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Mortality of Cholangiocarcinoma Worldwide
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Banales JM, et al. Nat Rev Gastroenterol Hepatol. 2020;17:557-88.
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Unsatisfactory chemotherapeutic efficacy
for biliary tract cancer

First-line: GemCis (ABC-02)

N Hazard ratio for disease progression,
0.63 (95% Cl, 0.51-0.77)
3 3 P<0.001
= 754 '
s \
2
E
7]
o 50
U=
<
.S
w
w
g
':2'0 254
o
0
0
Months since Randomization
No. at Risk
Gemcitabine 206 115 56 18 4 3 1 1 1
Cisplatin—gem- 204 140 95 36 18 10 4 1 1
citabine

RR: 26.1% vs 15.5%
Median PFS: 8.0 vs 5.0 Months

Valle J, et al. N Engl J Med. 2010;362:1273.

Second-line: FOLFOX (ABC-06)

100+ —— ASC alone
—— ASC plus FOLFOX
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Number at risk

(number censored®)
ASCalone 81(0)  28(2) 9(2) 5(4) 1(6) 1(6)
ASCplus FOLFOX 81(0)  41(0)  21(0) 6 (3) 3(5) 0 (5)

RR: 5% vs 0%
Median OS: 6.2 vs 5.3 Months

Lamarca A, et al. Lancet Oncol. 2021:22:690.



Diverse landscape of oncogenic drivers in CCA

ICC is a molecular target-rich disease.
IDH1 and FGFR are the best understood targets to date.

NTRK fusion FGFR2 DHT | | KRAS 612
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BRAF V600E || HER2 positive
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Pembrolizumab trametinib peruzumab

Lamarca A, et al. J Hepatol. 2020;73:170-85. .

Harding JJ, et al. J Hepatol 2023;78:217.




ESMO RECOMMENDS ROUTINE USE OF NGS IN ADVANCED NSCLC,
CHOLANGIOCARCINOMA, PROSTATE AND OVARIAN CANCERS

ESMO Precision Medicine Working Group (2020)
=

Gene Alteration Prevalence ESCAT References

ICC is a molecular target-rich disease.
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Probability of OS

Immune checkpoint inhibitors in advanced CCA
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Molecular subtype-based treatments in advanced CCA
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FGF/FGFR-related alterations and carcinogenesis
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Activating mutations

Leading to constitutive activation

FGFR Alterations in Tumors
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Approval of FGFR inhibitors for CCA

Futibatinib - FDA

Infigratinib - FDA *
Pemigatinib - FDA *

April 2020 March 2021 May 2021 Sep 2022  July 2023

Pemigatinib - EMA Futibatinib - EMA



Pemigatinib Is a Selective and Potent Inhibitor of FGFR1, 2, and 3

In Vitro Inhibitory Activity

Pemigatinib! Derazantinib? Erdafitinib® Futibatinib* Infigratinib® Rogaratinib®
Incyte ArQule Janssen Taiho QED Therapeutics Bayer
FGFR1 ICs (M) 0.4 4.5 1.2 3.9 0.9 15
FGFR2 ICsq (M) 0.5 1.8 2.5 1.3 1.4 <1
FGFR3 ICs (M) 1 4.5 3 1.6 1.0 19
FGFR4 ICs, (nM) 30 34 5.7 8.3 60 33
VEGFR2 ICq (nM1) 71 21 36.8 NR 180 120

* In the FIGHT-101 clinical study, pemigatinib exhibited low oral clearance and dose-dependent
pharmacokinetics (PK); the terminal half-life was approximately 15 hours’

* Pemigatinib, futibatinib, and infigratinib have been approved by the FDA for adult patients with
previously treated, unresectable, locally advanced or metastatic intrahepatic cholangiocarcinoma
harboring FGFR2 gene fusions or other rearrangements.

1. Liu PCC, et al. PLoS One. 2020;15:0231877. 2. Hall T, et al. PLoS ONE. 2016;11:€0162594. 3. Perera TPS, et al. Mol Cancer Ther. 2017;16:1010-1020."4."Kalyukina
M, et al. ChemMedChem. 2019;14:494-500. 5. Guagnano V, et al. J Med Chem. 2011;54:7066-7083. 6. Collin MP, et al. ChemMedChem. 2018;13:437-445. 7. Saleh M, et
al. AACR 2017. Poster CT111.



Phase 1/2, First-in Human, Open-Label Study of Pemigatinib in fi h't_-lo-l
Patients With Refractory Advanced Malignancies!? g

Part 1: Monotherapy dose escalation

* Patients received oral pemigatinib:*# Any advanced solid tumor
FGF/FGFR alteration not required
- 120 mg qd on an ID schedule as ID schedule [gd), CD schedule (qd)

monotherapy Included patients with moderate and severe renal impairment

- 9mg, 13.5mg, or 20 mgqgdona CD

schedule as monotherapy ¢ RPD' J’
-9 mgb'_jr 1_3'5 mg.qd on an ID schedule in Part 2: Monotherapy Part 3a: Combination therapy Part 3b: Cumhinatiﬂ:n therapy
combination regimens dose expansion dose escalation dose expansion

- 135mg C|.d or 20 .mg .qd on E cD T R I T | FGF{FGFR alterations required
schedule in combination regimens Requires FGE/FGFR alteration Any advanced solid tumor RP2D for Mandatory baseline and on-treatment
ID + CD schedules FGFR/FGFR alteration not required combinations biopsies for
- 7.5 mgbid and 10 mg bid ona CD up to 6 patients per cohort
schedule as monotherapy All tumor types Pemigatinib (ID) + GemCis Pemigatinib (ID) + GemCis

(bladder)

C

Bladder cancer

Lung cancer

Pemigatinib (ID} + docetaxel Pemigatinib (ID) + docetaxel
{bladder or lung)
Pemigatinib (1D + CD)

+ pembrolizumab Pemigatinib (1D + CD) +

pembrolizumab
(bladder or lung)

Pemigatinib (ID] + trastuzumab

HPV* tumors
(H&M, vulvar, anal) J

Pemigatinib +
retifanlimab

Specific tumor cohorts

Pemigatinib +
retifanlimab

Food effect study

Subbiah V, et al. AACR-NCI-EORTC 2019. Poster A078.
Subbiah V, et al. Ann Oncol. 2022;33:522-533.



Table 2. Most common TEAEs and clinically notable TEAEs

Grade ID cD All treated
patients (N = 128)
1,2, 4 o0or6mgin=7 9orl35mgin =257 20mg (n = 6) Al ID [nh = 70) 9 or 13.5 mg (n = 43) 20 mg (n = 15) All CD (n = 58)
Any >3 Any >3 Any =3 Any =3 Any =3 Any =3 Any =3 Any =3
TEAEs (preferred term) in 215% of all patients,” n (%)
Hyperphosphatemia 1(14.3) 0 43 (75.4) 1(1.8) 4(66.7) 0O 48 (68.6) 1(1.4) 35 (814) 2 (4.7 13 (86.7) 0 48 (82.8) 2(3.4) 96 (75.0) 3(2.3)
Fatigue 2 (28.6) 0 23 (40.4) 3 (5.3) 21(33.3) 1(16.7) 27 (38.6) 4(57) 18 (41.9) 6 {14.0) 5(33.3) 3(20.0) 23(39.7) 9 (15.5) 50 (39.1) 13 (10.2)
Dry mouth 1(14.3) 0 20 (35.1) 0 2(33.3) 0 23(329) 0 18(419) © 8(53.3) 0 26 (44.8) © 49 (383) 0
Stomatitis 0 0 13 (22.8) 1(1.8) 3(500) 0O 16 (22.9) 1(1.4) 21 (48.38) 8 (18.6) 7(46.7) 2 (13.3) 28 (48.3) 10(17.2) 44 (344) 11 (8.6)
Diarrhea 1(14.3) 0 13 (22.8) 0 2(333) 0 16 (22.9) 0 16 (37.2) 0 9 (60.0) 2 (13.3) 25 (43.1) 2 (3.4) 41 (32.0) 2 (1.6)
Alopecia 0 0 18 (31.6) 0 1(16.7) 0 19 (27.1) © 16(37.2) © 5(333) 0 21(362) © 40 (313) 0
Constipation 0 0 16 (28.1) 1(1.8) 2(333) © 18 (25.7) 1(14) 15(348) 0O 4(267) 1(6.7) 19(32.8) 1(1.7) 37(289) 2(16)
Nausea 2 (28.6) 0 9 (15.8) 0 21(333) 0 13 (186) 0 19 (44.2) 0 5(33.3) 1(6.7) 24 (41.4) 1(1.7) 37 (28.9) 1 (0.8)
Dysgeusia 1(14.3) 0 10 (17.5) 0 2133.3) 0 13 (18.6) 0O 15 (34.9) 0 6 (40.0) 0 21(36.2) O 34 (26.6) 0
Decreased appetite 2 (28.6) 0 13 (22.8) 0 1(16.7) 0 16 (22.9) © 11(256) 0O 5(33.3) 1(67) 16(27.6) 1(L7) 32(250) 1(0.8)
Anemia 1(14.3) 0 12 (21.1) 2 (3.5) 2(33.3) 0 15 (21.4) 2(2.9) 10(23.3) 3(7.0) 5(33.3) 4(26.7) 15(25.9) 7(12.1) 30(23.4) 9(7.0)
Momiting 1(14.3) 0 9 (15.8) 1(1.8) 1(16.7) 0 11 (15.7) 1(1.4) 12 (27.9) 0 4(26.7) 1(6.7) 16 (27.6) 1(1.7) 27 (21.1) 2 (1.6)
Dry eye 0 0 8 (14.0) 0 1(16.7) 0 9(129) 0 13 (30.2) 1{23) 4(267) 0 17(29.3) 1(L7) 26(203) 1(0.8)
Abdominal pain 0 0 12 (21.1) 2 (3.5) 1(16.7) © 13 (186) 2(2.9) 8(186) 1(2.3) 3(200) 1(67) 11(19.0) 2(3.4) 24(188) 4(3.1)
AST increased 11{14.3) 1 (14.3) 8 (14.0) 1(1.8) 0 0 9(12.9) 2(2.9) 11 (25.6) 3{7.0) 3(200) 0 14 (24.1) 3 (5.2) 23 (18.0) 5 (3.9)
Hypercalcemia 1(14.3) 1(14.3) 6 (10.5) 0 0 0 7(10.0) 1(1.4) 10(23.3) 0 4(26.7) 1(6.7) 14(24.1) 1(17) 21(16.4) 21(1.6)
ALT increased 1(14.3) 1(14.3) 5 (8.8) 0 0 0 6(8.6) 1(L4) 12(27.9) 3(7.0) 2(13.3) 0 14 (24.1) 3(5.2) 20(15.6) 4 (3.1)
Dehydration 2 (28.6) 0 7 (12.3) 0 1(16.7) 0O 10 (143) 0O 6 (14.0) 1(2.3) 4(26.7) 0 10 (17.2) 1(1.7) 20 (15.8) 1(0.8)
Hypophosphatemia 0 0 12 (21.1) 4 (7.0 1(167) 0 13 (18.6) 4 (5.7) 5(11.6) 1{2.3) 2{13.3) 2 (13.3) 7 (12.1) 3 (5.2) 20 (15.6) 7 (5.5)
Pain in extremity 1(14.3) 0 5 (8.8) 0 1(16.7) 0 7 (100) © 10 (23.3)  2{4.7) 3(200) 0 13 (22.4) 2(3.4) 20(15.6) 2 (1)
Clinically notable TEAEs (category),” n (%)
Hyperphosphatemia 1({14.3) 0 43 (75.4) 1(1.8) 4(66.7) 0O 8 (68.6) 1(1.4) 35(81.4) 2{4.7) 13 (86.7) 0O 8 (82.8) 2(3.4) 6 (75.0) 3(2.3)
Nail toxicity 0 0 12 (21.1) 1(1.8) 3(500) 0O 15 (21.4) 1(1.4) 20 (46.5) 2 {4.7) 6(40.0) 1(6.7) 26(44.8) 3(5.2) 41(32.00 4(3.1)
Dry eye 0 0 9 (15.8) 0 2(33.3) © 1(157) 0 15 (34.9)  1(23) 4(267) 0 19 (32.8) 1(L7) 30(234) 1(08)
Vision blurred 2 (28.6) 0 7(12.3) 0 3(500y © 2(17.1) 0 6 (14.0) 14{2.3) 3(200) 1(6.7) 9 (15.5) 2(3.4) 1(16.4) 2(1.6)
Hypophosphatemia 0 0 12 (21.1) 4 (7.0) 1(167) 0 3 (18.6) 4 (5.7) 5(11.6) 1{2.3) 2{13.3) 2(13.3) 7(12.1) 3 (5.2) 20 (15.6) 7 (5.5)
Eyelash changes 0 0 7 (12.3) 0 0 0 7 (100) © 8(18.6) 1{2.3) 2(133) 0 10 (17.2)  1(L7) 17(13.3) 1(0.8)
Vitreous detachment 0 0 0 0 0 0 0 0 2 (4.7) 0 0 0 2(3.4) 0 2 (1.6) 0
Serous retinal detachment 0O 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0




fight-101

Pemazyre Showed Promising Effect in CCA Patients
Harboring FGFR2 Fusion and Rearrangement

Five of the 12 responders had cholangiocarcinoma

A FGFR fusion/rearrangement | B FGFR mutation FGFR amplification j FGF amplification
FGFR2-LISP33 2 FC FGFRT N546K Mﬁﬂmcﬁmma FGFR3 & BTC FGF3.4 19
FGFRZ-LEXN — FGFRT *  Breastcancer
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FGFR1-PLAGTY Zalivary gland cancer FGFR3 5249C Urathelial FGFRT FRS2
EGFR2-NA BTC Farft
FGF19
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FGFRZ ETFTK FGFAT FGF3.4,19
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Subbiah V, et al. AACR-NCI-EORTC 2019. Poster A078.
Subbiah V, et al. Ann Oncol. 2022;33:522-533.




FIGHT-202 Study Design: Pemigatinib (FGFR 1-3 inhibitor)
(USFDA approved on Apr 2020, TFDA approved on Apr 2021)

» FIGHT-202 is an ongoing phase 2 single-arm, open-label, multicenter study investigating the
efficacy and safety of pemigatinib in patients with locally advanced or metastatic CCA

(NCT02924376; Figure 1)

Figure 1. FIGHT-202 Study Design

. Cohort A
Patlgnts FGFR2 fusions or rearrangements
= 18 years of age with documented

. Oral pemigatinib
FORIFOPR status” ( Cohort B P wesion
. oho ,
Sl R m_etastat]c GOl l Other FGF/FGFR genetic alterations 1 week off)
progressed after 21 prior therapy : .
until progression or
» ECOGPS =2 Cohort C toxicity
* Adequate hepatic/renal function No FGF/FGFR genetic alterations h g
Primary endpoint: Confirmed objective response rate (ORR) in cohort A by independent central review

Secondary endpoints:  ORR in cohorts B, A + B, and C; duration of response, disease control rate (DCR), progression free

survival (PFS), overall survival (OS), and safety in all cohorts

Vogel A, et al. ESMO-WCGC 2022. Oral presentation 575.



Demographics and baseline clinical characteristics

Characteristic

fight-202

Total
(N=147)*

Median age, y (range) 55.5 (26-77) 63.0 (45-78) 65.0 (49-78) 59.0 (26-78)
Women, % 61 55 41 58
White, % 73 45 82 71
Median time since initial diagnosis, y (range) 1.3(0.2-11.1) 0.7 (0.2-2.5) 1.0 (0.3-4.3) 1.1(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 99 90
Metastatic disease, % 82 100 94 86
=2 prior systemic therapies, % 40 40 35 39

Vogel A, et al. ESMO-WCGC 2022. Oral presentati(g




fight-202

Response to pemigatinib

Parameter
Duration of follow-up, median (range), mo 429 (19.9-52.2) 47.5 (43.7-31.1) 51.9 (49.5-53.7)
ORR,* % (95% CI) 37 (28-47) 0 (0-17) 0 (0-20)
DCR,* % (95% ClI) 82 (74-89) 40 (19-64) 18 (4-43)
Best overall response, %
Complete response 3 0 0
Partial response 34 0 0
Stable disease 45 C40 D 18
Progressive disease 15 35 65
Not evaluable 3 25 18
DOR, median, mo (95% CI) 9.1 (6.0-14.5) — —

W

Vogel A, et al. ESMO-WCGC 2022. Oral presentation 575.




Progression-free and overall survival

Progression-free survival

R Cohort A Cohort B Cohort C
Do - Evaluable patients, n 108 20 17
Events, n (%) 85(78.7) 17 (85.0) 15(88.2)
ne Censored n (%) 23(213) 2150} 2(118)
> 07 Median PFS, mo (95% CI) 7.0(6.1-105) 21(1.2-49) 15(14-18)
2 06
a
9 05
(B
E 0.4 -
0.3 -
0.2 1
0.1 + Censored
Dcl T T T T T T T T T T 1
0 5 10 15 20 25 30 35 40 45 50 &5
Palients at risk, n Time to Event, mo
Cohort A 108 63 34 17 10 T b 1 1 1 1 4]
CohortB 20 4 i}
CohortC 17 1 0

Median PFS in cohort Awas 7.0 mo
(95% CI: 6.1-10.5)

fight-202

Overall survival

10 - Cohort A Cohort B Cohort C
09 - Evaluable patients, n 108 20 17
Events, n (%) 76 (70.4) 18 (90.0) 15 (88.2)
0.8 + 2h) 32 (29 8) 20100 20118}
Median OS, mo (95% Cl) 17.5(144-229) 6.7 (2.1-106) 4.0(2.0-4.86)
> 07 4 b,
S 06
]
A1
o 05
o
L4
C
0.3 1
0.2
Q.14
c.0 I I 1 1 I I I I 1 | I

0 5 10 15 20 25 0 25 40 45 50 55

Patients at risk, n Time to Event, mo

CohortA 108 93 T 85 43 34 29 20 12 41 1 0
Cohort B 20 & 5 2 1 0
Cohort G 17 4 2 2 1 1 0

Reprinted from Vogel A, et al. with permission from the author.

Median OS in cohort Awas 17.5 mo
(95% ClI: 14.4-22.9)

Vogel A, et al. ESMO-WCGC 2022. Oral presentation 575.




fight-202
TEAESs occurring in 225% of patients overall

Cohort A Cohort B Cohort C Total
(n=108) (n=20) (n=17) (N=147)"
All All All All

Event Grades Grade 23 Grades Grade 23 Grades Grade 23 Grades Grade 23

Any TEAE, % 100 67 100 75 100 76 100 69
Hyperphosphatemia 56 0 65 0 71 0 59 0
Alopecia 59 0 20 0 18 0 50 0
Diarrhoea o4 4 25 0 S 6 48 3
Fatigue 46 5 29 0 53 18 44 5
Nausea 43 3 35 0 41 0 41 2
Stomatitis 43 9 30 0 18 0 38 7
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 25 10 12 0 30 6
Vomiting 33 2 15 0 24 0 29 1
Dry eye 35 0 5 0 6 0 28 1

Abou-Alfa GK, et al. Lancet Oncol. 2020;21:671-684.
Vogel A, et al. ESMO-WCGC 2022. Oral presentation 575.



Rearrangement and fusion partner vs efficacy in FIGHT-202

o s mNtil;lbezrD of;5ati§gt$35 10 45 Product-limit estimates
, : . : i i . : . , With number of patients at risk and 95% confidence limits
31 1.0 4
. + Censored
Not applicable . Log-rank P = 0.2022
KIAA1217 = 0.8 1
AHCYL1 3 s
TRIME [l 2 8 0.6+
TACCt i 2 S
SLMAP 2 — 0.4-
SHROOMS3 2 _E 0.2
PAWR |l 2 2 Ve _—
NRAP [ 2 @
0.0 -
NOL4 2 BICC1 =——No=—Yes
MACF 1 2 J J J J ! T
ceDeé 2 0 5 10 15 20 25
ARHGAP24 2 PFS, months
AFF4 2 . _ R ._
Unique to single pt 42 !:J, f? ia 1;: Z [2] -

* No significant difference between fusion or rearrangement: ORR (40.0% vs. 34.8%, P = 0.70) and PFS(6.9 months
vs. 7.0 months, P = 0.79)

* No significant difference between BICC1 fusion or non-BICC1 fusion: ORR (32.3% vs. 36.8%, P = 0.65) and PFS (6.8
months vs. 9.0 months, P = 0.20)

Abou-Alfa GK, et al. Lancet Oncol. 2020;21:671-84.
Silverman IM, et al. Cancer Discov. 2021:11:326-39.




Frequency

Genomic co-alterations vs efficacy in FIGHT-202

Group (n) ORR(%) OR(95%CI),Pvalue MedianPFS (95% Cl), months PFS P value
FGFR2* population (107) 355 - 69(6.2-9) -
509, 4 FGFR2 Tumor suppressor Unaltered (43) 372 088(04-20),076 117(9.1-174) 0.0003
B FGFR2-rearranged Altered (64) 344 6.8(43-6.9)
40% - ® Non-FGFR2-rearranged BAPI Unaltered (68) 309 17(08-39),019 91(6.2-117) 0.06
Altered (39) 136 69(47-89)
30% - CDKN2A/B Unaltered (86) 384 050(02-15)022 9.0(64-111) 003
Altered (21) 238 6.4(1.7-69)
20% 1 PBRM1 Unaltered (97) 361 076(02-31)070 7.0 (6.8-105) 0.05
Altered (10) 300 47(14-108)
10% -
JI _I TP53 Unaltered (98) 388 — 9.0(6.8-111) 0.0003
0% - (HTTT™ Atered(9 0 28(14-69
TN Eg&fﬁ@%%&%a _:3%5% PIK3CA Unaltered (98) 357 090(0.2-38)089 88(6.4-105) 010
~ %E%% 3 Qﬁgéﬁgg%hqé& Altered (9) 333 52(15-111)
IDHI Unaltered (102) 363 044(005-41).047 69(6.1-96) 028
Co-alteration rate: Altered (9) 200 NE (1.4-NE)
FGFR2-rearranged: 63% Tumor suppressors:
Non_FGFRz_rearrang ed: 75% BAPl, CDKNZA/B, TP53, PBRMl, AR'DlA, PTEN

Silverman IM, et al. Cancer Discov. 2021;11:326-39.




FGFR Inhibitor Landscape: Efficacy

FOENIX-CCA23

Pivotal study FIGHT 202* Javle?
(n=108) (n=108) (n=103)
ORR (%) 37 23 42
CR (%) 3 1 1
PR (%) 34 22 41
sD (%) 45 66 42
DCR (%) 82 (73.9-89.1) 84.3 (76.0-90.6) 82.5(73.8-89.3)
DOR (m) 9.1 (6.0-14.5) 5.0(0.9-19.1) 9.5 (7.6-10.4)
PFS (m) 7.0(6.1-10.5) 7.3 (5.6-7.6) 8.9 (6.7-11.0)
0S (m) 17.5(14.4-22.9) 12.2 (10.7-14.9) 20 (16.4-24.6)
Responder 30.1 (21.5-NE)
Non-responder 13.7 (9.6-16.1)

1. Vogel A, et al. ESMO-WCGC 2022. Oral presentation 575. Results of final analysis (January 17, 2017-July 8, 2021); 2. Javle M et al, ASCO G| 2021

Presentation 265. Final Analysis; 3. Goyal L. et al, ASCO 2022 Presentation 4006. Updated Analysis



FGFR Inhibitor Landscape: Safety

FGFR inhibitor Reversible 1-3 inhibitor Reversible 1-3 Irreversible 1-4
Pivotal stud FIGHT 2021 Javle? FOENIX-CCA2®
Y (n=146) (n=108) (n=103)
Retinonathies* 6% / 0.6% 11% (n=351, cross trials) 9%
P (n=466, cross trials) 17% (n=108) (n=318, cross trial)
Hyperphosphatemia 60% 78% [ 11% 91%
Alopecia 49% 38% 34%
Nail changes 43% [ 2.1% 57% / 2% 52% / 1.9%

Stomatitis 35% /5% 56% / 15% 30% / 6%




FIGHT-302

Phase 3 Study of Pemigatinib in First-Line Treatment of CCA

fight-302

» An open-label, randomized, active-controlled study to evaluate the efficacy and safety of pemigatinib vs gemcitabine
plus cisplatin chemotherapy in first-line treatment of unresectable or metastatic CCA with FGFR2 rearrangement

(NCT03656536)

-

o

Patients with unresectable
or metastatic CCA with
FGFRZ2 rearrangement

(N =432)

~

J

» Primary outcome

measure: PFS

Randomization

Pemigatinib qd,
continuous dosing

Gemcitabine + cisplatin

aaaaaaaaa

» Sites: 213 centers in US, Austria, Belgium, Canada, China, Denmark, Finland, France, Ireland, Israel, Italy, Japan,

Netherlands, Norway, Spain, Sweden, Switzerland, UK,




Acquired Resistance to FGFR Inhibitors

a Acquired Alternative RTK
mutations e.g. ERBB3 and IGF1R

N550K/H

Tyrosine V561M

kinase
inhibitors

Cell cycle progression Cell survival and
and angiogenesis proliferation

b

Alternative growth
factor receptors

Tyrosine Tyrosine
kinase F— kinase KRAS
inhibitors inhibitors

activation

Cell survival and
proliferation

Activation of TMetaboltsrfn
mTOR signalling JrApoptosis

Nature Reviews | Cancer

Babina, Nat Reviews 2017;17(5):318-332

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.




Common AEs: fatigue, stomatitis, alopecia and nail toxicity
Watchful AEs: RPED

Among 635 patients who received a starting dose of Pemazyre 13.5 mg across clinical trials

@Cnmplete eye exam before O 'O' G::E;: 1/2: 49%

Most common AEs of FGFR TKIs: hyperphosphatemia @

and during treatment Retinal pigment epithelial N
: ~
@ _ Grade 1/2: 11% N
abnormality _ Grade 3/4: 1.3% N
S AN
& ‘ N .
vl e, ) Stomatitis®
] u Grade 1/2: 35%
. N Grade 3/4: 5%
Hyp.erphns;?hatemla anr.tE . 93% > ULN x\
soft tissue mineralization™ Y
. . @' Nail toxicity®
@ Monitor phosphorus before and during treatment - | Grade 1/2: 43%

@Cnnsult dermatologist

https://hcp. pemazyre.com/adverse-reactions

@Low phosphorus diet when > 5mg/dL )‘ Grade 3/4: 2.1%




Onset of FGFR inhibitor-related adverse events

Increased AST, ALT, serum creatinine, bilirubin

Hyperphosphatemia

Nail changes 1-2 months after starting the treatment, with
onycholysis, onychomadesis, and nail bed superinfection

‘ Week 1 Week 2 ‘ Week 3 Week 4 ‘ Week 5 ‘ Week 6 ‘ Week 7 ‘ Week 8

Dry eye RPED
Dry mouth Dry skin Median 53 day Median 62 days
Stomatitis PPES l Alopecia l\
Week 9

PPES: palmar-plantar erothrodysesthesia
RPED: retinal pigment epithelial detachment

Lacouture ME, et al. Oncologist. 2021;26:e316—e326.
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PEMAZYRE (pemigatinib) AE and Dose Modification

EﬁEMEI. EﬁﬁﬁgﬁﬁHURﬁﬁmﬁﬂj " BN NN EEEEEET NN NS S EEEEECOAT NN EEEEEEGAA AN R EEEEELL AR
>5.5~<T mg/dL b?*-*‘-'-lﬂ mg,rdL >10 mg/dL Recommended Dose Reductions for

Adverse Reactions

BB EEL  ISEEANEREEEE
T©|T (BZEWMEEEN . 0 : lanthanum carbonate, sevelamer, calcium acetate) Start Initial Dose Em‘ﬁ“.
2 4 : 4 :
13.5mg once daily for 14 days, followed by 7 days
3 AR X @ X O me Y s RS =Y
ERSE off, in 21-day cycles
s iEERS HiE EAT—EEERE
Pemigatinibi&% | Pemigatinibi&E Pemigatinibia®s | PemigatinibiafiE
CSLANSEIE. | GEREERESEZ| | EbERERim | DAREEAEOES
ENARSENE E8Tma/dL ENAREENE ERTma/dL
RRTma/dLRE TR 10ma/dLBLE 0 First Dose Reduction 55— X iAFF (9 mg)
¥ L
EAT—ERERS =1k
Pemigatinibi&ss Pemigatinibjas
EMFRBRME B XS RTma/dL EREIRARE DANEERES R ] L
Brl0ma/dt | Second Dose Reduction 58 _ X3 (4.5mg)

@ IREASIEIn 2@ RRNES 0 RERERERERAPE

@' @' @- @- @- @- Discontinue Treatment £ L J&

8 9 10 11 12 Permanently discontinue if unable to
4985 HuE{IE tolerate pemigatinib 4.5 mg once daily

_

FOR TTY INTERMAL USE PURPOSES ONLY. DD NOT COPY, DISTRIEUTE OR CTHERWIZE REPRODUCE.



Pemazyre® Dosing Modification - Hyperphosphatemia

PEMAZYRE Recommended Dosage Modification: Hypamhnsphatamia1

Serum phosphate
>5.5 mg/dL

(1) e

Initiate a low-phosphate diet

+ BRSRENAN:

+ SHENAER . ORES - BE - 46 - 3K - AER - BakE -

« E¥ 45 -45-88"

o 308K BC-RET 2FER - EEE

o PR : W HREF - B -

« BRE EE IR BR-RT-ROR SR

Serum phosphate
>7 to =10 mg/dL

(2) e

Initiate phosphate lowering therapy
Monitor serum phosphate weekly

g

(3] Withhold PEMAZYRE
if levels are not <7 mag/dL within 2 weeks of
starting phosphate-lowering therapy

-

Resume PEMAZYRE at the same dose when
phosphate levels are <7 mg/dL for first
occurrence

(4) -

Serum phosphate
=10 mg/dL

(2) e

Initiate phosphate lowering therapy
Monitor serum phosphate weekly

-

(3] Withhold PEMAZYRE
if levels are not =10 mg/dL within 1 week after
starting phosphate-lowering therapy

-y

Resume PEMAZYRE at the neXxt lower dose level
when phosphate levels are
=7 mag/dL

(4) -

For subsequent recurrences,
resume at a lower dose

If there is recurrence of serum phosphate
=10 mg/dL following 2 dose reductions,
Permanently discontinue PEMAZYRE




PEMIGATINIB DOSING MODIFICATION — OPHTHALMOLOGICAL AES

Management of Serous Retinal Detachment’

Gr.1 Asymptomatic
When to perform an ophthalmological examination'’:

; g s Every 2 months Every _— .
Prior to initiation then | for the first 6 months Hvan 3 months G r.2 Moderate dec':rease'm visual acuity _
of therapy of treatment aftarwards . (best corrected visual acuity 20/40 or better or <3 lines of decreased

vision from baseline); limiting instrumental activities of daily living.

»and Urgently at any time for visual symptoms

Gr.3 Marked decrease in visual acuity
’ (best corrected visual acuity worse than 20/40 or >3 lines of decreased
vision from baseline up to 20/200); limiting activities of daily living.

Gr.4 Visual acuity worse than 20/200 in affected eye;
| limiting activities of daily living

Continue PEMAZYRE at current
dose. Monitor as described in
Warnings and Precautions

Withhold until resolution. If
resolves within 3 weeks, resume

atthe nextlowerdose level

Withhold until resolution. If
resolves within 3 weeks, may

resume.at 2 dose levels lower, If
recurs, consider permanent
discontinuation

Permanently discontinue



Organization of the retina (vertical section)

Internal Limiting Membrane
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Retinal Pigment Epithelium [EEEEEHREE.
Bruch’sMembrane

) Q O O \Choriocapillaris
Choroidal vessels
DO OC
pIg

Van der Noll R, et al. Cancer Treat Rev. 2013;39:664-72.




A 54 year-old Japanese woman with ICC (FGFR2-BICC1 fusion)
1st-line gemcitabine-S1; 2"9-line pemigatinib (partial response)

Optical coherence tomography (OCT)

After 7 days of 13.5 mg pemigatinib (cycle 1)
Grade 2 serous retinal detachment (SRD)

SRD recovered after interruption of pemigatinib for 8 days

SRD recurred after 13 days of 9 mg pemigatinib re-treatment

SRD recovered after interruption of pemigatinib for 9 days

Yukutake M, et al. Int Med. 2023;62:1151-5.






