Patient-Reported Outcomes in Futibatinib-Treated Intrahepatic Cholangiocarcinoma Patients With FGFR2 Fusions/Rearrangements
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• Of 103 enrolled patients, 92 (89.3%) had PRO completion data at baseline and ≥1 follow-up assessment, and were included in the
PRO population; 48 patients had PRO data at cycle 13.

Global health status

• The median age of patients in the PRO population was 58.0 years, and 56.5% were female (Table 1).

Functional scales

• Fibroblast growth factor receptor 2 (FGFR2) gene fusions are present in an estimated 10–20% of patients with iCCA.3,4

• Mean time since diagnosis was 17.8 months, and mean time since most recent recurrence/relapse was 2.9 months.
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• Futibatinib is a covalently and irreversibly binding, selective FGFR1–4 inhibitor with demonstrated activity across a broad range of
FGFR aberrations/alterations.5,6

• Over half of patients (52.2%) had an ECOG PS score of 1, and 47.8% had a score of 0.
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• We report outcomes for the pre-planned analysis of PROs during futibatinib treatment as a secondary objective of FOENIX-CCA2.

Methods
• Patients enrolled in FOENIX-CCA2 had locally advanced or metastatic iCCA with FGFR2 fusions/rearrangements, ≥1 prior line of
therapy (including gemcitabine plus platinum-based chemotherapy), no prior FGFR inhibitor treatment, and an Eastern Cooperative
Oncology Group (ECOG) Performance Status (PS) of 0 or 1.
• Patients received oral futibatinib 20 mg continuous once-daily dosing per 21-day cycle until disease progression, unacceptable
toxicity, or any other discontinuation criteria were met.
• PRO measures included the European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-Core 30
(EORTC QLQ-C30; Version 3.0),10 the EuroQol-5 Dimensions-3 Levels (EQ-5D-3L) descriptive system, and EQ visual analog
scale (VAS).11
– The EORTC QLQ-C30 assesses HRQoL in the past week and comprises 5 functional scales (physical, role, emotional, social,
and cognitive), 3 symptom scales (fatigue, nausea and vomiting, and pain), a global health status/QoL scale, and 6 single items
(dyspnea, insomnia, appetite loss, constipation, diarrhea, and financial difficulties).10
§ Scores on scales and single-item measures range from 0 to 100. Higher scores for functional scales and global health status
represent better functioning and health status/HRQoL. Lower scores for symptom scales/items and the perceived financial
impact of the disease item represent reduced symptomatology/financial impact.10

– The EQ-5D-3L descriptive system assesses an individual’s current perceived health on 5 dimensions (mobility, self-care, usual
activities, pain/discomfort, and anxiety/depression).11
§ Each dimension has 3 levels: no problems, some problems, or severe problems.

– The EQ VAS is a vertical VAS on which individuals rate their current health on a 0- to 100-point scale (0 = worst imaginable
health state; 100 = best imaginable health state).11
• PRO measures were collected at screening, cycles 2 and 4, every 3 cycles thereafter, and at the end of treatment. PRO data
were evaluated up to cycle 13, the last visit before data were missing for >50% of the PRO population (PRO primary assessment
time point).
• Change from baseline to end of treatment was assessed for the EQ-5D descriptive system dimensions, EQ VAS, and the
EORTC QLQ-C30 scales.
• Change from baseline to end of treatment for ECOG PS scores was also described.
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EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-Core 30; MID, minimally important difference; SD, standard deviation.
Positive values for functional scales and global health status represent improvement, whereas positive scores for symptom scales/items and financial impact represent increased symptomatology/financial impact.
a
A ≥10-point change from baseline for EORTC QLQ-C30 scores was predefined as the MID to designate a change as clinically meaningful.
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Figure 2. EQ-5D-3L Dimensions, Status Change From Baseline at Cycle 13 (n=47)
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EQ VAS, EuroQol visual analog scale; SD, standard deviation.
Error bars represent SD. The shaded box indicates scores with no clinically meaningful change from baseline based on a change of +7 for improvement, and −7 for worsening.

Figure 4. Change in ECOG PS Score Over Time
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EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-Core 30; MID, minimally important difference; SD, standard deviation.
Error bars represent SD, and the shaded box indicates scores with no clinically meaningful change from baseline.
a
A ≥10-point change from baseline for QLQ-C30 scores was predefined as the MID to designate a change as clinically meaningful.

• At baseline, the mean (SD) EORTC QLQ-C30 global health status score was 70.1 (19.4). Mean global health status scores were
maintained from baseline to cycle 13, corresponding to 9.0 months on treatment (Figure 1, Table 2), with no clinically meaningful
(≥10-point) changes in individual functional scales (Table 2).
• EORTC QLQ-C30 scores across symptom scales/items were also stable from baseline through cycle 13; only constipation reached
the minimal threshold of a 10.0-point worsening, which was found at cycle 4 only (Table 2).
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ECOG PS, Eastern Cooperative Oncology Group Performance Status.
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Figure 1. EORTC QLQ-C30 Global Health Status, Mean Score Change From Baseline
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Objective
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Better

• Patient-reported outcomes (PROs) data in CCA patients are limited,8 but available data indicate that patients managed with
chemotherapy/best supportive care have poor health-related quality of life (HRQoL) and health status.9

Characteristic
Age, years
Mean (SD)
Median (range)
Female, n (%)
Race, n (%)
Caucasian/White
Asian
Black/African American
Other/Unknown
Region, n (%)
North America
Europe
Asia Pacific
Japan
Time since initial diagnosis, months
Mean (SD)
Median (range)
Months since most recent recurrence/relapse, mean (SD)
ECOG PS, n (%)
0
1

Worse

– Adverse events were manageable.

7

Table 1. Demographic and Clinical Characteristics of the FOENIX-CCA2 PRO Patient Population

Mean (SD) change from baseline in
QLQ-C30 global health status score

– In FOENIX-CCA2 (NCT02052778), a pivotal phase 2 study among patients with locally advanced/metastatic, unresectable iCCA
with FGFR2 fusions/rearrangements, futibatinib demonstrated a confirmed objective response rate of 41.7%, with a 9.7-month
median duration of response. Median progression-free survival was 9.0 months, and median overall survival was 21.7 months.7
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• Surgical resection with or without chemotherapy is the only curative option for localized disease. However, ~70% of patients
present with advanced, unresectable disease, for which systemic therapy options are limited and outcomes are poor.1,2

• Patients were enrolled across 36 international sites from April 16, 2018 to November 29, 2019.

Figure 3. Mean Change From Baseline in EQ VAS Scores Over Time
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• Cholangiocarcinoma (CCA) is a group of rare and aggressive bile duct malignancies with 3 subtypes based on anatomical site of
origin: intrahepatic (iCCA; ~20% of cases), perihilar (pCCA; ~50% of cases), and distal (dCCA; ~30% of cases).1,2

Table 2. EORTC QLQ-C30 Scales, Mean (SD) Change From Baseline

Mean (SD) change from
baseline in EQ VAS score

Results

Patients (%)

Background

• Status on the EQ-5D-3L from baseline to cycle 13 remained the same or improved for the majority of patients across all
dimensions (Figure 2).
– A higher proportion of patients improved than worsened in the dimensions of pain/discomfort and anxiety/depression, whereas
a higher proportion of patients worsened than improved in the dimensions of mobility, usual activities, and self-care.
• At baseline, the mean (SD) EQ VAS score was 71.7 (20.3). Mean scores were sustained from baseline to cycle 13, with values
maintained within the population norm range from across 20 countries.12
• Mean change remained within a defined threshold for improvement/worsening of 7 points at all cycles (Figure 3).
• Mean changes from baseline in ECOG PS score were small, ranging from 0 to 0.2 across cycles 2 to 13.
• Most patients (82–95% of patients with available data) maintained the same or better ECOG PS score at each cycle relative to
baseline (Figure 4).

• HRQoL data from the phase 2 FOENIX-CCA2 trial showed that physical, cognitive, and emotional functioning, and overall health status
were maintained among patients with advanced iCCA receiving futibatinib.
– Mean EORTC QLQ-C30 scores on global health status and functional scales were maintained from baseline to cycle 13, with no
clinically meaningful (≥10-point) changes.
– Mean EQ VAS scores were sustained from baseline to cycle 13, with values maintained within the population norm range from
across 20 countries.
– Changes from baseline in individual EQ-5D-3L dimensions showed that the status for 72–94% of patients remained the same or
improved over time.
– These findings were consistent with ECOG PS scores, which remained generally stable from baseline to cycle 13.
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