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INTRODUCTION

® Cholangiocarcinoma (CCA) is an aggressive epithelial tumour
of the bile duct with poor prognosis’

® CCA tumours are characterised by high genomic
heterogeneity, with 40% to 50% of tumours harbouring at least
1 clinically actionable genetic alteration?

— FGFR1-3 alterations are among the oncogenic drivers found

® Pemigatinib is an oral, potent, selective fibroblast growth
factor receptor 1, 2, and 3 inhibitor for the treatment of adults
with previously treated, unresectable, locally advanced or
metastatic CCA with an FGFR2 fusion or other rearrangement®

OBJECTIVE

® To report the final results from FIGHT-202, an open-label,
single-arm, multicentre phase 2 study evaluating the safety
and efficacy of pemigatinib in patients with previously treated
locally advanced or metastatic CCA (NCT02924376; EudraCT
2016-002422-36)

METHODS

Study Design and Patients

® Eligible patients were =218 years old, with locally advanced/
metastatic or surgically unresectable CCA that progressed
after 21 prior therapy, a documented FGF/FGFR status,
Eastern Cooperative Oncology Group performance status <2,
and adequate hepatic and renal function

¢ Patients were separated into 3 cohorts based on confirmed
FGF/FGFR status

— Cohort A: FGFRZ2 fusions or rearrangements
— Cohort B: other FGF/FGFR genetic alterations

— Cohort C: no FGF/FGFR genetic alterations
(United States only)

— Patients were prescreened for FGF/FGFR status,
documented either centrally (FoundationOne®, Foundation
Medicine), based on local assessment, or an existing
Foundation Medicine report; retrospective central confirmation
of locally documented FGF/FGFR status was required

® Patients received an oral pemigatinib starting dose of 13.5 mg
once daily (2 weeks on/1 week off) until progression or toxicity

Endpoints and Assessments

® The primary endpoint was objective response rate (ORR) in
cohort A, confirmed by independent central review

— ORR was defined as the percentage of patients with
complete response (disappearance of all target lesions) or
partial response (230% decrease in the sum of the longest
diameters of target lesions)

® Secondary endpoints included ORR in cohorts A+B, B, and C,
as well as duration of response (DOR), disease control rate,
progression-free survival (PFS), overall survival (OS), and
safety in all cohorts

Statistical Analyses

® The efficacy population included all patients with centrally
confirmed FGF/FGFR status who received 21 pemigatinib dose

® The safety population included all patients who received
=21 pemigatinib dose

RESULTS

Patients
® Atotal of 147 patients enrolled (Figure 1)

Figure 1. Study Disposition
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Clinical Bilary Tract Cancer

¢ Patient demographics and baseline clinical characteristics are
shown in Table 1
Table 1. Patient Demographics and Baseline Clinical Characteristics

CohortA CohortB CohortC Total

Characteristic (n=108) (n=20) (n=17)  (N=147)*
Age, median (range), y 55.5 63.0 65.0 59.0
(26-77)  (45-78) (49-78)  (26-78)

Women, % 61 55 41 58
White, % /3 45 82 1
Time since initial diagnosis, 1.3 0.7 1.0 1.1
median (range), y (0.2-11.1) (0.2-2.5) (0.34.3) (0.2-11.1)
ECOG PS, %

0 43 35 35 41

1 53 50 47 52

2 5 15 18 7
Intrahepatic CCA, % 99 65 59 90
Metastatic disease, % 82 100 94 86
=2 prior systemic therapies, % 40 40 35 39

CCA, cholangiocarcinoma; ECOG PS, Eastern Cooperative Oncology Group performance status.
*The total includes 2 patients for whom FGF/FGFR status could not be centrally determined; the 2 patients were not
assigned to a cohort and were evaluated for safety but not for efficacy.

Response
® |n cohort A, ORR was 37% (95% CI: 28, 47; Table 2)

Table 2. Response to Pemigatinib

CohortA CohortB CohortC

Parameter (n=108) (n=20) (n=17)
Duration of follow-up, median (range), mo 42.9 47.5 51.9
(19.9-52.2) (43.7-51.1) (49.5-53.7)
ORR,* % (95% CI) 37 0 0
(28, 47) (0, 17) (0, 20)
DCR,* % (95% CI) 32 40 18
(74, 89) (19, 64) (4,43)
Best overall response, %
Complete response 3 0 0
Partial response 34 0 0
Stable disease 45 40 18
Progressive disease 15 35 65
Not evaluable 3 29 18
DOR, median (95% Cl), mo 9.1 - -
(6.0, 14.5)

DCR, disease control rate; DOR, duration of response; ORR, objective response rate.
*ORR is complete response + partial response; TDCR is complete response + partial response + stable disease.

® Among 104 evaluable patients, median best percentage
change from baseline in the sum of target lesion diameters
was —28.4% (range, —100% to +55%; Figure 2)

Figure 2. Best Percentage Change From Baseline in Target Lesion Size in
Cohort A (FGFR2 Fusions or Rearrangements)
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Lower limit of blue shading indicates criterion for partial response (=30% decrease in sum of target lesion diameters).

® Median DOR in cohort A was 9.1 months (95% CI: 6.0, 14.5;
Figure 3)

Figure 3. Duration of Response in Cohort A (FGFR2 Fusions or
Rearrangements)
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Survival Outcomes

® |n cohort A, median PFS was 7.0 months (95% CI: 6.1, 10.5;
Figure 4A), and median OS was 17.5 months (95% CI: 14 .4,
22.9; Figure 4B)

Figure 4. (A) PFS and (B) OS in All Cohorts
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Safety

¢ All patients experienced 21 treatment-emergent adverse event
(TEAE; grade =3, 69%)

— The most common TEAEs overall were hyperphosphatemia,
alopecia, and diarrhoea (Table 3)

Table 3. TEAEs Occurring in 225% of Patients Overall

Cohort A Cohort B Cohort C Total
(n=108) (n=20) (n=17) (N=147)*
Al Grade All Grade All Grade All Grade
Event Grades 23 Grades 23 Grades =23 Grades =23
Any TEAE, % 100 67 100 75 100 76 100 69
Hyperphosphatemia 56 0 65 0 /1 0 59 0
Alopecia 59 0 20 0 18 0 50 0
Diarrhoea 54 4 25 0 35 6 48 3
Fatigue 46 5 25 0 53 18 44 5
Nausea 43 3 35 0 41 0 41 2
Stomatitis 43 9 30 0 18 0 38 /
Constipation 43 1 25 0 12 0 37 1
Dysgeusia 42 0 15 0 18 0 36 0
Decreased appetite 31 1 40 5 41 6 34 2
Dry mouth 39 0 25 0 6 0 34 0
Arthralgia 34 6 29 10 12 0 30 0
Vomiting 33 2 15 0 24 0 29 1
Dry eye 35 0 5 0 6 0 28 1

TEAE, treatment-emergent adverse event.
*The total includes 2 patients for whom FGF/FGFR status could not be centrally determined; the 2 patients were not
assigned to a cohort and were evaluated for safety but not for efficacy.

® The safety profile remained consistent with the primary
publication*; no new safety signals were observed

CONCLUSIONS

® In the final analysis of FIGHT-202, pemigatinib
continued to demonstrate durable response and
prolonged OS in patients with previously treated
advanced or metastatic CCA with FGFR2 fusions
or rearrangements

® The safety profile continued to be manageable,
and no new safety signals were identified

® These results further highlight the need for
molecular testing in patients with CCA
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