE to 150 mg BID among patients randomized to ripretinib 150 mg QD in the INVICTUS study ECOG Performance Status «°, ° . V?;,‘.2ir‘;i{;%r?;':;b1'§?n§§;‘;‘??,fi’,f;hé% Myalgia 15 (35) 1(2) 7 (16) 0
0 21 (49) 8 (36) S — o = QP andBib periods Palmar-plantar erythrodysesthesia 8 (19) 0 7 (16) 1(2)
METHODS 1 17 (40) 11 (50) ———— Alopecia 26 (60) — 6 (14) —
@ .
In INVICTUS, patients with advanced GIST having received 23 prior anticancer therapies 2 5 (12) 3 (14) — Ripretinib 150 mg QD Asthenia 7 (16) 0 6 (14) 1(2)
were randomized to ripretinib 150 mg QD (n = 85) or placebo (n = 44) _ _ _ _ ° e ° B ot roenmee Dyspnea 4 (9) 0 6 (14) 1(2)
: - : : : - Primary mutation (central testing of tumor tissue) ® Progressive disease
Ripretinib IPDE to 150 mg BID was allowed after disease progressionon ripretinib 150 mg « e Vomitin 7 (16) 12) 6 (14) 12)
QD as assessed by blinded independent central review using modified Response Evaluation KIT exon 11 25 (58) 12 (55) —> Ongoing J
Criteriain Solid Tumors (MRECIST) 1.1 ' ' ' ' ' ' Muscle spasms 6 (14) 0 5(12) 0
. . : : : . KIT exon 9 7 (16) 3 (14) 0 6 12 18 24 30
Tumor imaging was performed every 28-day cycle for the first 4 cycles in the ripretinib 150 Treatment duration (months) Edema peripheral 7 (16) 0 5(12) 0
mg QD perlold an.d-then every.Other CyCIe’ InCIUdlng the 150 mg BID pe“Od - . Other KIT 1 (2) 0 BID, twice daily; IPDE, intra-patient dose escalation; QD, once daily. Weight loss 9 (21) 0 5 (12) 0
Among the I’Iplretlnllb IPDE patients, PFS1 was.the interval between the date of randomlzatlon PDGERA 1(2) 2 (9) Figure 4. Kaplan-Meier plots of overall survival = Data represent new or worsening TEAES in the ripretinib 150 mg BID period. The ongoing TEAES from the ripretinib 150 mg QD period were not included if
Untll progreSSI\le dlsease (PD)’ PFSZ was the Interval between the date Of the fIrSt dose Of 100 — gll%){ '[\?vrirclzlgz(ijlya;tlg]glisﬁrr?tfa?[raggﬁ{ ggis(tjaeéscalation; QD, once daily; TEAE, treatment-emergent adverse event.
ripretinib 150 mg BID to PD or death KIT wild type/PDGFRA wild type 3 (7) 2 (9) ~ Median OS Months (95% Cl) T
e — e 1aotte | Table 3. Dose modifications
Not available® or not done® 6 (14) 3 (14) = Rpretnb overal: 18.2 (131, N9 Ripretinib 150 mg QD Ripretinib 150 mg BID
RESU LTS Data are presented as n (%) unless otherwise noted. o T racebor 63 (1100 FEIEEIENS, [T (%) period (n = 43 period (n = 43)2
e s - Any dose interruption 6 (14) 11 (26)
- BID, twice daily; ECOG, Eastern Cooperative Oncology Group; IPDE, intra-patient dose escalation; PD, progressive disease; PDGFRA, platelet-derived grow thfactor receptor alpha. % 60 - .
Figure 1. Study flow 154 patients assessed for eligibility | | | o | E Any dose reduction 2 (5) 8 (19)
Figure 2. Kaplan-Meier plots of PFS among ripretinib IPDE patients R il St . = TR Any TEAE leading to treatment discontinuation N/A 7 (16)°
¢ . L. . . o . g i . = o aData only includes dose interruption/dose reduction/treatment discontinuation in the ripretinib 150 mg BID period.
Ripretinib 150 mg QD period Rlpretlnlb 150 mg BID perlod c °7 patients had 10 TEAEs leading to treatment discontinuation.
129 randomly assigned PFSl (n — 43) PFSZ (n — 43) g BID, twice daily; N/A, not available; QD, once daily; TEAE, treatment-emergent adverse event.
100 Vedian PES Vonths  (95%C) 100 - VedianPFES  Months (@5%C) S Ripretinib 150 mg BID was well tolerated with new or \{vo_rsening Grade 3—4 |
< — RipretinibPFS1: 4.6 (2.7,6.4) - —— RipretinibPFS2: 3.7  (3.1,5.3) treatment-emergent adverse events (TEAES) of anemia in 6 (14%) and abdominal
| v 3 S w- |+ consore pain in 3 (7%) patients | |
85 assigned to ripretinib 150 mg QD 44 assigned to placebo N 2 O e PR SR S e S e N I FEN TR BEN S p_— Ripretinib 150 mg BID was discontinued due to TEAES in 7 (16%) patients
85 received allocated treatment 43 received allocated treatment o o 00 7 o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
1 did not receive allocated treatment i £ No. atrisk. Months
240 7 .é 40 o  Ripretinib patients rece.iv?ng PDE 43 43 42 39 35 34 30 27 23 19 16 14 7 2 1 0
65 had disease progressionby BICR using : Mol S N S RS SR S S -
mREC'ST Vll | g’ 20 - gb 20 Placebo 44 34 29 24 17 14 12 12 12 12 12 6 4 1 1 0 . .
\/ - o ) Cl, confidence interval; IPDE, intra-patient dose escalation; NE, not estimable; OS, overall survival. ¢ BaSEd On thIS eXploratory anaIySIS Of the phaSe 3
! 1 o i, crcemoed 000000 0 R INVICTUS study, ripretinib IPDE to 150 mg BID after
ClinicalTrials.gov: NCT03353753 o 2 4 6 8 10 12 14 16 18 20 22 24 o 2 4 6 8 10 12 14 16 18 20 22 24 Median overall survival (mOS) was 18.4 months in patients randomized to ripretinib - : : . -
43 received ripretinib IPDE to 22 continued ripretinib 150 mg QD o, atrikc Months \o. at risk. Months 150 mg QD with PD and receiving IPDE to 150 mg BID (n = 43) and 14.2 months in dI_Se.ase Prog !’GSSIOI’] c_m I’Ipl’e-tlnlb 150 mg QD prowdgc!
150 mg BID OR discontinued study treatment - 'p|:31l o o m w m . i \ ) 1 1 L . 'b. PFszl w e w ) , ) . those randomized to ripretinib 150 mg QD with PD and not receiving IPDE (n = 22) clinical benefit for patlentS with advanced GIST receiving
- | - | | - | e i (HR 0.74, 95% C1 0.37-1.49) >fourth-line therapy
BICR, blinded independent central review; BID, twice daily; IPDE, intra-patient dose escalation; mRECIST, modified Response Evaluation Criteriain Solid Tumors; QD, once daily. Of the 43 riprt_atinib PDE patient_s,,Swith progrgssive disease during riprgtinib 150 mg QD were censore_d due to newanti_—cancertherapyorsurgery/radiation. Among the intention-to-treat pOpUlation Of |NV|CTUS’ mOS was 182 mOnthS (95% - . o
BID, twice daily; Cl, confidence interval; IPDE; intra-patient dose escalation; PFS, progression-free sunival, QD, once daily C|, 13.1—not estimab|e) in the ripretinib group (n i 85) versus 6.3 months (95% C|’ o The Safety proflle for rlpretlnlb 150 mg BID was acceptable
Of the 85 patlents randomlged to npretlnlp 150 mg QD, 43 recelvgd rlpr§t|n|b IPDE to 150 mg Among the 43 patients in the ripretinib arm receiving IPDE, med_lan PFS1 (mPFS1) was 4.6 months (95% confidence interval [Cl], 4.1-10 months) in patients randomized to the placebo group (n = 44) (HR 0.42, 95% with a similar tolerablllty pI’OfIle to the 150 mg QD dosmg
BID after disease progression by blinded independent central review using mRECIST v1.1 2.7-6.4) and mPFS2 was 3.7 months (95% CI, 3.1-5.3); the ratio of mMPFS2/mPFS1 was 80% C10.27-0.67)
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