Safety profile of ripretinib, including impact of alopecia and palmar-plantar erythrodysesthesia syndrome (PPES) on
patient reported outcomes (PROs), in 24th-line advanced gastrointestinal stromal tumors (GIST): Analyses from INVICTUS
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In May 2020, the US FDA approved ripretinib for the treatment of adult patients with advanced GIST who median time of alopecia onset Table 5. GEE analysis summary of the association between alopecia and PPES with _ _
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_ ' i - P the 5 PRO measures in patients taking ripretinib : .
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* INVICTUS (NCT03353753) is a randomized, double-blind, placebo-controlled phase 3 study of ripretinib in — When there was no ef‘“.' date for the AE, twas c_:oded conservatively as having Any TEAE leading to dose interruption 20 (24) 9 (21) Alopecia £ g S
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advanced GIST patients who progressed on imatinib, sunitinib, and regorafenib Dose interruption due to alopecia 1(1.2) 0 EORTC QLQ-C30 5 * 5 ?
— Ripretinib demonstrated a significant improvement in median progression free survival (PFS) vs _ _ Overall health 0.17 (=0.10, 0.44) 0.22 ] N
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0.62]; nominal P = 0.0004), with a well-tolerated safety profile4 Role function 4.50 (-2.87,11.87) 0.23
* Patients receiving ripretinib had improved scores on patient reported outcome (PRO) measures compared * In the ripretinib arm, alopecia occurred in 44 patients (52%) and PPES occurred in 18 DIEEE MERIEien 8 1 Elispe 1-2) 0 EQ-5D-5L <) E;Fe{:,?n@;? }iﬁﬂigvﬁiﬁ"aﬁf,aiﬁ?tﬁgftagﬁgé ®) EO?;;Cei%:_nQ_ﬁs?e(t)i\r/]?tﬁlvli?huzlr::jyvsiftlr:geultnP%aEtlse e
with a decline in patients receiving placebo (see ASCO 2020 poster #423 for more details) patients (21%, Table 2) Dose reduction due to PPES 1(1.2) N/A VAS 3.01 (-0.64, 6.67) 0.11 4 9rp 4 grp
* Here, we report further details regarding the safety of ripretinib and the impact of alopecia and palmar-plantar — The highest common terminology criteria for adverse events (CTCAE) severity “There were no patients with PPES in the placebo group. REES ] ]
erythrodysesthesia syndrome (PPES) on patient reported outcomes (PROS) classification for alopecia is grade 2; therefore, no patients in either arm had grade N/A, not applicable; PPES, palmar-plantar erythrodysesthesia syndrome; TEAE, treatment-emergent adverse event. EORTC QLQ-C30 a7 a7
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M ET H O D S —  The incidence of alopecia was 57% in females and 43% in males * Of the 44 patients receiving ripretinib that developed alopecia, the majority (34/44; 77%) Overall quality of life 0.12 (=0.26, 0.50) 0.54 i 1°] 4+ 1 et ] A
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* In INVICTUS, 129 patients were randomized 2:1 to receive ripretinib 150 mg once daily (n = 85) or placebo _ _ o reported a severity of grade 1 (Table 4) EQ-5D-5L 3 3
(n = 44; one patient did not receive drug, Figure 1) . Anerr_ua was t_he most common grade 3/4 _TEAE (9.4%) in the_ ripretinib arm; grade 3/4 VAS 1.65 (-2.11, 5.41) 0.39 4 | | | , , o S . , , , | | o S
e Patient reported outcomes (PROS) were assessed with questions from the EUfOQOl'SD (EQ'SD'SL) and the anemia was hlgher (14%) In placebo and ||ke|y due to Underlymg GIST Table 4 Grad ed TEAES for alopecia and PPES aThis indicates the impact on PRO score in patients with alopecia or PPES, vs patients without alopecia or PPES, while keeping other variables constant (ie., C1D15 C201  C3D1  C4Di csn: csr:1 c7D1  C8D1  C9D1  C10D1 C1Di5 €201 C3D1  C4D1 050(1 CGI:;1 c7D1 c8D1 coD1 C10Di
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European Organlzatlon for the Research and Treatment of Cancer Quallty of Life Questlonnalre (EORTC * There were no serious adverse events of 3.|Op€C|a or PPES reported EORTC QLQ-C30, European Organization for the Research and Treatment of Cancer Quality of Life Questionnaire; EQ-5D-5L, EuroQol-5D; GEE, general
L _030’ Table 1 Ripretinib Placebo estimating equation; PPES, palmar-plantar erythrodysesthesia syndrome; VAS, visual analogue scale. With al i2/PPES With | i2/PPES
QLR ) Categories, n (%) (n =85) (n =43) o @ v aoped : ' OUtaOpeq
Fiqure 1. INVICTUS studv desian _ _ . _ o * Longitudinal graphs out to cycle 10 day 1 demonstrate responses for the 5 PROs (mean (dot size is proportional to number of patients)
J ' y J | Double-blind period | Table 2. TEAEs in >20% of patients receiving ripretinib® Alopecia 44 2 change from baseline) are generally maintained for patients receiving ripretinib that developed
a|0pecia or PPES and those that did not Figures 3-5 PPES, palmar-plantar erythrodysesthesia syndrome; SD, standard deviation.
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_ _ 150 D ’ Ripretinib Placebo Grade 2 10 (23 0 . . : : : Figure 5. Mean change from baseline in state of health (VAS) scores for patients
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BICR, blinded independent central review; BID, twice daily; EORTC QLQ-C30, European Organization for the Research and Treatment of Cancer Quality of Life Questionnaire; EQ- Nausea 33 (39) 3(3.5) 5(12) 0 * In patients receiving ripretinib, the medl_an time to first appearance and the median time to £ 127 L S—" ,4‘ —‘ l — < m £ 127 ® ‘S £ 20 g 20
5D-5L, EuroQol-5D; GIST, gastrointestinal stromal tumor; ORR, objective response rate; PFS, progression-free survival; QD, once daily; RECIST, response evaluation criteria in worst grade of PPES were the same (Flgure 2) 8 104 | 141 Sl A 2 @ | 6 o 3 10 ! 14 = o a7 % -30 1 % 30 |
solid tumors; VAS, visual analog scale. § ol ) § 20 l 5 40 1 G -0 A
. . . ) . . & 301 & a0 501 501
Table 1. Patient reported outcome assessments Abdominal pain 31 (37) 6(7.1) 13 (30) 2 (4.7) Figure 2. Median first appearance and worst grade of alopecia and PPES in the g 4w & a0 s °
. . . -50 - -50
Pat|ent reported outcomes Descr|pt|on rl p retl n I b ar m . F t W t d o0 | 50 | C1D15 C2D1 C3D1 Cc4D1 :_:::cme.c:;1 C7D1 c8D1 CaD1 C10D1 C1D15 c2D1 C3D1 C4D1 (\.‘,ﬁz:;cyc‘&f:‘:;1 C7D1 c8D1 CoD1 Cc10D1
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COﬂStlpatlon 29 (34) 1 (1.2) 8 (19) 0 Visit (cycle, day) Visit (cycle, day)
Visual analogue scale (VAS) ¢ Records self-rated health on a vertical visual analogue scale . With alopecia/PPES Without alopecia/PPES
¢ Ranges from 0 (worst imaginable state of health) to 100 (best imaginable state of health) _ 1.9 C) EORTC QLQ-C30 Physical function in patients D) EORTC QLQ-C30 Role function in patients (dot size is proportional to number of patients)
EORTC QLQ-C30 Myalgia 27 (32) 1(1.2) 5(12) 0 Alopecia receiving ripretinib with and without PPES receiving ripretinib with and without PPES
PPES, palmar-plantar erythrodysesthesia syndrome; SD, standard deviation; VAS, visual analogue scale.
Physical function ¢ Five questions evaluating strength, endurance, and daily physical functioning (n = 44) 2.1 gg ;2
e Four-point rating scale ranging from “1-not at all” to “4-very much” _ 50 | 50 |
o Responses were rolled up to a score ranging from 0 to 100 in which a larger value is Diarrhea 24 (28) 1Q2.2) 6 (14) 1(2.3) g 0 g5 40
better % zg ; zz
. . . .. . . .. % 10 4 67 & 45 24 39] JZI zal 27[ :l\ % 10
Role function e Two qugstlon§ evaluating Ilrpltatlons“durlng ever”yda‘)‘/ activities ] Decreased appetite 23 (27) 1(1.2) 9 (21) 1(2.3) P ol o oo T __1;? g s [ % £ o
e Four-point rating scale ranging from “1-not at all” to “4-very much 1.9 2 -0 ! " ' 1 T/ € 109 . . . L . .
« Responses were rolled up to a score ranging from 0 to 100 in which a larger value is PPES s ™ . * Inthe phase 3 INVICTUS trial, ripretinib demonstrated a significant improvement in PFS
better (n = 18) 1.9 g ] o and a clinically meaningful overall survival benefit vs placebo and had a well-tolerated
PPESP 18 (21 0 0 0 = : 50 ] 50 i
Overall health (question C29)2 ¢ One question asking patients to rate their overall health during the past week on a scale D) ZE ZE safety profile
of 1 (very poor) to 7 (excellent) | | | | | T oo i Gat oib1 Geb1 o o1 a1 Ceon | Giood ™ CID15S  C2D1  C3D1  C4D1  CSD1  C6D1  C7D1  C8D1  C9D1  C10Df * For both alopeCia and PPES, the majority of the events were of lower severity grades and
Overall quality of life (question C30)2 e One question asking patients to rate their overall quality of life during the past week on a Vomiting 18 (21) 3 (3.5) 3 (7.0) 0 0 0.5 1 15 2 25 Vst cxcle. dav) Vst (evte. ) did not generally worsen over time
scale of 1 (very poor) to 7 (excellent) . With alopecia/PPES Without alopecia/PPES e Wh tratified by al . d PPES tient ted ts of f " I
aQuestions C29 and C30 were additional analyses; all other analyses were pre-specified. Ti h (dot size is proportional to number of patients) SRS J & Op?CIa ar,] g [Pl e ploln=] EssEsmiE il Qb e e, Eeie:
EQ-5D-5L, EuroQol-5D; EORTC QLQ-C30, European Organization for the Research and Treatment of Cancer Quality of Life Questionnaire. aThe highest severity classification for alopecia is grade 2. "The highest severity classification for PPES is grade 3. . Ime (mont S) health, and overall quallty of life were generally stable
PPES, palmar-plantar erythrodysesthesia syndrome; TEAE, treatment-emergent adverse event. PPES, palmar-plantar erythrodysesthesia syndrome PPES, palmar-plantar erythrodysesthesia syndrome; SD, standard deviation.
Acknowledgments References Corresponding author
This study was sponsored by Deciphera Pharmaceuticals, LLC (Waltham, MA). Medical writing and editorial support 1) Parab TM, et al. J Gastrointest Oncol. 2019; 10:144-54; 2) Hsueh YS, et al. PLoS One. 2013; 8:e65762. 3) Smith BD, et al. Cancer Cell. 2019; 35:738-51 e9. 4) von Mehren M, et al. Ann. Oncol. 2019; 30(Suppl 5):v925. Presented at ESMO Suzanne George, MD (Suzanne_George@dfci.harvard.edu)

were provided by Lauren Hanlon, PhD; and Stefan Kolata, PhD, of AlphaBioCom, LLC (King of Prussia, PA). 2019 in Barcelona, Spain. 5) McHorney CA, et al. Abstract PGI137. ISPOR 2020.



