Interim Results of fight-202, A Phase 2, Open-Label, Multicenter Study of INCB054828 in Patients
With Previously Treated Advanced/Metastatic or Surgically Unresectable Cholangiocarcinoma
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Table 2. FGFR2 Translocations in Cohort A Figure 4. Duration of Treatment and Confirmed Response in Patients With CCA and FGFR2 Translocations as per Independent

Reviewer (Cohort A)

Table 4. Most Common TEAEs and TRAEs Occurring in 2 20%? of Patients With CCA

Background

COhOI't A .| TEAEs - All COhOftS TRAEs - All COhOftS
¢ Cholangiocarcinoma (CCA) is a rare malignancy. There are no well established second-line regimens after failure ¢ The data cut (24 Jul 2018) included a total of 91 patients in cohort A; the analysis focuses on the first 47 patients FGFR2 Translocation, n (%) (n=47) N = 89)° N = 89)°
of first-line therapy with gemcitabine and cisplatin. The median overall survival (OS) and progression-free survival enrolled in cohort A who were followed for = 8 months; 22 and 18 patients in cohorts B and C, respectively, are FGER?-BICC1 14 (29.8) > (N=89) (N=89)
PFS) of patients receiving second-line therapy are 7.2 and 3.2 months, respectively’ included (Figure 2
(FFS) e 9 5 >y . . P y . . (Fig ) . o . FGFR2-AHCYL1 2 (4.3) Adverse event, n (%) All Grades Grade 3/4 All Grades Grade 3/4
¢ Dysregulation of FGFR signaling by FGFR translocations may be involved in the pathogenesis of CCA%3 ¢ Median number of treatment cycles in cohort A was 11 (range, 1-23); median duration of treatment was 217 days
_ _ _ _ o _ _ o . o) as (range, 14-489) FGFR2-MACF1 2 (4.3) >
¢ FGFR2 translocations occur almost exclusively in patients with intrahepatic CCA (iCCA) at an incidence of 13%—17% 9 ’ | | | FGFR2 intron 17 rearrangement 2 (4.3) > Hyperphosphatemia 54 (60.7) 0(0.0) 49 (55.1) 0(0.0)
¢ Median number of cycles in cohort B was 2.5 (1-14); median duration of treatment was 47.5 days (range, 7-287) FGERNEDDAL 1 24) >
S5 T Frpeliaies o R A E i [ sl Iy e * Median number of cycles in cohort C was 2.0 (1-7); median duration of treatment was 39 days (range, 7-142) FGFRY-SOGAT 1 (2: 0 > Alopecia 37 (41.6) 0(0.0) 33 (37.1) 0(0.0)
Gene Aberration Tumor Location/Type Prevalence _ _ _ .. FGFR2-POC1B 1(2.1)
Figure 2. Patient Disposition by Cohort : i
FGFR1 Translocation 8p11 myeloproliferative Syndrome 100%7 gpy— FGFR2'NOL4 1 (21) g Diarthea 5 (393) 2 (22) 2 (292) 2 (22)
FGFR2 Translocation Cholangiocarcinoma (intrahepatic) 13%—17%*° FGFR2-ACLY 1(2.1) D :
ecreased appetite 33 (37.1) 2(2.2) 22 (24.7) 1(1.1)
FGFR3 Mutation Bladder (non-muscle invasive) 50%—60%? Cohort A - FGFR2 translocations Crelelis £ - DIl MR a5 Crelivalns (© = e (S FIREIRA FGFR2-SLMAP 1(2.1)
N = 47 genetic alterations genetic alterations >
FGFR3 Mutation Bladder (muscle invasive) 10%—15%? N =22 N=18 FGFR2-FILIP1 1(2.1) Fatigue 32 (36.0) 4 (4.5) 21 (23.6) 1(1.1)
FGFR3 Translocation Bladder (muscle invasive) 6% FGFR2-SPICET 1(2.1)
p l l l N FGFR2-KIAA1217/FGFR2 exon 1-17 1(2.1) g Dysgeusia 32 (36.0) 0(0.0) 31(34.8) 0(0.0)
¢ Pemigatinib (INCB054828), a selective, potent, oral inhibitor of FGFR1, 2, and 3, has shown efficacy in patients Discontinued treatment n = 28 Discontinued treatment n = 20 Discontinued treatment n = 18 FGFR2-KIAAT217 1(2.1) : Constipat 27 (30.3 0(0.0 10 (112 0(0.0
with FGF/FGFR genetically altered tumors?® "PDin=20 "PDin=14 *PDin=11 FGFR2-TTC28 1(2.1) - onstipation (30.3) (0.0) (11.2) (0.0)
* Flbroblast Growth Factor Receptor Inhibitor in Oncology and Hematology Trials (fight)-202 is a phase 2, open- TAEN i 2_ PAEN i 2_ PAEIN=2 o FGFR2-CCDC158 1(2.1) o Stomatits 27 (303) 3(3.4) 2 (27.0) 3 (3.4)
label, multicenter study evaluating the efficacy and safety of pemigatinib in patients with advanced/metastatic or rDeathin=1 rDeathin=1 " Lostto follow up: =1 FGFR2-AFR 1(2.1) > ' ' ' '
surgically unresectable CCA with FGFR2 translocation (NCT02924376) * Physician decision: n = 2 * Physician decision: n = 1 » Withdrawal by subject: n = 2 FGFR2-SHROOM 1(2.1
+ Withdrawal by subject: n = 2 + Withdrawal by subject: n = 2 - Other: n = 2 isadase 122 1; - Dry mouth 26 (29.2) 0 (0.0) 21(23.6) 0 (0.0)
. . « Other: n =1 :
Objectlve N J U J U J FGFR2-COL16A1 1(2.1) Nausea 26 (29.2) 0(0.0) 14 (15.7) 0(0.0)
o | | _ _ | ! ! ! FGFR2-GOPC 1(2.1)
® To present results of an interim analysis from the fight-202 study based on data from the first 47 patients with [ Treatment ongoing j [ Treatment ongoing j [ Treatment ongoing j FGFR2-NOL4 1(2.1) 0 Hypophosphatemia 23 (25.8) 12 (13.5) 9(10.1) 5 (5.6)
. : S _ _ _
FGFRZ2 translocations enrolled in cohort A and followed for =2 8 months n=19 n=2 n=0 FGFR2 amp/FGFR2-RABPGAP1L and FGFR2-LAMCH 1 24)
Arthralgia 21(23.6 6 (6.7 10 (11.2 4(4.5
FGFR2-PAWR 1(2.1) .
Edema peripheral 20 (22.5 1(1.1 3(3.4 0(0.0
Key Inclusion Criteria FOFR2-GAB2 1) o “ o - -
i ngF/FéFR ytolog | y =1P FGFR2-ARHGAP24 1(2.1)
® ocumentation o gene alteration status ] ) ) o FGFR2-TACC1 1(2.1) TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event.
®  Radiographically measurable disease per Response Evaluation Criteria in Solid Tumors (RECIST) v1.1 paseline bemographics and Disease Characteristics . FGFR2-STRN4 1(21) o patents were clasiied a5 et e 0 heving o FGFIFGPR alleation confimed b cantl e, therefoe, no cohort assignment s dore.
* Eastern Cooperative Oncology Group performance status (ECOG PS) < 2 Baseline and disease characteristics are presented for all cohorts in Table 1 FGFRIATED ' 2A) X A ! !
: . o o . .
*  Adequate hepatic function ¢ In cohort A, median age of patients was 55 years (range, 26-76), 53.2% were female, and 98% had iCCA ,
o .
— Total bilirubin < 1.5 x upper limit of normal (ULN); < 2.5 x ULN for patients with Gilbert syndrome or metastatic — 98% of patients had ECOG PS < 1 Efficacy = _
disease involving liver — 49% of patients received = 2 prior therapies _ _ - | Con CI usions
— Aminotransferases < 2.5 x ULN; < 5 x ULN for patients with liver metastases — 94% of patients were from regions other than Asia ALkl S el . : : : . . . PR 4SD &PD . . . . . Ongoing
* Adequate renal function — 66% of patients had Stage 4 disease at enroliment ¢ ORRin co.hortAwas 40.4% (95% _Cl’ 26-4%'5_5-7%) (Table 3) o 1+ 2 3 4 S5 6 7 8 9 A0 A M2 A3 41516 * In this interim analysis of patients from cohort A who had at least 8 months follow up, pemigatinib
— Creatinine clearance > 30 mL/min — 1 patient each had a history of chronic hepatitis B or hepatitis C — 19 patients (40.4%) had a confirmed PR (Figures 3 and 4) Treatment Duration (Months) was generally well tolerated and demonstrated preliminary efficacy in previously treated patients
*  Serum phosphate < institutional ULN — The most common FGFR?2 translocation was FGFR2-BICC1 (29.8%), followed by FGFR2-AHCYL1 (4.3%), — 21 patients (44.7%) had best response of stable disease (SD) . e e o RECIST Y 1 fan I with CCA harboring FGFR2 translocations
a : =4/ WUmor assessment data are 1rom inaepenaent centralizea radlological review commitiee per Vv 1.1 and response IS coniirmea.
® Serum calcium within institutional normal range FGFR2-MACF1 (4.3%), and FGFRZ intron 17 rearrangement (4.3%) (Table 2) Secondary endpoints: — The ORR was 40.4%
: PR ¢ Median DOR in cohort A has not been reached; the probability of maintaining response = 6 months was 86.2% : : : — Most common TEAEs included hyperphosphatemia, alopecia, and diarrhea
}fey Excll.Jsmn St | - Table 1. Baseline Demographics and Disease Characteristics (95% Cl. 55.0%-96.4%) (Table 3) > | 2B ° ¢ Median !DFS Wa§ 9.2 months in cohort A (Figure 5) | | yperphosp P oo N
No prior treatment with select FGFR inhibitors * DCR was 85.1% in cohort A (Table 3) — Median PFS in cohorts B and C were 2.1 and 1.7 months, respectively ¢ Overall, these results support continued development of pemigatinib as a promising treatment for
* History of calcium phosphate homeostasis or ectopic mineralization/calcification Cohort A Cohort B Cohort C oe | C edler B8 wEe A58 e I eeer A patients with CCA harboring FGFR2 translocations
. . . e . . . . L (n = 47) (n=22) (n=18) — DCRin cohorts B and C was 45.5% and 22.2%, respectively _ _ _
ge, median (range), years - - - : : : : is pl d
Figure 1. Phase 2, Open-label Multinational Study Sex, n (%) Table 3. Primary and Secondary Endpoints by Patient Cohort (Assessed by Independent Reviewer) Figure 5. Kaplan-Meier Estimates of PFS (Assessed by Independent Reviewer) IS planne
.| ’
; — N r— Male 22 (46.8) 11 (50.0) 10 (55.6) | Cohort A Cohort B Cohort €
| _ Patients | FGFR2 translocations s A Femal 95 (53.2 11(50.0 8 (44 4 Variable (n=47) (n = 22) (n=18) Cohort A Cohort B Cohort ©
. Pahentstwglh rgectzstqttuhc |fr surgically (n = 100) « Pemigatinib 13.5 mg QD, emaie (53.2) (50.0) ) ORR, % (95% ClI) 40.4 (26.4-55.7) 0 (0.0-15.4) 0 (0.0-18.5) 109+ Evaluable patients, n ar 22 ' Disclosures
unresectable with Known 2 weeks on/1 week off - : : : : : : : : ;
: _ Region, n (%) | Events, n (%) 22 (46.8) 17 (77.3) 16 (88.9)
FGF/FGFR alterations who have Cohort B : «21- Best OR. n (° 0.9 o _ _ _ . _ _ _ _
— Failure of = 1 previous treatment Other FGRFGER genetic alterations > f:d?;%gng ji::;:e Asig 3(6.4) 11 (50.0) 0(0.0) est OR, n (%) pensored. n %) (95% CI), months 5235225(36224_,\,5 2(1202(?18_6 80) %181(1)38_1 84) Hollebecque: Servier, Merck Serono, Amgen, Gritstone Oncology. Borad: Incyte. Sahai: NewLink Genetics,
—Age 2 18 years — progression or unacceptable | | | CR kY L) i) 0-87 | o - - Halozyme, Celgene, Bristol-Meyers Squibb. Catenacci: Merck, Bristol-Meyers Squibb, Eli Lilly and Company, Five
—~ECOGPS=<2 Cohort C toxicity Outside of Asia 44 (93.6) 11 (50.0) 18 (100.0) PR 19 (40.4) 0(0.0) 0(0.0) _ ’ ’ _ ' . o ’ _ o
_ - - No FGF/FGFR genetic alterations N / ' ' ' 0.7 7 Prime, Genentech/Roche, Amgen, Taiho, Foundation Medicine, Guardant Health. Murphy: Bristol-Meyers Squibb.
Adequate hepatic and renal function ) (n = 20) ECOG PS. n (o/) > |—|_|1
b P SD 21(34.7) 10(4939) 4(22.2) = 0.6- . Vaccaro: Exelixis, Celgene, Merck Sharpe and Dohme, Eli Lilly and Company, Astellas, EMD Serono, Incyte, Bristol-
(Pati - - 0 15 (31.9) 7(31.8) 7(38.9) PD 5(10.6 7(31.8 10 (55.6 S
c ajents could be screened agd egm"e?. basj’?hon 'Oﬁi'hgenom'c e anteal %”t mus! have | ' | (10.6) (31.8) (55.6) 3 Meyers Squibb, Array BioPharma, NewLink Genetics. Paulson: Immunomedics, Ipsen, Bristol-Myers Squibb, Eisai,
(Ifour:jcg?i:)ial\wgd?;nséquence T PRTTITITEE DRI THE SPOIrs Benial mhoraon 1 31(66.0) 12 (54.5) 8 (44.4) NE 2(4.3) 5 (22.7) 4(22.2) £ > Taiho, Merrimack. Oh: AstraZeneca. Féliz: Incyte — Employment and Stock Ownership. Lihou: Incyte — Employment
- Sequencing was done using a nexi-generation sequencing platiorm 2 1(2.1) 3(13.6) 3(16.7) Median DOR, months (95% Cl) NE (6.93-NE) NE (NE-NE) NE (NE-NE) E’ 047 and Stock Ownership. Zhen: Incyte — Employment and Stock Ownership. Abou-Alfa: Agios, Amgen, Antengene,
QD, once dail. Number of prior systemic therapies, n (%) DCR, % (95% Cl) 85.1(71.7-93.8) 45.5 (24.4-67.8) 22.2 (6.4-47.6) 0.37 Aptus, Aslan, Astellas, Array BioPharma, AstraZeneca, Bayer, Bristol-Meyers Squibb, Boston Scientific, Carsgen, Casi,
1 24 (51.1) 13 (59.1) 11 (61.1) NE = not evaluable, upper limit was not reached. 0.2 ]_ Celgene, CytomX, Daiichi, Debio, Delcath, Eisai, Eli Lilly and Company, Exelixis, Genentech, Gilead, Halozyme, Incyte,
Study Endpoints | Inovio, Ipsen, Mabvax, Medimmune, Momenta, Novartis, OncoMed Pharmaceuticals, Merck, Onxeo, PCI Biotech,
y Enap 2 15(31.9) 5(22.7) 3(16.7) 017 .o
" " " " " " " " " ensored . . . " I . .
Primary endpoint: >3 8 (17.0) 4(18.2) 4(222) ::g:;i 2d5:tstR I::ir:;g:a(%i ﬁ:ftr:o?)e From Baseline in Target Lesion Size in Patients With CCA and FGFR2 Translocations as per 00- | Roche, Sanofi, Servier, Silenseed, Sillajen, Sirtex, Vicus, Yakult.
¢ Overall response rate (ORR) in cohort A, assessed by independent review per RECIST v1.1 Prior surgery, n (%) 16 (34.0) 7(31.8) 6 (33.3) e 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
Secondary endpoints: Prior radiation, n (%) 9(19.1) 4(18.2) 5(27.8) E=PD 5 =sD o = PR = = NE o of atont at i Time to Events, months Acknowledgments
¢ ORRin cohort B, cohort C, and cohorts A + B Stage at initial diagnosis, n (%) 607 Cohort A 47 46 40 36 34 30 30 23 23 17 10 9 5 3 3 1 0 The authors wish to thank the patients and their families, the investigators, and the site personnel who participated in
* Duration of response (DOR) 1 5 (10.6) 1(4.5) 1(5.6) 40 20:0:2 fz fg 131 2 ? ? f 3 (1) ; 8 8 g 8 8 o0 this study. This study was sponsored by Incyte Corporation (Wilmington, DE). Medical writing assistance was provided
ono
¢ Disease control rate (DCR) 9 6 (12.8) 1(4.5) 1(5.6) Q by Michael R. Convente, PhD, of Scientific Pathways, Inc (Hamilton, NJ), and funded by Incyte Corporation.
© Progression-free survival (PFS) 3 3 (6.4) 3 (13.6) 1 (56) [ Median PFS: 9.2 mo (96% CI: 6.44 to NE); 22/47 (46.8%) patients had a PFS event (4 deaths and 18 patients with PD); Probabilty of maintaining PFS for 12 mo was 44.6%
¢ Overall survival (OS) m a
«  Safety and tolerability 4 31 (66.0) 17 (77.3) 12 (66.7) £ 0- Inmm.2_ I11 I I I I I B e
Missing 2(43) 0(00) 3 (16.7) < 20- I I I I I I I I I I I I I I I Safety and Tolerability 1. Lamarca A, et al. Ann Oncol. 25(12):2328-2338.
= g Tumor location, n (%) o ¢ The most common treatment-emergent adverse events (TEAEs) in all patients were hyperphosphatemia (60.7%), . o.
StﬂtlStlcaI MethOdS ntrahenatic 46 (97.9) 15 (68.2) 1 (61.4) E 40 - alopecia (41.6%), diarrhea (39.3%), decreased appetite (37.1%), fatigue (36.0%), and dysgeusia (36.0%) (Table 4) = (Gl (G5, GUELL A0S i, AUEEIISEes:
| . . . - .
= . . . L P © — Hyperphosphatemia was managed with diet, phosphate binders, or dose modification 3. Wu'YM, etal. Cancer Discov. 2013;3:636-647.
afety analyses are performed on all patients enrolled in the study who received 2 1 dose of study drug; efficacy Extrahepatic 0 (0.0) 3 (13.6) 7(38.9) X _ _ _ _ _ _ 4 AraiY N | 2014-59(4):1427-1434
analyses are performed on all patients enrolled in the study who received = 1 dose of study drug and who have a g 007 ° Gragje > 3 TEAESs in > 5% (?f all patients were hypophosphatemia (13.5%), hyponatremia (7.9%), abdominal pain . Arai'y, et al. Hepatology. ;59(4):1427-1434.
known FGF/FGFR alteration or who have a negative FGF/FGFR alteration from the central genomics laboratory Other 0(0.0) 4(18.2) 0(0.0) 0 " (6.7%), and arthralgia (6.7%) 5. Ang C. J Gastroenterol Hepatol. 2015;30(7):1116-1122.
*  Primary endpoint, ORR in cohort A: proportion of patients with the best response (complete response [CR], or Unknown 1(2.1) 0(0.0) 0(0.0) ® Five patients had TEAEs with a fatal outcome, none were related to study treatment 6. Graham RP, et al. Hum Pathol. 2014:;45:1630-1638.
part,f | f;:’;”?:gﬂ) " RI'EdCIS-CIJI- VI1' 1 | ingful in this setti d le size of 100 patients i risory orhepatls 1) o _ 2020: g: 25 pai‘_e”i d: dddse tc; fa"l:dre to’ thIn;'et ' ' I t | ion, d d Vo .o (B8, Gl i el ZDUOTAURBIHEIE
— An 0 o is considered clinically meaningful in this setting, and a sample size o patients is Chronic hepatitis B 1(2.1 1(45 0 (0.0 — Cohort B: 3 patients died due to abdominal distension, sepsis, malignant neoplasm progression, dyspnea, an _ | |
estimated to provide >95% probability to have a 95% CI with a lower limit of >15% Henatit Cp , (2 1) 1 (4 5) 9 (O 0) N = 44: excludes 3 patients (n = 1 NE, patient died before the first assessment; n = 2 SD, no target lesions). pleural effusions 8. Dienstmann R. Ann Oncol. 2014;25(3):552-563. |
— The 95% ClI for ORR is estimated using the Clopper-Pearson method Shatis 21 (4.9 0.9 " Patient had a response of SD, and a best percentage change from baseline of 0.0%. — Cohort C: 1 patient died due to cholangitis 9. Saleh M, et al. AACR 2017. Abstract CT111. pl‘;tgf";gg’fé;‘;%%‘g‘:gg\z



