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EESMD INVICTUS: Randomized Phase 3 Study Design
Ripretinib as =4th line therapy in patients with advanced GIST

INVICTUS
ripretinib 150 mg BID

Ripretinib or
Randomization 15(28"_‘333D Continue ripretinib 150 mg QD
21 e Disease Dose escalate to
progression by or ripretinib 150 mg BID
EITeE Discontinue study treatment
Stratification independent or
Prior treatments: central review . .
3vs24 (BICRY! —»  Cross over to ripretinib 150 mg QD DIEGESD > t_c_‘;“:':;'e .
ECOG PS: Placebo unblinding progression fipretini mg
0vs1or2 —  (28-day or or
cycles) . .
Discontinue stud
—> Discontinue study treatment —> e —— v

Primary Endpoint Select Secondary Endpoints

Post-primary follow-up analysis*

PFS + Objective response rate (ORR) assessed by BICR
(per modified RECIST based on Blinded (key endpoint) Data cutoff
Independent Central Review [BICR]) * Overall survival (OS) \/ 9 M arCh 2020

*Data from this study (including the primary endpoint) were initially evaluated at the 31 May 2019 data cutoff.
BID, twice daily; ECOG PS, Eastern Cooperative Oncology Group performance score; PFS, progression-free survival; QD, once daily.
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EERRESMD™ " Progression Free Survival and Objective Response Rate*
ITT population

Kaplan-Meier Estimate of PFS i i

0 0 0
100 A Median PFS (95% CI), months (E:vents, r;(/”o/ ?g (Zi;’) 377 (18;;;)
Ripretinib150mg QD 6.3 (4.6, 8.1) ensored, n (%) (22.4%) (15.9%)
_ 804 ]'_ Placebo 1.0 (0.9, 1.7) PFS 6 months, % (95% Cl) 51.0% (39.4, 61.4) 3.2%(0.2,13.8)
£ 1 HR (85%C1) =0.16 (0.1, 0.27) PFS 12 months, % (95% Cl) 23.6% (14.6, 34.0) NE (NE, NE)
£ wd V PFS 18 months, % (95% Cl) 12.6% (6.0, 21.9) NE (NE, NE)
= 1
% .. . ORR, n (%) 10 (11.8%) 0
& : 95% CI 5.8,20.6 0.0,8.0
] 40
% =1 DOR, months, median, (95% Cl) 14.5 (3.7, NE) NE (NE, NE)
& . L
1.__ _ g 7 Change from Baseline in Sum of Diameters of Target Lesions of
i T ' onfirmed Responders Based on BICR
0+ Consorat [ 5
L T T T T T T T T T T T & -
0 2 4 6 8 10 12 14 16 13 20 22 24 £ -
Months g )
Patients at Risk: Ripretinib 150mg QD === Placcbo £
Ripretinib 150mg QD 85 65 s2 37 28 22 16 12 8 s 2 1 0 2
Placebo 44 7 4 1 1 1 o £
The only patient remaining on placebo at the May 31, 2019 data cutoff crossed over to the ripretinib 150 mg QD treatment g
without BICR PD upon the study unblinding in Aug 2019. The PFS was censored on the last day before crossover.

. . Months from Cycle 1, Day 1
*Data from this study (including the primary endpoint) were initially evaluated at the 31 May 2019 data cutoff. [®} Treatment discontinued

BICR, blinded independent central review; Cl, confidence interval, DOR, duration of response; HR, hazard ratio; ITT, intent-to-treat (all randomized patients); NE, not estimable; ORR, objective response rate; PD, disease
progression; PFS, progression-free survival; QD, once daily.



EEEESMD ™ Ripretinib Showed PFS Benefit in All Assessed
Patient Subgroups

Subgroup Ripretinib 150 mg QD (N) Placebo (N) Hazard Ratio (95% CI)
Age Group
18 - 64 Years 57 2 0.26 (0.14, 0.46) —o—
> 65-74 Years 20 12 0.18 (0.06, 0.56) —e—
75 Years or Older 8 10 0.03 (0.00, 0.56) ; + {
Gender
Male 47 26 0.18 (0.10, 0.35) —e—
Female 38 18 0.20 (0.10, 0.39) —e—
Race
White 64 33 0.14(0.07, 0.25) ——{
Non-White 13 7 0.46 (0.15, 1.42) e
Not Reported 8 4 0.11(0.01,097) p——-——
Country
us 40 20 0.17 (0.08, 0.34) —e—
Non-US 45 24 0.23(0.12,0.43) —o—
Screening ECOG
0 38 19 0.34(0.16, 0.69) —e—
lor2 47 25 0.10 (0.05, 0.21) —e—i
Number of Prior Systemic Anti-cancer Treatments
3 54 27 0.15(0.08, 0.29) ——
=4 3 17 0.27(0.13, 0.55) —e—
o(;m 0‘:11 o's 1 ;
< >

In favor of ripretinib In favor of placebo

Cl, confidence interval; ECOG, European Cooperative Oncology Group; PFS, progression-free survival; QD, once daily.
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M Overall Survival*

ITT population

Kaplan-Meier Estimate of OS R(i,',) ':‘é;ib Zl.a:i%)

100 Median OS (95% CI), months Events, n (%) 38 (44.7%) 31 (70.5%)
Ripretinib  NR (13.1, NE)
s ®1 "., Pl soe oy = 042 (026,067 | || Censored, n (%) 47 (55.3%) 13 (20.5%)
-~ -
;‘: 0 —-.Il'-l. 08 6 months, % (95% Cl) 84.3% (74.5,906)  55.9% (39.9, 69.2)
=
S preoesemeeeeee- R RARLEET semsessesmmeeeecTooooEeoe ~eeeed
£ = 0S 12 months, % (95% CI) ~ 65.1% (536, 745)  29.7% (16.8, 43.7)
= 40 1—1—1_..
= Ty
2 "'*""‘*"‘"'L 0S 18 months, % (95% Cl) 53.0% (41.3,63.3)  29.7% (16.8, 43.7)
A -t
0S 24 months, % (95% CI) ~ 50.6% (38.5, 61.4) NE (NE, NE)
0 —_* Censored
G YR T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Months »  With 9 months of additional follow-up after the
Patients at Risk: Ripretitib), === Placebo primary analysis, the median OS for patients
Ripretinib 85 81 76 67 59 55 9 37 2 10 3 1 0 . . .
Paco 44 S 2% s m o1 o1moomoo1m ol 41 o randomized to ripretinib has extended from 15.1
months to “not reached”

Overall survival data includes all time periods, including dose escalation to 150 mg BID. Placebo curve includes patients who crossed over to
ripretinib treatment.

*Data from this study (including the primary endpoint) were initially evaluated at the 31 May 2019 data cutoff.
BID, twice daily; CI, confidence interval; HR, hazard ratio; ITT, intent-to-treat (all randomized patients); NE, not estimable; NR, not reached; ORR, objective response rate; OS, overall survival; QD, once daily.
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FEESMD Safety Summary

Safety findings were consistent with the previous primary analysis results

TEAEs in >15% of Patients & Grade 3/4 TEAEs

Ripretinib Ripretinib Placebo Placebo
any grade grade 3/4 any grade grade 3/4

TEAEs Leading to Dose Modification

Ripretinib E
(n=85) (n=43)*

Preferred Term, n

Alopecia 0 0 Any TEAE leading to dose reduction, n (%) 7(82) 1(2.3)
Fatigue (47) 3(3.5 2.3) ; ) )

Nausea (41) 3(35 0 Any TEAE leading to dose interruption, n (%) 22 (26) 9(21)
Abdominal pain 34 (40) 6 (71 4.7) ; 1 inuati o

Constipation 31 (37) 1012 ( 0 Any TEAE leading to treatment discontinuation, n (%) 7(8.2) 5(12)
Myalgia 30 (35) 2(24 5(12) 0 Any TEAE leading to death, n (%)** 6(7.1) 10 (23)
Decreased appetite 26 (31) 1(1.2 9(21) 2(47) " ] o oot b1 ono donth \

i *44 patient; ized t , but 1 did not receive treatment. ** thi
artea BO)_ 1012|604 1@ sl ot pactn b ocsevsinen st ccharn
erythrodysesthesia syndrome 1922 0 0 0
Vomiting 19 (22) 3(35) 3(7.0) 0 - ) )
\';Iveadﬁtr:ge S 1; (gg) 8 % (ﬁ-27) 8 » After 9 months of additional follow-up, the increase in TEAEs

eight decrease . . .
Arth?algia 16 219; 0 P ((4_7)) 0 and the number of new TEAEs leading to dose modification
Muscle spasms 16 (19) 0 2(47) 0 or death in patients was minimal
Edema peripheral 16 (19) 1(1.2) 3(7.0) 0
Blood bilirubin increased 15 (18) 1(1.2) 2(4.7) 0
Anemia 14 (17) 9 (11) 8 (19) 6 (14)

Dry skin 14 (17) 0 5(12) 0
Hypertension 13 (15) 6(7.1) 2(4.7) 0

*44 patients were randomized to placebo, but 1 did not receive treatment.
fCorresponding grade 3/4 TEAEs to TEAEs in >15% of patients receiving ripretinib.

QD, once daily; TEAE, treatment-emergent adverse event.
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EESVD INVICTUS: Conclusions

+ With an additional 9 months of follow-up from the primary results of the phase 3 randomized INVICTUS ftrial,
ripretinib continues to provide clinically meaningful benefit with a well-tolerated safety profile in patients with
advanced GIST who have received at least 3 prior TKls

* Median PFS was 6.3 months with ripretinib vs 1.0 month with placebo

» Median OS was not reached with ripretinib vs 6.3 months with placebo

* ORR was 11.8% with ripretinib vs 0% with placebo

« Safety findings were consistent with the previous primary analysis results

* Ripretinib 150 mg QD is currently approved for 4" line GIST in the United States (FDA), Canada (Health
Canada), and Australia (TGA)

Enroliment is ongoing in INTRIGUE, a phase 3, interventional, randomized, multicenter, open-label study of
ripretinib vs sunitinib in patients with advanced GIST after treatment with imatinib (NCT03673501)

FDA, Food and Drug Administration; GIST, gastrointestinal stromal tumor; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; QD, once daily; TGA, Therapeutic Goods Administration; TKI,
tyrosine kinase inhibitor.
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