Continued Sunitinib Treatment after Progressive Disease in a Worldwide Treatment-use Trial
of Patients with Gastrointestinal Stromal Tumor
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INTRODUCTION ® Treatment continued for as long as there was evidence of
disease control in the judgment of the investigator. Table 1. Baseline patient characteristics. Table 3. Most common treatment-related AEs.*
® Sunitinib malate (SUTENT®), an oral multitargeted tyrosine P n (%)
kinase inhibitor (TKI')’ 1S approved multinationally for the ' ® Survival was monitored for up to 2 years after the last dose of continued Sunitinib All patients (N=1,124) Sunitinib continued after PD (n=380) Sunitinib stopped after PD (n=324)
treatment of gastrointestinal stromal tumor (GIST) after failure sunitinib or until July 2008, whichever came first. - All patients after PD stopped after : - -
of imatinib due to resistance or intolerance, for advanced Characteristic (N=1,124) (n=380) PD (n=324) AE et s SielIS A et Clitie et ATl e ClfELe s St
renal cell carcinoma, and for unresectable or metastatic, well- ® Tumor measurements/assessments were performed by Age, years Any AE 1,030(92) 580 (52) 363 (96) 214(56) 300(93) 152(47)
differentiated pancreatic neuroendocrine tumor. investigators using local standards of care. Median 59 58 59 Diarrhea 454 (40) 60 (5) 186 (49) 25(7) 114(35) 11(3)
Range 10-92 10-84 11-89 Fatigue 477 (42) 97 (9) 182 (48) 38 (10) 132 (47) 18 (6)
® A worldwide, open-label, treatment-use study (NCTO0094029; ® Safety and tolerability were assessed by monitoring adverse Sex.n (%) Hand-foot syndrome 363 (32) 123 (11) 150 (40) 54 (14) 102 (31) 37(11)
enroliment: September 2004 — December 2007) provided events (AEs) and laboratory values, and by physical examination. Male 672 (60) 253 (67) 192 (59) Hypertension 288 (26) 74(7) 140 (37) 34(9) 77 (24) 25 (8)
access to ;unmmb to patients with advanced imatinib- | Fernale 452 (40) 127 (33) 132 (41) Nausea 327 (29) 23(2) 138 (36) 6(2) 76 (23) 6(2)
reSIStqnt(-lhglolirant GItSTl;Nhlo malyrc(ljve beneﬁted_ fromit, t?[Ut ® Toxicities were graded using National Cancer Institute Race/ethnicity, n (%) Decreased appetite 302 (27) 25(2) 114 (30) 5(1) 83 (26) 7(2)
were ineligible for sunitinib clinical studies, or were in a countr i iteri i N
. ! g . y Common Terminology Criteria for Adverse Events version 3.0. White 858 (76) 292 (77) 239 (72, Stornatitis 258 (23) 22 (2) 101 (27) 113) 83 (26) 9(3)
in which regulatory approval had not yet been granted and in Neut _ 519 (19 90 (8 99 (26 46 (12 4 (17 7S
which no sunitinib GIST studies were available. Statistical Methods Black 38(3) 15 (4) 8(2) eutropenia (19 (8) (26) (12) (17) (5)
. . e Asian 201 (18) 63 (17) 69 (21) Vomiting 247 (22) 28 (2) 89 (23) 6(2) 76 (23) 11(3)
~ An earlier report from this study concluded that sunitinib ® Due to the nature of the study, a sample size was not Unk 27 (2) 10 (3) 8(2) i
was effective and well tolerated in this broad population of edetermined and no 'nfererﬁ'al ana? o wore planned nknown Thrombécympenla 223 (20) 63 (6) 87(23) 24(6) 57(18) 17(5)
patients with advanced GIST’ p I l ' yses were p : ECOG PS,n (%) Dysgeusia 180 (16) 0 84 (22) 0 43 (13) 0
All q q d 0 420 (37) 166 (44) 115 (35) Mucosal inflammation 258 (23) 23(2) 77 (20) 5(1) 63(19) 6(2)
® Continuous kinase inhibition has been posited as important cpﬁtlnuous ata were summdrized using es.cn.ptlve 1 521 (46) 165 (43) 164 (51) Anemia 181(16) 61 (5) 75 (20) 23 (6) 47 (15) 13 (4)
. L . L1 . statistics (mean, standard deviation, median, minimum and 7 135 (12) 38 (10) £0(12) o .
or optimizing outcomes of patients with kinase-mutant-driven , . . Skin discoloration 173 (15) 1(<1) 74(19) 0 46 (14) 1(<1)
maximum values) and all categorical data were summarized 3 3303) 10(3) >
cancers such as GIST. using frequencies and percentages “Occurring in 220% of patients in either subgroup; listed in descending order of overall frequency in the continuation-after-PD subgroup.
gireq P ges. 4 5(<1) 0 0 bSeventeen grade 5 events considered to be treatment-related occurred in the study.
Unknown 10 (1) 1(<1) 3(1) ‘One grade 5 event deemed related to treatment occurred in this subgroup.
® The StUdy population included all patients enrolled who ‘Two grade 5 events deemed related to treatment occurred in this subgroup.

received at least one dose of sunitinib (intent-to-treat [ITT]

OBJECTIVE population).
® An ad-hoc analysis was performed to compare the outcomes Overall Survival
: . e [ ] i i i —Mei Table 2. Sunitinib exposure (from start of treatment).
of patients who continued on sunitinib treatment after Swveifcl)l dssurvwal (05) was estimated using Kaplan—Meier i ® Median OS (from start of treatment) among patients who CONCLUSIONS
progressive disease (PD) versus those who stopped after PD ' SUT_“”‘% S‘tmi“”ig’ remained on treatment after PD was 22.8 months (95% ® Results of this analysis suggest that patients with GIST
. T continue stoppe .
using data from the treatment-use study of sunitinib in GIST. ® In this post-hoc analysis, patients were dichotomized based on All patients after PD aftgerD confidence interval [CI]: 20.4—2.4.7) and 13.2 mont.h‘s {95% CL who continued on sunitinib after PD exhibited a better
whether sunitinib treatrment was continued or stopped after (N=1,124) (n=380) (n=324) 11.7-14.5) among those who did not continue sunitinib after clinical outcome (longer OS) than those who stopped
objective assessment of PD. No. of treatment cycles started PD (Figure 1). treatment after PD.
Median 5 9 4 — However, the potential impact of differing patient
METHODS Range 1262 1-62 1-35 Figure 1. OS from start of treatment in patients who continued or stopped characteristics and selection bias cannot be ruled out in
Study Popu[ation RESU LTS Time drug was administered, months sunitinib treatment after PD and in the overall ITT population. this retrospective analysis.
Median 4.6 8.1 3.7
i i iteria i : Medi hs)  95% CI ® Whi ' i '
¢ Key inclusion crtteria included : Patients Range <0.1-569 0.6-56.9 <01-319 — SU continued after PD _:80 : IOrZ]Z(nSjont : 20.4-24.7 \(Z/l\llﬁr;;l\el\lgrLTjer;eZT:ESVE:st(gtl?Oer:r:l:er?oriteecigll\\//lzhtﬁg:‘sltllcg?
~ age 218 years (count'ry—speaﬁc protocol amendments also Time on treatment, months® — SUstopped afterPD 324 132 11.7-145 f " e H h E F% £ continu
allowed younger patients to enroll) ® At final data cut-off (October 2011), 1,124 of 1,131 patients Median 20 195 cc —ITT 1,124 16.6 14.9-18.0 conl rnjatlon,t ey sugge;t t € bene tso cqntmumg
— histologically confirmed, advanced and/or recurrent GIST not enrolled had received at least one dose of sunitinib on study R o '75 , 07 ﬁ. , o '52 0 100 = sunitinib treatment despite disease progression,
. ange A=7/D. J—=7A. =24 i i i i /i i
amenable to standard therqpy with curative intent (ITT populatlon). 9 dependlng on alternatives available for individual patients.
Patients with dosin 592 (53) 231(61) 147 (44) S i _ i i i it i i i
— failure of prior treatment with imatinib (PD or significant o OF it ot 380 contined and 32 stonoed sumitinit interruptions, n (%? = 80 E:'i Ggri?s Wg"; ﬁniilngstthh 'Tﬁ:nlb SUQ%ESU?QKI |
- ese patients, continued an stopped sunitini ’ E at continued treatment or rechallenge with a in
toxicity that precluded further treatment) t p PP AE-related? 470 (42) 179(47) 113 (35) 2 60 ; . : el
T R . e reatment after PD. 2 patients with GIST is beneficial.
— ineligibility for participation in ongoing sunitinib clinical Other® 248 (22) 115 (30) 52 (16) 5 .
[ _ - o = 7
stud e§ _ o _ ® The two subgroups were generally well balanced for baseline Days with interruption, % S
— potential to derive clinical benefit from treatment with demographics (Table 1) Median 5 3 6 S 201 . .
Sunltlﬂllb (investigator sJu'dgment) . — There was a higher proportion of men (67 % vs. 59%) and Range 0-96 0-49 0-96 0 | | | | | | | | REFERENCES
— resolution of all acute toxic effects of any prior therapy/ patients with an Eastern Cooperative Oncology Group Patients with dose 484 (43)  213(56)  122(38) 0 o 20 30 4 S0 60 70 80
surgery to grade <1 performance status (ECOG PS) of 0 (44% vs. 35%) among reductions, n (%) Time (months) 1. Reichardt P, Kang YK, Ruka W, et al. Poster presentation at the 44th Annual Meeting
. . i . of the American Society of Clinical Oncology, Chicago, Illinois, USA, May 30-June 3,
— adequate organ function. patients who continued treatment after PD. Total dose, mg U sunitinib 2008 (Abstract 10548).
' o _ Median 6,075 10,112 5,238 2. Ttaliano A, Cioffi A, Coco P, et al. Ann Surg Oncol 2012;19:1551-1559.
@ Exclusion criteria included: Drug Exposure Range 38-69950  450-65962  50-42000 | | Safety 3. Blay J¥, Pérol D, Le Cesne A.Ann Oncol 2012:23:1659-1665.
— participation in any other concurrent therapeutic clinical trial L , L Dailv dose. m
. ® Exposure to sunitinib treatment is summarized in Table 2. y dose,mg ® The rate of treatment-related AEs was numerically higher
— symptomatic central nervous system metastases Median 50 46 50 : . .
~ g ar di o th ' 6 h ‘ ' o ' among patients who continued sunitinib treatment after PD
cardiovascular disease in the previous 6 months. ® Patients who continued on sunitinib after PD did so for a Range 15-53 15-53 27-50 (96%) compared with those who stopped treatment after PD ACKNOWLEDGMENTS
median of 4.7 months after PD. “For Schedule 4/2, time on treatment was the time period starting from date of first (93%: Table 3).
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® All patients received sunitinib at a starting dose of 50 mg/day who did not continue post-PD (median 9 vs. 4 cycles started Zn tredotment was the time period starting from date of first dose and ending at last ® The most common treatment-related AEs in both subgroups operations staff.
; te. . .
in 6-week cycles (4 weeks on treatment/2 weeks off treatment in total). bg’Z‘;n;’ Ceomd be interrupted for more than one reason. were diarrheaq, fatigue, and hand—foot syndrome. This§tudy was supported by funqing from Pfizer Inc. )
[Schedule 4/2]); a protocol amendment ultimately allowed — They also had a longer median time on drug and a higher “Patients who had their daily dose prescribed below the assigned dose for any reason — These were mainly grade 1/2 and occurred at a numerically Medical writing support was provided by Wendy Sacks at ACUMED
. . . ; . . . at any time during the study. . . . e (New York, NY, USA) with funding from Pfizer Inc.
patients to switch to 37.5 mg on a continuous daily dosing median total dose administered overall than those who y 9 y higher rate among patients who continued sunitinib after PD . .
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