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Abstract
Background: FIGHT-102 was a phase 1, dose-escalation, dose-expansion study 
of pemigatinib in Japanese patients with advanced solid tumors. Here, we report 
safety, tolerability, and preliminary efficacy of pemigatinib from FIGHT-102.
Methods: Patients (≥20 years old) self-administered oral pemigatinib 9, 13.5, or 
18 mg QD on intermittent dosing (Part 1) or 13.5 mg QD intermittent or con-
tinuous dosing (Part 2). A dosing cycle was 21 days (2 weeks on/1 week off or 21 
continuous days). Primary endpoint was safety. Secondary endpoints were phar-
macokinetics, pharmacodynamics, and preliminary efficacy.
Results: Forty-four patients (Part 1, n =  14; Part 2, n =  30) were enrolled; most 
common tumors, cholangiocarcinoma, n =  8; esophageal, n =  6; 26 patients had 
confirmed FGF/FGFR alterations (Part 1, n = 3; Part 2, n = 23); 70.5% had ≥3 prior 
systemic therapies. Maximum tolerated dose was not identified. The recommended 
phase 2 dosage was determined to be 13.5 mg QD. Most common treatment-emergent 
adverse events (TEAEs) were hyperphosphatemia (81.8%), dysgeusia (45.5%), stoma-
titis (43.2%), and alopecia (38.6%); most frequent Grade ≥3 TEAEs were anemia and 
decreased appetite (9.1% each). In Part 1, no patient achieved partial response (PR) or 
complete response, and 7 (50.0%) patients had stable disease (SD). In Part 2, 5 (16.7%) 
patients achieved PR (one each with cholangiocarcinoma, gall bladder cancer, breast 
cancer, urothelial tract/bladder cancer, and sweat gland carcinoma) and 6 (20%) had 
SD. Median duration of response was 9.56 months (95% CI: 4.17, 14.95).
Conclusions: Pemigatinib demonstrated manageable adverse events, consistent 
pharmacokinetics and pharmacodynamics profiles, and preliminary efficacy in 
Japanese patients with advanced solid tumors.
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1   |   INTRODUCTION

Fibroblast growth factor receptor (FGFR) signaling reg-
ulates essential cellular functions including prolifera-
tion and survival, and is mediated by crosstalk between 
4 highly conserved tyrosine kinase receptors (FGFR1, 
FGFR2, FGFR3, and FGFR4) and 22 fibroblast growth fac-
tor (FGF) ligands.1–3 Binding of an FGF results in confor-
mational changes in the FGFR leading to tyrosine kinase 
activation and subsequent activation of the downstream 
signaling cascade.1

Genetic alterations in FGFR, including amplifications, 
mutations, fusions, or rearrangements, may result in 
ligand-independent, constitutive activation of the receptor 
or aberrant ligand-dependent signaling and can lead to the 
establishment and progression of cancer.2,4 These alter-
ations occur in a variety of cancers including glioblastoma, 
breast cancer, lung cancer, bladder cancer, and cholangio-
carcinoma.1 Some alterations are more frequently observed 
in certain cancers, for example, FGFR3 mutations or trans-
locations in bladder cancer, FGFR2 fusions or rearrange-
ments in cholangiocarcinoma, and FGFR1 rearrangements 
in myeloid/lymphoid neoplasms.5–9 Strong evidence for the 
role of the FGFR pathway in tumor proliferation has led to 
the development of targeted FGFR inhibitors.2

Pemigatinib (INCB054828) is a potent and selective in-
hibitor of FGFR1, FGFR2, and FGFR310 for the treatment 
of adults with previously treated, unresectable, locally 
advanced/metastatic cholangiocarcinoma with an FGFR2 
fusion or other rearrangement.11 In the FIGHT-101 study 
(NCT02393248), a phase 1/2, dose-escalation/dose-
expansion study of pemigatinib in patients from the United 
States and Denmark with refractory advanced malignan-
cies, the recommended dosage for further studies was de-
termined as 13.5 mg QD based on the pharmacologic and 
safety results.11 The study evaluated pemigatinib dosages 
ranging from 1 to 20 mg QD.11 PK analysis showed that 
for doses of ≥6 mg, Cmax was reached within 1–2 h, with 
a dose-independent terminal half-life of 15 h, supporting 
QD dosing.11 At the recommended dosage of 13.5 mg QD, 
the geometric mean half-life was 15.4  h (CV%, 51.6%), 
steady-state Cmax was 236 nM (56.4%), and AUC0-24 was 
2620 h × nM (54.1%).11 The objective response rate (ORR) 
was 9.4% (95% confidence interval [CI], 4.9–15.8), includ-
ing 12 partial responses (PRs) across tumor types.11 The 
ORR was highest for patients with FGFR fusions or rear-
rangements (25.0% [95% CI, 8.7–49.1]). The median dura-
tion of response (DOR) for all responders was 7.3 months 
(95% CI, 3.3–14.5). The median progression-free survival 
(PFS) was 5.7 months (95% CI, 2.8–10.0) in patients with 
FGFR fusions or rearrangements.

Based on promising safety and efficacy results from 
FIGHT-101, the pivotal phase 2 FIGHT-202 study 

(NCT02924376) was initiated. In FIGHT-202, pemigati-
nib demonstrated improved and sustained responses in 
patients with advanced or metastatic cholangiocarcinoma 
with FGFR2 fusions or rearrangements, with an ORR of 
37.0% (95% CI, 27.9–46.9), median DOR of 8.1  months 
(95% CI, 5.7–13.1), median PFS of 7.0  months (95% CI, 
6.1–10.5), and an estimated median overall survival of 
17.5  months (95% CI, 14.4–22.9).12 Based on these re-
sults, pemigatinib was approved in several regions and 
countries, including Japan for the treatment of patients 
with previously treated unresectable, locally advanced, or 
metastatic cholangiocarcinoma with an FGFR2 fusion or 
other rearrangement.13–16

The clinical benefit observed in patients in FIGHT-101 
prompted the FIGHT-102 study (NCT03235570), an open-
label, phase 1 study of pemigatinib in Japanese patients 
with advanced solid malignancies. Here, we report the 
safety, tolerability, pharmacokinetics (PK), pharmaco-
dynamics, and preliminary efficacy of pemigatinib in 
FIGHT-102.

2   |   METHODS

2.1  |  Study design and objectives

FIGHT-102 was conducted in 2 parts (Figure S1). Part 1 
examined dose escalation and used a standard 3 + 3 de-
sign to evaluate the safety and pharmacological activity 
of pemigatinib. Part 2 (dose expansion) further evaluated 
the safety and preliminary efficacy of pemigatinib at the 
recommended phase 2 dose (RP2D) determined in Part 1. 
Patients continued treatment as long as it provided benefit 
and they did not meet any criteria for study withdrawal. 
The safety follow-up period was 30 (+5) days after treat-
ment. Patients who discontinued for a reason other than 
disease progression were followed up every 9 weeks for 
disease status. Once disease progression was confirmed or 
a new therapy was initiated, patients were assessed every 
12 weeks for survival.

Primary objectives were to evaluate the safety, tolera-
bility, and dose-limiting toxicity (DLTs) and to determine 
the maximum tolerated dose (MTD) and/or the RP2D of 
pemigatinib. Secondary objectives were to evaluate pemi-
gatinib PK and pharmacodynamics and to assess the pre-
liminary efficacy by ORR in patients with measurable 
disease. Exploratory objective included DOR.

2.2  |  Study treatment

In Part 1, patients self-administered oral pemigatinib 
starting with 9  mg once daily (QD) on a 2-weeks-on/1 



      |  10599FUJIWARA et al.

week-off intermittent dosing (ID) regimen. The safety and 
tolerability of each dose regimen was observed for 21 days 
(1 cycle) before escalation to the next dose. Dose increases 
were limited to ≤50% in successive cohorts. MTD was de-
fined as the maximum dose at which one-third or fewer 
of patients reported a DLT. The pharmacologically active 
dose was defined as the one at which at least 80% of partic-
ipants developed hyperphosphatemia (defined as serum 
phosphorus ≥5.5 mg/dL). In Part 2, patients started at the 
RP2D determined in Part 1.

A protocol amendment (November 6, 2018) introduced 
a continuous dosing (CD) regimen of pemigatinib 13.5 mg 
and the possibility of up-titration for patients receiving 
13.5 mg (ID or CD) to 18 mg beginning at Cycle 2 Day 1. 
At the time of protocol development for this study, the 
FIGHT-101 study of pemigatinib at doses ranging from 1 to 
20 mg QD was ongoing in the United States and Denmark. 
Interim safety data from FIGHT-101 accrued at that time 
of protocol development for FIGHT-102 supported an ID 
regimen starting at 9 mg QD and introduction of CD with 
a starting dose of 13.5 mg.

2.3  |  Study conduct

The protocol was approved by the Institutional Review 
Board or independent ethics committee of each study 
center. All patients provided written informed con-
sent. The study was conducted in accordance with the 
International Council for Harmonisation Guideline 
for Good Clinical Practice, the ethical principles of the 
Declaration of Helsinki, Japan Good Clinical Practices, 
and other applicable local regulatory requirements.

2.4  |  Patients

Eligible male or female Japanese patients ≥20 years of age 
were enrolled in the study. Part 1 enrolled patients with 
any histologically confirmed, measurable advanced solid 
tumor malignancy; Part 2 enrolled patients with any his-
tologically confirmed, measurable advanced solid tumor 
malignancy and any documented FGF/FGFR alteration. 
FGF/FGFR status was assessed based on local labora-
tory results and retrospectively confirmed by a central 
laboratory. At the discretion of the investigator, patients 
could be enrolled based on local laboratory results that 
were not confirmed by a central laboratory. Patients 
had advanced or metastatic and recurrent cancer that 
had progressed following at least one course of therapy 
and for which an appropriate treatment option was not 
available. They had recovered from adverse events (AEs; 
≤Grade 1 at baseline) due to previously administered 

therapies and were expected to live >12 weeks at the 
time of screening. Patients had an Eastern Cooperative 
Oncology Group performance status (ECOG PS) of ≤1 in 
Part 1 and ≤2 in Part 2. Genomic testing was mandatory 
for all enrolled patients. Therefore, patients must have 
been willing to undergo a pretreatment tumor biopsy or 
able to provide an archival tumor sample no more than 
2 years old.

Patients were excluded from the study if they had 
received: a selective FGFR inhibitor ever, any anti-
cancer medications or any other investigational drug 
within 21 days or 5 half-lives (whichever is longer; 
6 weeks for mitomycin-C or nitrosoureas, 7 days for ty-
rosine kinase inhibitors), any potent CYP3A4 inhibitor 
or inducer within 14 days or 5 half-lives (whichever is 
shorter), or radiotherapy within 2 weeks before first 
dose of study drug. Patients were also excluded if they 
had hemoglobin ≤8.5  g/dL, platelets ≤75 × 109 cells/L, 
absolute neutrophil count ≤1.0 × 109 cells/L, total bili-
rubin ≥1.5 × institutional upper limit of normal (ULN), 
aspartate aminotransferase (AST) or alanine amino-
transferase (ALT) ≥3× ULN, alkaline phosphatase ≥2.5× 
ULN, creatinine clearance ≤50  mL/min, parathyroid 
hormone >1.5× ULN, serum phosphorous above ULN, 
or serum calcium or serum-albumin calcium outside of 
institutional normal range. Additional exclusion crite-
ria included history and/or current evidence of ectopic 
mineralization/calcification, current evidence of cor-
neal disorder/keratopathy, untreated brain or CNS me-
tastases or brain/CNS metastases that have progressed, 
HIV infection, history of clinically significant or uncon-
trolled cardiac disease requiring therapy, or a chronic 
or currently active infectious disease requiring systemic 
treatment.

2.5  |  Assessments

2.5.1  |  Safety

Safety and tolerability were assessed by monitoring the 
frequency and duration of AEs, measuring vital signs, 
conducting 12-lead electrocardiograms, and performing 
comprehensive eye examinations and physical exami-
nations. Eye examinations were performed once every 
3 cycles ±14 days and as clinically indicated, starting on 
Cycle 3. Severity of AEs was assessed using the National 
Cancer Institute Common Terminology Criteria for 
Adverse Events (NCI CTCAE) version 4.03 Grades 1 
through 4. Severity of hyperphosphatemia is not in-
cluded in CTCAE version 4.03 and was graded as fol-
lows: Grade 1 is asymptomatic or with mild symptoms 
requiring clinical or diagnostic observations only; Grade 
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2 requires minimal, local, or noninvasive intervention, 
and limits age-appropriate activities of daily living; 
Grade 3 is severe or medically significant hyperphos-
phatemia that is not immediately life-threatening, for 
which hospitalization or prolongation of hospitalization 
is indicated; Grade 4 hyperphosphatemia requires ur-
gent intervention and is associated with life-threatening 
consequences.

2.5.2  |  PK and pharmacodynamic analysis

Blood samples for pemigatinib PK assessments were col-
lected during both ID and CD regimens before dosing on 
Days 1, 2, 8, 14, 15, and 16 of Cycle 1. Postdose samples 
were collected at 0.5, 1, 2, 4, 6, and 8 h on Day 1, and at 
1 h on Day 14 of Cycle 1. For patients in the CD regimen, 
a postdose sample at 6  h on Day 14 was also collected. 
Pemigatinib plasma concentrations were determined 
using bioanalytical methods previously described by Ji 
et al.17,18

Plasma samples for pharmacodynamic assessments 
were collected predose on Days 1, 14, and 15 of Cycle 1 
and any time on Day 1 (±3 days) of the subsequent cy-
cles. Blood samples for evaluating comprehensive serum 
chemistry including serum phosphate concentrations 
after treatment of pemigatinib were collected on Days 1, 
8, and 15 of Cycle 1, and Day 1 of each cycle thereafter. 
Baseline FGF23 concentrations were assessed in plasma 
samples collected on Days 1 and 15 of Cycle 1 using a 
commercially available assay (Meso Scale Discovery). 
The pharmacodynamic effects of pemigatinib were deter-
mined in plasma from samples collected predose and at 
Cycle 1 Day 15 (0 h) before pemigatinib administration. 
Inhibition of FGFR2 was assessed using an ex vivo assay 
that measured phosphorylated FGFR2α concentration fol-
lowing exposure of FGFR2-amplified gastric cancer cells 
(KATOIII) to patient plasma.

2.5.3  |  Efficacy

Efficacy assessments occurred at screening (baseline 
scan) and on Day 15 of every third cycle with a ±2-day 
window. Tumor status was assessed by the investigator 
using appropriate disease-specific techniques. For solid 
tumors, the Response Evaluation Criteria in Solid Tumors 
(RECIST) 1.1 criteria were used,19 and the recommended 
method for measuring tumor burden was computed to-
mography scan. Alternative modalities compatible with 
RECIST 1.1 could be used at the investigator's discretion 
provided they were used consistently throughout the 
study.

2.6  |  Statistical analysis

No calculation of statistical power was performed for this 
study because no analyses of clinical significance were 
planned. Safety data (vital signs, ECGs, routine laboratory 
tests, physical examinations, and AEs) were summarized 
descriptively. Plasma pemigatinib concentrations and 
PK parameters (maximum observed plasma concentra-
tion [Cmax], time to reach Cmax [tmax], Cmin, area under the 
plasma concentration-time curve from t  =  0 to the last 
measurable concentration at time t [AUC0−t], area under 
the steady-state plasma or serum concentration-time 
curve over 1 dose interval [AUC0-τ], terminal half-life (t½), 
and oral clearance [CL/F]) were calculated using standard 
noncompartmental (model-independent) methods and 
summarized for the PK/pharmacodynamic population. 
Plasma concentration data from ID and CD administra-
tion were pooled for each dosage for PK analysis because 
no changes in PK parameters with CD dosing were ex-
pected after steady-state concentrations were reached at 
approximately Day 4. Pharmacodynamic data were pre-
sented using summary statistics.

Both the efficacy and the safety population included all 
patients who received at least 1 dose of study drug. The 
PK/pharmacodynamic population included all patients 
who received at least one dose of study drug and provided 
at least one postdose plasma sample for PK/pharmacody-
namic measurement. No comparisons are made between 
patients or against historical controls; only comparisons to 
pretreatment conditions were made.

3   |   RESULTS

3.1  |  Patients

A total of 44 patients with advanced solid tumors were 
enrolled at 10 study centers in Japan: 14 in Part 1 (dose 
escalation) and 30 in Part 2 (dose expansion). Patients 
received pemigatinib 9, 13.5, or 18 mg on an ID regimen 
in Part 1 and pemigatinib 13.5 mg on ID or CD in Part 2  
(Figure  1). All 44 patients discontinued pemigatinib. 
Progressive disease (PD; 84.1%) was the most common 
reason for treatment discontinuation. Death (65.9%) was 
the most common reason for study withdrawal.

Patients were predominantly male (61.4%), with me-
dian age of 63 and most (75.0%) had an ECOG PS of 0 
(Table  1). Most patients (70.5%) had received ≥3 prior 
systemic therapies. The most common tumor types were 
cholangiocarcinoma (n = 8, 18.2% [cholangiocarcinoma, 
n = 4; “Other intrahepatic cholangiocarcinoma”, n = 4]) 
and esophageal cancer (n  =  6, 13.6%). An additional 
patient was reported as having lower bile duct cancer. 
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Twenty-six patients had centrally confirmed FGF/FGFR 
alterations (Part 1, n  =  3; Part 2, n  =  23) as shown in 
Table S1. Two patients in Part 1 and seven in Part 2 had 
locally confirmed alterations only. Patients completed a 
mean 4.5 cycles of pemigatinib. The median duration of 
treatment across all dosages was 56.0 days (range, 6–496). 
In Part 1, the median duration of exposure was 58.0 days 
(range, 9–254). In Part 2, the median duration of exposure 
for the ID regimen was slightly longer (56.0 days [range, 
6–496]) compared with the CD regimen (45.0 days [range, 
19–309]).

3.2  |  Safety

No DLTs were reported in Part 1 of the study and the MTD 
of pemigatinib was not reached. Treatment-emergent ad-
verse events (TEAEs) were experienced by all enrolled 
patients (N  =  44); The most common TEAEs were hy-
perphosphatemia (overall, 81.8%; ID, 80.6%; CD, 84.6%), 
dysgeusia (overall, 45.5%; ID, 35.5%; CD, 69.2%), stoma-
titis (overall, 43.2%; ID, 29.0%; CD, 76.9%), and alopecia 
(overall, 38.6%; ID, 32.3%; CD, 53.8%) (Table 2). All hyper-
phosphatemia events were Grades 1 or 2. Grade ≥3 TEAEs 
occurred in 21 patients (15 [48.4%] in ID and 6 [46.2%] 
in CD). The most common Grade ≥3 TEAEs were anemia 
(9.1%; ID, 12.9%; CD, 0%) and decreased appetite (9.1%; 
ID, 6.5%; CD, 15.4%).

In general, the incidence of individual TEAEs was 
higher in the CD regimen as compared with ID (Table 2). 
TEAEs rates that were 20% greater in the CD versus ID 
regimens were dysgeusia (69.2% vs. 35.5%), stomatitis 
(76.9% vs. 29.0%), alopecia (53.8% vs. 32.3%), diarrhea 
(61.5% vs. 25.8%), malaise (30.8% vs. 6.5%), paronychia 
(30.8% vs. 6.5%), dry mouth (30.8% vs. 3.2%), white blood 
cell count decreased (23.1% vs. 0%), and epistaxis (23.1% 
vs. 0%) (Table 2). A similar pattern was seen at the RP2D 
of 13.5 mg QD with a higher incidence of TEAEs in the 
CD regimen versus the ID regimen (Table 2).

The majority of patients (97.7%) experienced at least 
1 treatment-related TEAE. The most common treatment-
related TEAEs were hyperphosphatemia (overall, 81.8%; 
ID, 80.6%; CD, 84.6%), dysgeusia (overall, 40.9%; ID, 
32.3%; CD, 61.5%), stomatitis (overall, 40.9%; ID, 25.8%; 
CD, 76.9%), alopecia (overall, 38.6%; ID, 32.3%; CD, 
53.8%), and nausea (overall, 31.8%; ID, 32.3%; CD, 30.8%) 
(Table S2). Eight treatment-related TEAEs of Grade ≥3 se-
verity occurred in 7/44 (15.9%) patients: 1 instance (2.3%) 
each of anemia, punctate keratitis, diarrhea, stomatitis, 
ALT increased, AST increased, decreased appetite, and 
hematuria. Similar to the pattern for overall TEAEs, the 
incidence of treatment-related TEAEs was generally 
higher among patients who received pemigatinib as a CD 
regimen as compared with ID.

Overall, 22 patients (50%; 12 [38.7%] in ID and 10 
[76.9%] in CD) had a TEAE leading to dose interruption. 

F I G U R E  1   Summary of patient 
disposition. QD, once daily.

Pemigatinib QD, Intermittent dosing, n = 14
• 9.0 mg, n = 3
• 13.5 mg, n = 6
• 18.0 mg QD, n = 5

Intermittent dosing
• Safety, n = 14
• Efficacy, n = 14

Intermittent dosing
• Disease progression, n = 11 (9.0 mg, 
   n = 2; 13.5 mg, n = 5; 18.0 mg, n = 4)
• Adverse event, n = 1, 13.5 mg
• Physician decision, n = 1, 9.0 mg
• Withdrawal by patient, n = 1, 18.0 mg

Total enrolled (N = 44)

Part 1 (dose escalation), 
N = 14

Part 2 (dose expansion), 
N = 30

Pemigatinib 13 mg QD, n = 30
• Intermittent dosing, n = 17
• Continuous dosing, n = 13

Treated

Intermittent dosing
• Safety, n = 17
• Efficacy, n = 17

Continuous dosing
• Safety, n = 13
• Efficacy, n = 13

Analyzed

Intermittent dosing
• Disease progression, n = 16
• Adverse event, n = 1

Continuous dosing
• Disease progression, n = 10
• Withdrawal by patient, n = 3

Discontinued
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Six patients (13.6%; 5 [16.1%] in ID and 1 [7.7%] in CD) 
had a TEAE leading to dose reduction. Four patients 
(9.1%; all in ID [12.9%]) had a TEAE leading to pemiga-
tinib discontinuation. The most common TEAE leading 
to dose interruption was hyperphosphatemia (15.9%; ID, 
9.7%; CD, 30.8%). No patients discontinued pemigatinib 
treatment due to hyperphosphatemia. The most common 
TEAE leading to dose reduction was fatigue (overall, 4.5%; 
ID, 6.5%; CD, 0%). All TEAEs leading to dose reduction 
were considered related to pemigatinib, except for 1 Grade 
2 event of fatigue. All TEAEs leading to treatment discon-
tinuation occurred with ID (13.5  mg QD) and included 
ascites, metastatic brain cancer, malignant neoplasm pro-
gression, and hyperesthesia in one patient (2.3%) each. Of 
these, only hyperesthesia (Grade 1) was considered related 
to pemigatinib.

Serious TEAEs occurred in 16 patients (14 [45.2%] in 
ID and 2 [15.4%] in CD). Three (6.8%) of these patients 
had a TEAE with a fatal outcome: malignant neoplasm 
progression in two patients and dyspnea in one patient. 
Each of these events were considered unrelated to pemi-
gatinib. All three patients had discontinued treatment at-
tributable to progressive disease. Cholangitis, decreased 
appetite, and malignant neoplasm progression (in two pa-
tients each) were the only serious TEAEs reported in more 
than one patient.

Clinically notable TEAEs occurred in 88.6% of patients 
(ID, 90.3%; CD, 84.6%) (Table 2). Pemigatinib dose inter-
ruptions due to clinically notable TEAEs occurred in 10 
(22.7%) patients. Dose reductions due to clinically notable 
TEAEs occurred in 3 (6.8%) patients.

Hyperphosphatemia or “blood phosphorous increased” 
was reported in 37 (84.1%) patients (26 patients in the 

ID and 11 in the CD regimen). None of the events were 
Grade ≥3. Hyperphosphatemia led to dose interruption in 
7 (15.9%) patients and dose reduction in 1 (2.3%) patient. 
Hypophosphatemia was reported in 2 (4.5%) patients, 1 each 
in 13.5 mg ID and 13.5 mg CD regimens. Both events were 
Grade 2 in severity. The hypophosphatemia event in the ID 
regimen was considered treatment-related. None of the hy-
pophosphatemia events led to pemigatinib dose interruption 
or reduction. Notably, half of patients in the study received 
lanthanum carbonate, a phosphate-binding agent for the 
treatment of hyperphosphatemia (including prophylaxis).

Clinically notable ocular TEAEs included dry eye in 11 
(25%) patients (comprised of dry eye: 3 [6.8%]), keratitis: 
5 [11.4%], punctate keratitis: 3 [6.8%], and lacrimation in-
creased: 1 [2.3%] as well as serous retinal detachment in 8 
(18.2%) patients (including serous retinal detachment: 5 
[11.4%], subretinal fluid: 2 [4.5%], and chorioretinopathy: 
1 [2.3%]; Table 2). Other clinically notable ocular TEAEs 
were eyelash changes (trichiasis) in 4 (9.1%) patients and 
vision blurred in 2 (4.5%). Keratitis and serous retinal de-
tachment led to pemigatinib dose interruption in two pa-
tients each. Punctate keratitis led to dose interruption in 
one patient and to dose reduction in one patient. Grade ≥3 
TEAE, punctate keratitis occurred in only one patient 
receiving 13.5-mg ID, which improved to Grade 1 after 
treatment interruption and dose reduction. Nail toxicity 
TEAEs occurred in 14 (31.8) patients and included paron-
ychia in 6 (13.6%) patients, onychomadesis in 5 (11.4%), 
nail discoloration in 3 (6.8%), oncholysis in 2 (4.5%), and 
nail ridging in 1 (2.3%) (Table  2). Oncholysis, onycho-
madesis, and paronychia led to pemigatinib dose interrup-
tion in one patient each. Onycholysis was managed with 
dose reduction in one patient.

F I G U R E  2   Plasma pemigatinib concentrations on (A) Cycle 1 Day 1 (C1D1), (B) Cycle 1 Day 14 (C1D14; steady state). Data are 
presented as mean ± SE. FGFR2, fibroblast growth factor receptor 2; IC50, concentration that inhibits 50%; pFGFR2, phospho-FGFR2; SE, 
standard error.
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3.3  |  PK and Pharmacodynamics

Blood samples from all 44 patients drawn on Cycle 1 Day 
1 (C1D1) and from 39 patients drawn on C1D14 were used 
to assess pemigatinib PK. The geometric mean (CV%) 
peak plasma concentration (Cmax) of 216 nM (77.0) was 
attained in median time (tmax) of 1 h after dosing with 
pemigatinib 13.5 mg (Figure 2, Table S3). After a single 
dose of pemigatinib 9 or 13.5 mg, plasma concentrations 
of pemigatinib remained at or above the in vivo concentra-
tion that inhibits 50% (IC50; 22.6 nM) for the inhibition of 
pFGFR2 for a full 24 h (Figure 2).10 The steady-state geo-
metric mean half-life (t1/2) was 13.6 h (Table S4).

The geometric mean accumulation ratio for area 
under the plasma concentration-time curve from 0 to 
24 h (AUC0-24) for patients receiving 13.5 mg pemigati-
nib was 1.43 (Table S4). The geometric mean (CV%) Cmax 
and AUC0-24 at steady state were 195 nM (77.8%) and 
2720 h × nM (55.5%), respectively (Table  S4). At steady 
state, pemigatinib exhibited low oral clearance (geomet-
ric mean CLss/F of 10.2  L/h) and moderate volume of 
distribution (geometric mean Vz/F of 201 L; Table  S4). 
An exploratory urine PK analysis showed the geomet-
ric mean fraction of pemigatinib dose excreted in urine 
was 2.48% with a geometric mean renal clearance of 
0.240 L/h.

A comparison of pemigatinib PK between the Japanese 
patients in this study and the predominantly white pa-
tients from the FIGHT-101 study showed similar pemiga-
tinib exposures. With pemigatinib 13.5 mg QD dosing, the 
steady-state Cmax geometric means were 195 and 236 nM, 
and AUC0-24h geometric means were 2720 h × nM and 
2620 h × nM in FIGHT-102 and FIGHT-101, respectively 
(Figure S2).

FGF23 concentrations at baseline and at Day 15 of 
treatment Cycle 1 were measured in plasma from 41 pa-
tients (9 mg, n = 3; 13.5 mg, n = 34; 18 mg, n = 4). Elevated 
mean FGF23 concentrations at Day 15 of Cycle 1were ob-
served in in 90% (37/41) of these patients. Mean FGF23 
concentration increased significantly from 198 ± 29 pg/
mL at baseline to 464 ± 49 pg/mL at C1D15 (paired t-test, 
p < 0.05). Induction of plasma FGF23 was observed at all 
pemigatinib doses with mean increases of 2.6-, 2.9-, and 
3.9-fold during treatment with pemigatinib 9, 13.5, and 
18 mg, respectively. In patients treated with pemigatinib 
13.5  mg QD, median FGF23 concentration rose slightly 
more than twofold from baseline in the first 2 weeks of 
treatment, and did not change statistically significantly 
thereafter (Figure S3).

Ex vivo target inhibition as defined by ≥50% inhibition 
of pFGFR2α at any timepoint was observed for all pa-
tients. Mean inhibition of pFGFR2α at trough pemigatinib 
concentration (C1D15, 0 h) was 80% (Figure S4).

3.4  |  Efficacy

In Part 1 of the study, no patient had a best overall re-
sponse (BOR) of complete response or PR, seven patients 
(50.0%) had a BOR of stable disease (SD). The median 
best percentage change from baseline in target lesion 
size was −2.6%. In Part 2, five patients (16.7%) achieved 
PR and 6 (20%) had SD. Median DOR among responders 
was 9.56 months (95% CI: 4.17, 14.95). The median of best 
percentage change from baseline in target lesion size was 
15.2%. Best percentage changes in target lesion size for pa-
tients in Parts 1 and 2 are shown in Figure 3.

Responses by genomic alterations for all patients in 
Parts 1 and 2 are shown in Table S5. Five patients in Part 
2 achieved a PR while receiving pemigatinib 13.5  mg 
treatment (ID, n = 1; CD, n = 4) for the following tumors: 
cholangiocarcinoma with a locally identified FGFR2 
translocation; gall bladder cancer with FGF3/4/19 ampli-
fication; breast cancer with FGFR2 amplification; urothe-
lial tract/bladder cancer with FGF3/4/19 amplification 
and FGFR3 alteration; and “other” (apocrine sweat gland 
carcinoma) with FGFR2 amplification. Four patients with 
cholangiocarcinoma had SD; of whom one had a centrally 
confirmed FGF1 and FGFR2 amplification and one had 
a centrally confirmed FGFR2 rearrangement and locally 
identified FGFR2 translocation. A further three patients 
with cholangiocarcinoma had BORs of PD. One patient 
with lower bile duct cancer had SD. Of the two patients 
with gallbladder cancer, one had a BOR of PR as described 
above and the other had PD. Among patients with other 
tumor types who had genomic alterations, SD was attained 
by one patient with esophageal cancer and centrally as-
sessed FGFR1 amplification, one patient with esophageal 
cancer and FGFR3 translocation, one patient with urothe-
lial tract/bladder cancer and FGFR3 mutation (p.Y373C), 
one patient with breast cancer and FGFR2 amplification, 
and one patient with “other” (rectal cancer) and FGFR1 
amplification.

4   |   DISCUSSION

In this study, no DLTs were observed and the MTD of 
pemigatinib was not reached. Safety, tolerability, and 
PK data supported the selection of 13.5 mg as the RP2D 
and this was the starting dose for Part 2 of this study. The 
safety, and PK and pharmacodynamics profiles of pemi-
gatinib in Japanese patients with advanced solid tumors 
are similar to that observed in patients in the United States 
and Denmark in the FIGHT-101 study.

The most common (>30%) TEAEs were consistent 
with on-target effects of FGFR pathway inhibition and/
or conditions associated with underlying disease, and 



10608  |      FUJIWARA et al.

included hyperphosphatemia, dysgeusia, stomatitis, al-
opecia, decreased appetite, diarrhea, nausea, and con-
stipation. In general, the incidence of any grade TEAEs 
was higher among patients receiving CD compared 
with ID schedules. These results are consistent with re-
sults reported in the FIGHT-101 study in patients from 
the United States and Denmark. The most common 
(>30%) overall TEAEs in FIGHT-101 were hyperphos-
phatemia, fatigue, dry mouth, stomatitis, diarrhea, and 
alopecia, with a higher incidence of TEAEs overall 
among patients on CD regimen compared with an ID 
regimen.11

Hyperphosphatemia is an anticipated on-target phar-
macologic effect of FGFR inhibition.20 The study protocol 
recommended management of hyperphosphatemia by di-
etary phosphate restriction, administration of phosphate-
lowering therapy, and pemigatinib dose modifications. 
Notably, half of patients in the study received lantha-
num carbonate, a phosphate-binding agent to help these 
patients maintain healthy phosphate concentrations. 
Importantly, no event of hyperphosphatemia was serious 
or led to pemigatinib discontinuation. Hypophosphatemia 

was reported in two patients; both events were Grades 1 or 
2 in severity.

Other events of clinical interest associated with selec-
tive FGFR inhibitors include nail and ocular toxicities, 
including serous retinal detachment.21 In this study, 
AEs related to eye disorders were generally mild to 
moderate, self-limiting, or manageable with dose modi-
fication. None of the nail toxicity events were Grade ≥3. 
None of the clinically notable TEAEs led to pemigatinib 
discontinuation.

Phase 1 studies of other FGFR inhibitors in Japanese 
patients have reported similar AE profiles as reported 
in our study.22–24 Consistent with our findings, phase 
1 studies of futibatinib and erdafitinib in Japanese pa-
tients with advanced solid tumors have reported hyper-
phosphatemia as the most common TEAE.22–24 Other 
TEAEs, including stomatitis, dysgeusia, nausea, diar-
rhea and retinal detachment, were also reported in these 
studies.23,24

In a global phase 1 study of infigratinib, a selective 
FGFR1-3 inhibitor, the most commonly reported (>30%) 
TEAEs were hyperphosphatemia, constipation, appetite 

F I G U R E  3   Best percentage change 
from baseline in target lesion size for 
patients in (A) Part 1 and (B) Part 2. 
Bar plots indicate percentage change in 
target lesion size and colors indicate the 
present tumor types. Corresponding best 
overall responses per Response Evaluation 
Criteria in Solid Tumors v1.1 are also 
presented. aAssessments were missing for 
one patient each in 9.0- and 18.0-mg ID 
regimens, respectively. bPatient had other 
cancer and received pemigatinib 18.0 mg 
in ID regimen. cAssessment was missing 
for 1 patient in the 13.5-mg ID regimen. 
dPatient had other cancer and received 
pemigatinib 13.5 mg in CD regimen. 
Assessments were missing for two 
patients in Part 1 and one patient in Part 
2. CD, continuous dosing; ID, intermittent 
dosing; NE, not evaluable; PD, progressive 
disease; PR, partial response; SD, stable 
disease.
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decreased, stomatitis, diarrhea, nausea, and fatigue. Other 
toxicities associated with selective FGFR pathway inhibi-
tion such as eye-related disorders were also reported in 
infigratinib-treated patients.25 In a phase 1 multicenter 
study of erdafitinib in patients with advanced solid tu-
mors, the most common TEAEs were hyperphosphate-
mia, dry mouth, stomatitis, and asthenia.26 Similarly, in a 
recent report of a phase 1 study of futibatinib in patients 
with advanced solid tumors, the most frequently reported 
TEAEs were hyperphosphatemia, diarrhea, constipation, 
and nausea.27

Following a single dose of pemigatinib 9 or 13.5  mg 
QD, plasma concentrations of pemigatinib remained at 
or above the in vivo IC50 for the inhibition of pFGFR2.10 
The steady-state Cmax geometric means were 195 nM and 
236 nM, and AUC0-24h geometric means were 2720 h × nM 
and 2620 h × nM between Japanese patients in this study 
and patients in the United States and Denmark in the 
phase 1 FIGHT-101 study.

Plasma FGF23 was used as a prespecified marker for 
FGFR activity. FGF23 plays an important role in phos-
phate homeostasis and is induced in FGFR inhibitor 
rodent models.28 In this study, pemigatinib induced an 
increase in plasma FGF23 concentration from baseline to 
Day 15 in 90% of patients. For patients receiving 13.5 mg 
pemigatinib QD, mean plasma FGF23 concentration ap-
proximately doubled from baseline in the initial 2 weeks 
of treatment and did not change statistically significantly 
thereafter. Ex vivo pharmacodynamic analysis showed 
80% mean inhibition of pFGFR2α at trough pemigati-
nib concentration (C1D15, 0 h) at all dosages evaluated. 
These results confirm the biologic activity of pemigatinib 
in Japanese patients with solid tumors.

Efficacy analyses demonstrated clinical activity with 
five PRs reported across tumors in patients receiving 
pemigatinib 13.5 mg QD in Part 2 including one receiving 
ID and four receiving CD. All of the five patients had FGF/
FGFR alterations. Four patients with cholangiocarcinoma 
had SD, three of whom had FGFR2 alterations.

This study had limitations that are common for phase 
1/2 studies. No statistical comparisons across dosing reg-
imens or cancer types were planned. Therefore, the study 
was not sufficiently powered for such comparisons. Only 
a small number of patients with a variety of solid tumors 
were enrolled.

5   |   CONCLUSION

In this study of pemigatinib in Japanese patients with ad-
vanced solid tumors, no new safety signals were observed. 
Adverse events were typical of those seen with FGFR inhi-
bition and were generally manageable. The safety, PK, and 

pharmacodynamic profiles of pemigatinib in Japanese pa-
tients with advanced solid tumors in this study are con-
sistent with those observed previously in FIGHT-101.11 
Clinical responses were observed with five PRs across 
different tumor types including cholangiocarcinoma with 
FGFR2 alterations.

AUTHOR CONTRIBUTIONS
Yutaka Fujiwara: Investigation (equal); visualization 
(equal); writing – review and editing (equal). Yasutoshi 
Kuboki: Investigation (equal); writing – original draft 
(equal); writing – review and editing (equal). Masayuki 
Furukawa: Investigation (equal); writing – review and 
editing (equal). Nobumasa Mizuno: Investigation 
(equal); writing – review and editing (equal). Hiroki 
Hara: Investigation (equal); writing – review and editing 
(equal). Tatsuya Ioka: Investigation (equal); writing – 
review and editing (equal). Makoto Ueno: Investigation 
(equal); writing – review and editing (equal). 
Yasuo Takahashi: Investigation (equal); writing –  
review and editing (equal). Shunji Takahashi: 
Investigation (equal); writing – review and editing 
(equal). Shinji Takeuchi: Investigation (equal); writing –  
review and editing (equal). Christine Lihou: 
Conceptualization (equal); data curation (equal); for-
mal analysis (equal); investigation (equal); methodol-
ogy (equal); project administration (equal); supervision 
(equal); writing – original draft (equal); writing – review 
and editing (equal). Tao Ji: Formal analysis (equal); 
methodology (equal); software (equal). Chenwei Tian: 
Formal analysis (equal); methodology (equal); valida-
tion (equal). Toshio Shimizu: Investigation (equal); 
writing – review and editing (equal).

ACKNOWLEDGMENTS
This study was sponsored by Incyte Corporation 
(Wilmington, DE). Medical writing assistance was pro-
vided by Madeeha Aqil, PhD, MWC (Envision Pharma 
Group, Philadelphia, PA), and funded by Incyte 
Corporation.

CONFLICT OF INTEREST STATEMENT
Yutaka Fujiwara: personal fees from Amgen, 
AstraZeneca, Bristol Myers Squibb, Chiome Bioscience, 
Chugai Pharmaceutical, Daiichi Sankyo, Eli Lilly, 
Novartis, ONO Pharmaceutical, Otsuka Pharmaceutical, 
Pfizer, Taiho, Takeda, and Yakult, and grants from 
AnHeart Therapeutics and MSD outside the submitted 
work; Yasutoshi Kuboki: grants and personal fees from 
AbbVie, Amgen, Astellas, AstraZeneca, Boehringer 
Ingelheim, Bristol Myers Squibb, Chugai, Daiichi-
Sankyo, Genmab, GlaxoSmithKline, Incyte, Lilly, Ono, 
Taiho, and Takeda; Masayuki Furukawa: nothing to 



10610  |      FUJIWARA et al.

disclose; Nobumasa Mizuno: grants from Incyte dur-
ing the conduct of the study; and grants and personal 
fees from ASLAN Pharmaceuticals, AstraZeneca, Eisai, 
FUJIFILM Toyama Chemical, MSD, NanoCarrier, 
Novartis, Ono Pharmaceutical, Seagen, Taiho 
Pharmaceutical, and Yakult Honsha; Hara Hiroki: grants 
or contracts from Amgen, Astellas, AstraZeneca, Bayel, 
BeiGene, Boehringer Ingelheim, Chugai, Daiichi Sankyo, 
Dainippon Sumitomo, Janssen, Merck Biopharma, 
MSD, Ono Pharmaceutical, and Taiho; consulting fees 
from Boehringer Ingelheim, Bristol Myers Squibb, 
Daiichi Sankyo, Dainippon Sumitomo, MSD, Ono 
Pharmaceutical; payment or honoraria for lectures, pres-
entations, speakers' bureaus, manuscript writing or edu-
cational events from Asahi Kasei, Bayer, Bristol Myers 
Squibb, Chugai, Daiichi Sankyo, Kyowa Hakko Kirin, 
Lilly, Merck Biopharma, MSD, Ono Pharmaceutical, 
Sanofi, Taiho, Takeda, and Yakult; Tatsuya Ioka: per-
sonal fees from Incyte, Ono Pharmaceutical, and Taiho 
Pharmaceutical outside the submitted work; Makoto 
Ueno: grants and personal fees from Astellas Pharma, 
AstraZeneca, Chugai Pharmaceuticals, DFP, Eisai, 
Incyte, Merck Biopharma, MSD, Nihon Servier, Ono 
Pharmaceutical, and Taiho Pharmaceutical; Yasuo 
Takahashi: Nothing to disclose; Shunji Takahashi: grants 
from Incyte during the conduct of the study; grants and 
personal fees from AstraZeneca, Bayer, Bristol Myers 
Squibb, Chugai, DAIICHI-SANKYO, Eisai, MSD, 
Novartis, Ono pharmaceutical, and TAIHO, outside 
the submitted work; Shinji Takeuchi: grants and per-
sonal fees from Array BioPharma, Chugai, CMIC, Eli 
Lilly, Loxo Oncology, Ono, Pfizer, and Takeda; Chenwei 
Tian: employee and shareholder of Incyte Corporation; 
Christine Lihou and Tao Ji: former employees and 
shareholders of Incyte Corporation; Toshio Shimizu: 
grants from Incyte during the conduct of the study; 
grants and personal fees from 3D-Medicine, AbbVie, 
Astellas, AstraZeneca, Bristol Myers Squibb, Chordia 
Therapeutics, Daiichi-Sankyo, Eisai, LOXO/Eli Lilly, 
Novartis, Pfizer, PharmaMar, Symbio Pharmaceuticals, 
and Takeda Oncology, outside the submitted work.

DATA AVAILABILITY STATEMENT
Incyte Corporation (Wilmington, DE) is committed to data 
sharing that advances science and medicine while protect-
ing patient privacy. Qualified external scientific research-
ers may request anonymized datasets owned by Incyte for 
the purpose of conducting legitimate scientific research. 
Researchers may request anonymized datasets from any 
interventional study (except phase 1 studies) for which 
the product and indication have been approved on or after 
January 1, 2020 in at least one major market (e.g., United 
States, European Union, Japan). Data will be available 

for request after the primary publication or 2 years after 
the study has ended. Information on Incyte's clinical 
trial data sharing policy and instructions for submitting 
clinical trial data requests are available at: https://www.
incyte.com/Porta​ls/0/Asset​s/Compl​iance​%20and​%20Tra​
nspar​ency/clini​cal-trial​-data-shari​ng.pdf?ver=2020-05-
21-13283​8-960.

REFERENCES
	 1.	 Xie Y, Su N, Yang J, et al. FGF/FGFR signaling in health and 

disease. Signal Transduct Target Ther. 2020;5:181.
	 2.	 Chae YK, Ranganath K, Hammerman PS, et al. Inhibition of 

the fibroblast growth factor receptor (FGFR) pathway: the cur-
rent landscape and barriers to clinical application. Oncotarget. 
2017;8:16052-16074.

	 3.	 Szybowska P, Kostas M, Wesche J, Haugsten EM, Wiedlocha A. 
Negative regulation of FGFR (fibroblast growth factor receptor) 
signaling. Cell. 2021;10:1342.

	 4.	 De Luca A, Esposito Abate R, Rachiglio AM, et al. FGFR fu-
sions in cancer: from diagnostic approaches to therapeutic in-
tervention. Int J Mol Sci. 2020;21:6856.

	 5.	 Reiter A, Gotlib J. Myeloid neoplasms with eosinophilia. Blood. 
2017;129:704-714.

	 6.	 Krook MA, Reeser JW, Ernst G, et al. Fibroblast growth fac-
tor receptors in cancer: genetic alterations, diagnostics, ther-
apeutic targets and mechanisms of resistance. Br J Cancer. 
2021;124:880-892.

	 7.	 Lowery MA, Ptashkin R, Jordan E, et al. Comprehensive mo-
lecular profiling of intrahepatic and extrahepatic cholangio-
carcinomas: potential targets for intervention. Clin Cancer Res. 
2018;24:4154-4161.

	 8.	 Shomali W, Gotlib J. World Health Organization-defined eosin-
ophilic disorders: 2022 update on diagnosis, risk stratification, 
and management. Am J Hematol. 2022;97:129-148.

	 9.	 Arai Y, Totoki Y, Hosoda F, et al. Fibroblast growth factor recep-
tor 2 tyrosine kinase fusions define a unique molecular subtype 
of cholangiocarcinoma. Hepatology. 2014;59:1427-1434.

	10.	 Liu PCC, Koblish H, Wu L, et al. INCB054828 (pemigatinib), 
a potent and selective inhibitor of fibroblast growth factor re-
ceptors 1, 2, and 3, displays activity against genetically defined 
tumor models. PLoS One. 2020;15:e0231877.

	11.	 Subbiah V, Iannotti NO, Gutierrez M, et al. FIGHT-101, a first-
in-human study of potent and selective FGFR 1-3 inhibitor 
pemigatinib in pan-cancer patients with FGF/FGFR alterations 
and advanced malignancies. Ann Oncol. 2022;33:522-533.

	12.	 Abou-Alfa GK, Sahai V, Hollebecque A, et al. Pemigatinib for 
previously treated locally advanced/metastatic cholangiocarci-
noma (CCA): update of FIGHT-202. J Clin Oncol. 2021;39:4086.

	13.	 European Medicines Agency. 2021. Pemazyre®(pemigatinib). 
ANNEX I, Summary of Product Characteristics. https://www.
ema.europa.eu/en/docum​ents/produ​ct-infor​matio​n/pemaz​
yre-epar-produ​ct-infor​mation_en.pdf.

	14.	 Incyte Biosciences Canada. PrPEMAZYRE™ (Pemigatinib tab-
lets) product monograph including patient medication infor-
mation. 2021 https://incyt​ebios​cienc​es.ca/pdf/pemaz​yre-produ​
ct-monog​raph-engli​sh.pdf

	15.	 Incyte Corporation USA. Incyte announces approval of 
Pemazyre® (pemigatinib) in Japan for the treatment of patients 

https://www.incyte.com/Portals/0/Assets/Compliance and Transparency/clinical-trial-data-sharing.pdf?ver=2020-05-21-132838-960
https://www.incyte.com/Portals/0/Assets/Compliance and Transparency/clinical-trial-data-sharing.pdf?ver=2020-05-21-132838-960
https://www.incyte.com/Portals/0/Assets/Compliance and Transparency/clinical-trial-data-sharing.pdf?ver=2020-05-21-132838-960
https://www.incyte.com/Portals/0/Assets/Compliance and Transparency/clinical-trial-data-sharing.pdf?ver=2020-05-21-132838-960
https://www.ema.europa.eu/en/documents/product-information/pemazyre-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/pemazyre-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/pemazyre-epar-product-information_en.pdf
https://incytebiosciences.ca/pdf/pemazyre-product-monograph-english.pdf
https://incytebiosciences.ca/pdf/pemazyre-product-monograph-english.pdf


      |  10611FUJIWARA et al.

with unresectable biliary tract cancer (BTC) with a fibroblast 
growth factor receptor 2 (FGFR2) fusion gene, worsening after 
cancer chemotherapy. 2021 https://inves​tor.incyte.com/press​
-relea​ses/press​-relea​ses/2021/Incyt​e-Annou​nces-Appro​val-of-
Pemaz​yre-pemig​atini​b-in-Japan​-for-the-Treat​ment-of-Patie​nts-
with-Unres​ectab​le-Bilia​ry-Tract​-Cance​r-BTC-with-a-Fibro​blast​
-Growt​h-Facto​r-Recep​tor-2-FGFR2​-Fusio​n-Gene-Worse​ning-
After​-Cance​r-Chemo​thera​py/defau​lt.aspx

	16.	 Incyte Corporation USA. PEMAZYRE™ (pemigatinib) tablets, 
for oral use, initial U.S. approval: 2020. 2020 https://www.acces​
sdata.fda.gov/drugs​atfda_docs/label/​2020/21373​6s000​lbl.pdf

	17.	 Ji T, Rockich K, Epstein N, et al. Evaluation of the pharmacoki-
netics of pemigatinib in patients with impaired hepatic or renal 
function. Br J Clin Pharmacol. 2021;88:237-247.

	18.	 Ji T, Rockich K, Epstein N, et al. Evaluation of drug-drug in-
teractions of pemigatinib in healthy participants. Eur J Clin 
Pharmacol. 2021;77:1887-1897.

	19.	 Eisenhauer EA, Therasse P, Bogaerts J, et al. New response 
evaluation criteria in solid tumours: revised RECIST guideline 
(version 1.1). Eur J Cancer. 2009;45:228-247.

	20.	 Goyal L, Kongpetch S, Crolley VE, Bridgewater J. Targeting 
FGFR inhibition in cholangiocarcinoma. Cancer Treat Rev. 
2021;95:102170.

	21.	 Kommalapati A, Tella SH, Borad M, Javle M, Mahipal A. FGFR 
inhibitors in oncology: insight on the management of toxicities 
in clinical practice. Cancers (Basel). 2021;13:2968.

	22.	 Kuboki Y, Shitara K, Morizane C, Kojima T, et al. Phase I study of 
the irreversible FGFR inhibitor futibatinib in Japanese patients 
with advanced solid tumors: updated dose expansion results 
and activity in gastric cancer. Ann Oncol. 2021;32:S1047-S1048.

	23.	 Morizane C, Kojima T, Kuboki Y, et al. 544P phase I study of 
the irreversible FGFR inhibitor (i) futibatinib (FBN; TAS-120) 
in Japanese patients (pts) with advanced (adv) solid tumours. 
Ann Oncol. 2020;31:S475.

	24.	 Nishina T, Takahashi S, Iwasawa R, Noguchi H, Aoki M, Doi T. 
Safety, pharmacokinetic, and pharmacodynamics of erdafitinib, 

a pan-fibroblast growth factor receptor (FGFR) tyrosine kinase 
inhibitor, in patients with advanced or refractory solid tumors. 
Invest New Drugs. 2018;36:424-434.

	25.	 Nogova L, Sequist LV, Perez Garcia JM, et al. Evaluation of 
BGJ398, a fibroblast growth factor receptor 1-3 kinase inhibi-
tor, in patients with advanced solid tumors harboring genetic 
alterations in fibroblast growth factor receptors: results of a 
global phase I, dose-escalation and dose-expansion study. J Clin 
Oncol. 2017;35:157-165.

	26.	 Bahleda R, Italiano A, Hierro C, et al. Multicenter phase I study 
of erdafitinib (JNJ-42756493), oral pan-fibroblast growth factor 
receptor inhibitor, in patients with advanced or refractory solid 
tumors. Clin Cancer Res. 2019;25:4888-4897.

	27.	 Bahleda R, Meric-Bernstam F, Goyal L, et al. Phase I, first-
in-human study of futibatinib, a highly selective, irreversible 
FGFR1-4 inhibitor in patients with advanced solid tumors. Ann 
Oncol. 2020;31:1405-1412.

	28.	 Bar L, Stournaras C, Lang F, Foller M. Regulation of fibroblast 
growth factor 23 (FGF23) in health and disease. FEBS Lett. 
2019;593:1879-1900.

SUPPORTING INFORMATION
Additional supporting information can be found online 
in the Supporting Information section at the end of this 
article.

How to cite this article: Fujiwara Y, Kuboki Y, 
Furukawa M, et al. FIGHT-102: A phase 1 study of 
pemigatinib in Japanese patients with advanced 
malignancies. Cancer Med. 2023;12:10597-10611. 
doi:10.1002/cam4.5798

https://investor.incyte.com/press-releases/press-releases/2021/Incyte-Announces-Approval-of-Pemazyre-pemigatinib-in-Japan-for-the-Treatment-of-Patients-with-Unresectable-Biliary-Tract-Cancer-BTC-with-a-Fibroblast-Growth-Factor-Receptor-2-FGFR2-Fusion-Gene-Worsening-After-Cancer-Chemotherapy/default.aspx
https://investor.incyte.com/press-releases/press-releases/2021/Incyte-Announces-Approval-of-Pemazyre-pemigatinib-in-Japan-for-the-Treatment-of-Patients-with-Unresectable-Biliary-Tract-Cancer-BTC-with-a-Fibroblast-Growth-Factor-Receptor-2-FGFR2-Fusion-Gene-Worsening-After-Cancer-Chemotherapy/default.aspx
https://investor.incyte.com/press-releases/press-releases/2021/Incyte-Announces-Approval-of-Pemazyre-pemigatinib-in-Japan-for-the-Treatment-of-Patients-with-Unresectable-Biliary-Tract-Cancer-BTC-with-a-Fibroblast-Growth-Factor-Receptor-2-FGFR2-Fusion-Gene-Worsening-After-Cancer-Chemotherapy/default.aspx
https://investor.incyte.com/press-releases/press-releases/2021/Incyte-Announces-Approval-of-Pemazyre-pemigatinib-in-Japan-for-the-Treatment-of-Patients-with-Unresectable-Biliary-Tract-Cancer-BTC-with-a-Fibroblast-Growth-Factor-Receptor-2-FGFR2-Fusion-Gene-Worsening-After-Cancer-Chemotherapy/default.aspx
https://investor.incyte.com/press-releases/press-releases/2021/Incyte-Announces-Approval-of-Pemazyre-pemigatinib-in-Japan-for-the-Treatment-of-Patients-with-Unresectable-Biliary-Tract-Cancer-BTC-with-a-Fibroblast-Growth-Factor-Receptor-2-FGFR2-Fusion-Gene-Worsening-After-Cancer-Chemotherapy/default.aspx
https://investor.incyte.com/press-releases/press-releases/2021/Incyte-Announces-Approval-of-Pemazyre-pemigatinib-in-Japan-for-the-Treatment-of-Patients-with-Unresectable-Biliary-Tract-Cancer-BTC-with-a-Fibroblast-Growth-Factor-Receptor-2-FGFR2-Fusion-Gene-Worsening-After-Cancer-Chemotherapy/default.aspx
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/213736s000lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/213736s000lbl.pdf
https://doi.org/10.1002/cam4.5798

	FIGHT-­102: A phase 1 study of pemigatinib in Japanese patients with advanced malignancies
	Abstract
	1|INTRODUCTION
	2|METHODS
	2.1|Study design and objectives
	2.2|Study treatment
	2.3|Study conduct
	2.4|Patients
	2.5|Assessments
	2.5.1|Safety
	2.5.2|PK and pharmacodynamic analysis
	2.5.3|Efficacy

	2.6|Statistical analysis

	3|RESULTS
	3.1|Patients
	3.2|Safety
	3.3|PK and Pharmacodynamics
	3.4|Efficacy

	4|DISCUSSION
	5|CONCLUSION
	AUTHOR CONTRIBUTIONS
	ACKNOWLEDGMENTS
	CONFLICT OF INTEREST STATEMENT
	DATA AVAILABILITY STATEMENT

	REFERENCES


