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PROOF 302 is an ongoing randomized, double-blind, placebo-controlled, adjuvant phase Il trial
(NCT04197986) in approximately 218 patients from 120 centers worldwide. Eligibility criteria include post-
surgical high-risk muscle-invasive upper tract urothelial cancer (85% of patients) or urothelial bladder
cancer (15%), susceptible FGFR3 alterations (activating mutations, gene fusions or rearrangements),
<120 days following radical surgery and ineligible for/or refusing cisplatin-based (neo)adjuvant
chemotherapy. Patients receive either oral infigratinib 125 mg or placebo daily on days 1-21 of a 28-day
cycle for up to 52 weeks or until recurrence, unacceptable toxicity or death. Primary end point: centrally
determined disease-free survival (DFS); secondary end points: investigator-assessed DFS, metastasis-free
survival, overall survival and safety/tolerability; exploratory end points: correlative biomarker analysis,
quality-of-life and infigratinib pharmacokinetics.

Plain language summary: Cancers of the bladder and other parts in the urinary system, especially those
that are invasive and grow into the muscle layer, may need extra treatment after surgical removal of the
tumor, particularly if there is a high risk of the cancer coming back. Chemotherapy regimens that include
cisplatin are often used postoperatively, although some patients are unable to tolerate this treatment
or refuse it. FGFR3, a protein that is encoded by the FGFR3 gene, is often changed in these cancers.
This helps the tumor grow. Infigratinib is an investigational drug that targets FGFR3 and inhibits the
abnormal growth of the tumor. In the PROOF 302 study, patients are randomly assigned to treatment
with infigratinib or a placebo pill for 1 year after surgery to see if the drug is effective. The aim is to see if
patients who take infigratinib have a longer time free from the disease than those who receive a placebo.
The study will also look at how long patients remain free from cancer spread and how long they live
overall. The study will also investigate how safe the treatment is and how easy it is to live with it. PROOF
302 is an important study as it will define the role of infigratinib in patients with cancers of the bladder
and urinary system who also have FGFR3 changes, for whom more treatment choices are needed.
Clinical Trial Registration: NCT04197986 (ClinicalTrials.gov)
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The mainstay of treatment for patients with nonmetastatic muscle-invasive upper tract urothelial carcinoma
(UTUC) or muscle-invasive urothelial bladder cancer (UBC) is radical nephroureterectomy, distal ureterectomy or
radical cystectomy with bilateral pelvic lymphadenectomy, with or without cisplatin-based (neo)adjuvant ther-
apy [1,2. Despite treatment with curative intent, recurrence rates are high and approximately 70% of patients
with node-positive disease will have systemic recurrence [3]. For patients with high-risk disease, including residual
disease after radical surgery, adjuvant therapy may improve outcomes, but consensus as to the optimal approach
in this setting is lacking. In patients with UTUC, the POUT trial showed adjuvant platinum-based chemotherapy
significantly improved disease-free survival (DFS) but not overall survival (OS) versus radical nephroureterectomy
alone [4,5]. A 2020 meta-analysis of 14 studies in patients with UTUC concluded that adjuvant chemotherapy
conferred OS and DFS benefits versus radical nephroureterectomy alone (6. Up to 60% of patients are, however,
unable to receive cisplatin-based (neo)adjuvant therapy because of cisplatin ineligibility [7-9). Comorbidities, such
as renal insufficiency, grade >2 neuropathy or hearing loss, diminished cardiac function and Eastern Cooperative
Oncology Group (ECOG) performance status >2, may prevent a sizable proportion of patients from receiving
cisplatin-based chemotherapy, which is associated with potential nephro-, neuro- and oto-toxicity, among other ad-
verse events (AEs) [91. As patients may express reluctance to or cannot receive (neo)adjuvant chemotherapy because
of toxicity concerns and/or frailty, alternative options are needed, including clinical trials. Adjuvant nivolumab
was recently shown to provide significant DFS benefit versus placebo in patients with high-risk muscle-invasive
urothelial carcinoma (UC) after radical surgery, with or without previous neoadjuvant cisplatin-based combination
chemotherapy, up to 20% of whom had UTUC (CheckMate274 trial) (10. The UTUC subgroup in that trial was
small and underpowered, with few events and wide CIs in DES, and no data were presented on the impact of the
presence or absence of FGFR alterations; consequently, the role of adjuvant therapy in UTUC remains unclear.
The National Comprehensive Cancer Network guidelines (October 2021) state that adjuvant nivolumab may be
considered for patients with stage II or ITIA muscle-invasive UBC who received no prior cisplatin-based chemother-
apy (pT3, pT4a or pN+ tumors) or for those who received neoadjuvant cisplatin chemotherapy (ypT2-ypT4a or
ypN+ tumors). For patients with UTUC, adjuvant nivolumab may be considered for those with no neoadjuvant
platinum and pT3, pT4 or pN+ tumors, and those with neoadjuvant platinum and ypT2—4 or yp TN+ tumors [11].
The European Society for Medical Oncology guidelines (November 2021) do not currently recommend adjuvant
nivolumab for patients with UTUC or UBC [12).

In summary, therefore, neither the POUT nor CheckMate274 trials have, as of yet, shown a significant OS
benefit with adjuvant therapy. A DFS advantage was shown in unselected patients with UTUC who were treated
with adjuvant platinum/gemcitabine, although the small sample size and number of events do not allow firm
conclusions to be drawn regarding the benefit of adjuvant nivolumab in patients with resected UTUC. The impact
of FGFR alterations was not examined in either study. Therefore, for selected patients with tumors harboring
FGFR3 mutation, fusion or rearrangement, participation in a randomized clinical trial comparing FGFR3-targeted
therapy with placebo seems a reasonable alternative with acceptable equipoise following a thoroughly conducted
discussion and informed, shared decision-making with the patient that addresses the options of platinum-based
chemotherapy, nivolumab and clinical trial participation.

Herein, the authors describe the rationale for and design of the multicenter, global, double-blind, randomized,
placebo-controlled phase III PROOF 302 trial (ClinicalTrials.gov: NCT04197986), which is being conducted to
evaluate the efficacy and safety of adjuvant infigratinib versus placebo after nephroureterectomy, distal ureterec-
tomy or cystectomy in patients with high-risk muscle-invasive UC. The trial is designed to enroll patients with UC
harboring susceptible FGFR3 alterations (mutation, fusion or rearrangement), predominantly those with UTUC
(85%) versus UBC (15%).
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Figure 1. Infigratinib mode of action. FGFR1-4 are transmembrane receptor tyrosine kinases that dimerize upon FGF
binding, becoming activated and triggering a downstream cascade of signaling pathways. This leads to the
regulation of genes playing critical roles in key cellular processes such as proliferation, survival and migration.
Oncogenic alterations such as gene mutations, rearrangements/fusions or amplifications may also activate

FGFRs. Constitutive FGFR signalling can support the proliferation and survival of malignant cells. Infigratinib, an orally
administered, ATP-competitive, selective tyrosine kinase inhibitor, inhibits FGFRs (with greater affinity for FGFR1-3).
The selective inhibitory effect of infigratinib on FGFRs results in antitumor activity.

ICso: Half maximal inhibitory concentration; mTOR: Mammalian target of rapamycin; P: Phosphate.

Background & rationale
The FGF/FGEFR signaling pathway plays an important role in many physiological functions, including wound
repair, vascular development, inflammation and normal metabolism [13]. Alterations in FGFRs have been implicated
in oncogenesis and resistance to cancer therapies in multiple cancer types, including bladder cancer [14], cholangio-
carcinoma [15], lung cancer [16] and glioblastoma [17). FGFR3 alterations have been identified in 49% of patients
with nonmuscle invasive bladder cancer (18], up to 74% of patients with all stages of UTUC [19-22], 21-38% of
patients with invasive UTUC [19-21,23,24] and 15-25% of patients with >T2 UBC [25,26]. Based on those findings,
FGFR alterations represent potentially actionable genomic abnormalities of interest and adequate frequency to be
studied in this setting.

Infigratinib (BGJ398) is an orally administered, ATP-competitive, selective tyrosine kinase inhibitor of FGFR1-
3 (Figure 1). In May 2021, the results of an open-label phase II study of infigratinib in adults with previously treated,
unresectable locally advanced or metastatic cholangiocarcinoma with an FGFR2 fusion or other rearrangement led
to the accelerated US FDA approval of infigratinib in this indication [27]. Data from an earlier, multitumor, phase
I study of infigratinib (28] demonstrated promising clinical activity and tolerability in patients with a range of solid
tumors, including responses in patients with UC. This led to the recruitment of an expansion cohort of 67 patients
with FGFR3-altered advanced or metastatic UC who were treated with a starting dose of infigratinib 125 mg/day
orally on days 1-21 of a 28-day cycle (3 weeks on, 1 week off) until unacceptable toxicity or progression [29]. In this
study, one patient was treatment-naive, 19 patients had received one prior antineoplastic therapy and 47 patients
had received two or more prior antineoplastic regimens; overall, 59 patients had received a platinum-based regimen.
In this heavily pretreated population, confirmed responses were observed in 17 patients yielding a response rate of
25% and disease control rate of 64%. The median progression-free survival was 3.8 months (95% CI: 3.1-5.4) and
the median OS was 7.8 months (95% CI: 5.7-11.6). The most common all-grade AEs were hyperphosphatemia
(46%), elevated creatinine (48%), constipation (37%) and fatigue (37%). The most frequent grade 3/4 AEs were
hyperlipasemia (10%), anemia (8%), fatigue (8%), hypophosphatemia (8%) and palmar—plantar erythrodysesthesia
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Figure 2. Study design.

BICR: Blinded independent central review; DFS: Disease-free survival; ECOG: Eastern Cooperative Oncology Group; LN:
Lymph node; LND: Lymph node detected; MFS: Metastasis-free survival; N: No; OS: Overall survival; pT: Pathological
stage; g.d.: Once daily; q28: Every 28 days; QoL: Quality-of-life; R: Randomization; UBC: Urothelial bladder cancer;
UTUC: Upper tract urothelial cancer; Y: Yes.

(8%). Dose reductions were reported in 31 patients (46%). In the small subgroup of eight patients with UTUC, one
complete response and three partial responses were observed, and four patients had stable disease, giving a response
rate of 50% and a disease control rate of 100% [30]. In addition, Lyou and colleagues described the role of infigratinib
in the early-line and salvage treatment of patients with metastatic UC and an activating FGFR3 mutation/fusion,
demonstrating safety and efficacy regardless of the line of therapy, supporting further evaluation of infigratinib
across different settings in UC [31].

The FDA recently approved nivolumab for the adjuvant treatment of patients with muscle-invasive UC who
are at high risk for recurrence after radical resection based on the CheckMate274 study [10]. Currently, there are
no approved targeted therapies for use in the (neo)adjuvant setting for UC, although several trials have shown the
activity of FGFR inhibitors in locally advanced or metastatic UC [29,52,33]. Erdafitinib received accelerated FDA
approval in April 2019 as the first targeted therapy for patients with locally advanced or metastatic UC harboring
FGFR2 or FGFR3 activating mutation or fusion after progression on platinum-containing chemotherapy (32).

PROOF 302 study design & participants

The multicenter, randomized, placebo-controlled, phase III PROOF 302 trial includes postsurgical adult patients
with muscle-invasive UC, predominantly those with UTUC (85%) as well as patients with UBC (15%), with
susceptible FGFR3 genetic alterations (mutation, gene fusion or rearrangement; hereafter collectively referred to as
FGFR3 alterations). Patients are randomized within 120 days following radical nephroureterectomy, distal ureterec-
tomy or radical cystectomy, have residual disease after neoadjuvant chemotherapy or are ineligible for or refuse
cisplatin-based adjuvant chemotherapy (Figure 2). For patients with intermediate- or high-risk nonmuscle-invasive
UBC, intravesical therapy with bacillus Calmette-Guérin (BCG) may be given after surgery to reduce recurrence
and progression within the bladder [11,12. Prior BCG treatment is not an exclusion criterion, however, provided
an adequate washout procedure is followed. For patients who are post neoadjuvant chemotherapy, the tumor
pathologic stage at surgical resection must be >ypT2 and/or yN+ and MO. Patients who refuse or are ineligible for
cisplatin-based chemotherapy must also meet the following criteria: UTUC disease should be stage >pT2 pN0-2
(post-lymphadenectomy or no lymphadenectomy [pNx]) or pN+, M0; and UBC should be stage >pT3 or pN+,
MO. Variant histology is allowed provided UC is predominant (>50%). Neuroendocrine (including small and large
cell), sarcomatoid and plasmacytoid variants are excluded (any component).
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Table 1. Key eligibility criteria.

Key inclusion criteria:

Aged >18 years (>20 years in Taiwan)

Randomized within 120 days after nephroureterectomy, distal ureterectomy or cystectomy

Histologically or cytologically confirmed invasive UC with susceptible FGFR3 alterations. Variant histology is allowed provided UC is predominant (>50%)
Must demonstrate FGFR3 mutation, fusion or rearrangement by the FoundationOne® CDx test (Foundation Medicine, MA, USA)

Eastern Cooperative Oncology Group performance status of <2

If post neoadjuvant chemotherapy (>3 cycles of neoadjuvant cisplatin-based chemotherapy with a planned cisplatin dose of 70 mg/m?/cycle), pathologic stage at
surgical resection must be >ypT2 and/or yN+ and M0

Patients who refuse cisplatin-based chemotherapy or are ineligible for cisplatin-based chemotherapy must have UTUC of stage >pT2 and/or pN+, MO; UBC should be
stage >pT3 and/or pN+, MO

Must have a centrally reviewed negative postoperative CT or negative biopsy within 28 days before randomization to confirm absence of disease at baseline
Any AEs associated with prior surgery or neoadjuvant chemotherapy are stabilized or resolved to grade <2 before randomization
Key exclusion criteria:

Presence of positive invasive surgical margins following nephroureterectomy, distal ureterectomy or cystectomy. In patients ineligible for further surgery, radiotherapy or
other efficacious treatment, microscopic positive noninvasive margins (e.g., carcinoma in situ) without gross residual disease are allowed

Received bacillus Calmette-Guérin or other intravesical therapy for NMIBC within the previous 30 days
Neuroendocrine (including small and large cell), sarcomatoid and plasmacytoid variants (any component)
Previously or currently receiving treatment with a MEK or selective FGFR inhibitor

History of primary malignancy within the past 3 years (with several protocol-defined exceptions)

Impaired Gl function or Gl disease that may significantly alter the absorption of oral infigratinib (e.g., active ulcerative diseases, uncontrolled nausea, vomiting, diarrhea,
malabsorption syndrome, small bowel resection)

Current evidence of corneal keratopathy or retinal disorder including, but not limited to, bullous/band keratopathy, inflammation or ulceration, keratoconjunctivitis,
macular degeneration or diabetic retinopathy, confirmed by ophthalmic examination

History and/or current evidence of extensive tissue calcification
Abnormal serum calcium or phosphorus

Current evidence of endocrine alterations of calcium/phosphate homeostasis (e.g., parathyroid disorders, history of parathyroidectomy, tumor lysis, tumoral calcinosis),
unless well controlled

Currently receiving or are planning to receive during participation in this study, treatment with agents that are known moderate or are strong inducers or inhibitors of
CYP3A4 and medications that increase serum phosphorus and/or calcium concentration

Clinically significant cardiac disease
Recent (<3 months before first dose of study drug) transient ischemic attack or stroke

AE: Adverse event; CT: Computed tomography; CYP: Cytochrome P450; Gl: Gastrointestinal; NMIBC: Nonmuscle invasive bladder cancer; pT: Pathological stage; UBC: Urothelial bladder
cancer; UC: Urothelial carcinoma; UTUC: Upper tract urothelial cancer.

Testing for FGFR3 alterations occurs either after the informed consent form is signed during study prescreening
(with the patient’s written consent) or it may have been conducted as part of the clinical care independent of the
study. For entry into the study, the presence of eligible FGFR3 alterations must be tested for or confirmed using the
FoundationOne CDx test (Foundation Medicine, MA, USA). FGFR3 status is collected for all patients included
in the prescreening process, regardless of the test result, enabling prospective assessment of FGFR3 alteration
incidence in patients with invasive UTUC and UBC. Patients with eligible FGFR3 alteration in tumor tissue
obtained from definitive/radical surgery biospecimens or, if not available, from qualifying biopsies, are offered
the opportunity to participate in the study, and screening for eligibility starts after written consent for the main
study has been obtained. In addition, all patients enrolled have tumor tissue baseline PD-L1 status determined,
although PD-L1 expression status has no impact on eligibility. Although the presence of grossly positive invasive
surgical margins following definitive surgery excludes patients from participation, those with microscopic positive
noninvasive margins (e.g., carcinoma 7z sizu) without gross residual disease are eligible. Other key eligibility criteria
are shown in Table 1.

In the current treatment paradigm, neoadjuvant or adjuvant treatment options for patients who refuse platinum-
based perioperative chemotherapy are limited to active surveillance, participation in clinical trials and more recently,
treatment with adjuvant nivolumab (FDA approved on 19 August 2021). For these patients who are eligible for
cisplatin-based chemotherapy but refuse it, enrollment is allowed after a detailed informed discussion with their
care provider about treatment options.
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Patients are randomly assigned in a 1:1 ratio to infigratinib monotherapy or placebo using interactive response
technology. Patients are also stratified according to four criteria: lymph node involvement (yes vs no); prior
neoadjuvant cisplatin-based chemotherapy (yes vs no); pathologic stage (pT2 vs >pT3); and primary tumor site
(UTUC vs UBC).

Patients, investigators, the study sponsor and reviewers (imaging, ophthalmologists, etc.) are blinded to treatment
assignment and administration (infigratinib or placebo), allowing unbiased assessment during the trial.

Planned study period

The study was first posted on ClinicalTrials.gov on 13 December 2019, and the first patient was enrolled in
March 2020. The study is currently active and enrolling patients as of March 2022 (last update posted on
ClinicalTrials.gov 26 April 2022). The last patient is expected to complete treatment in 2024.

Treatment assignment
Eligible patients receive oral infigratinib at a starting dose of 125 mg or placebo administered orally q.d. on days 1
to 21 of a 28-day cycle for a maximum of 52 weeks (13 cycles), or until blinded independent central review (BICR)
confirms investigator-assessed recurrence (local/regional or contralateral invasive disease or metastatic recurrence,
whichever occurs first), or other criteria for permanent treatment discontinuation. If locally diagnosed recurrence
is not confirmed by BICR, treatment continues until recurrence is confirmed by BICR, if considered by the
investigator to be in the patient’s best interest and no other permanent treatment discontinuation criteria are met.
Patients who do not tolerate the protocol-specified dosing are managed by dose adjustments (dose holds and dose
reductions). Treatment-related toxicity is managed as described in the study protocol and following institutional
guidelines. Each patient is allowed up to three dose reductions according to protocol-specified dose modifications
for toxicities considered related to study treatment, with the minimum daily infigratinib dose being 50 mg.
Following resolution of toxicity to baseline or grade <1, study drug treatment is resumed either at the same or
a lower dose. The study drug must be permanently discontinued in the event of a treatment delay of >14 days
due to treatment-related toxicity, as well as for protocol-prespecified toxicity-specific discontinuation criteria. The
protocol was amended to allow for situations where, with prospective approval from the sponsor’s medical monitor,
the maximum delay of 14 days’ interruption for treatment-related toxicity may be extended to a maximum of
28 days before permanent treatment discontinuation is required. In addition to treatment-related toxicity, per
the investigator’s medical judgment, dose holds can be initiated by the study investigator for the patient’s safety
(e.g., perioperatively). Patients who permanently discontinue the study drug for treatment-related toxicity before
having reached the efficacy end point requiring treatment discontinuation continue in the study and are followed
up for study-specified assessments (efficacy, safety, quality-of-life [QoL], pharmacokinetics [PK] and biomarkers).

Outcome measures & end points

The primary objective of the PROOF 302 study is to determine if treatment with infigratinib as adjuvant therapy
improves DFS confirmed by BICR compared with placebo in patients with invasive UC and susceptible FGFR3
alterations after radical nephroureterectomy, distal ureterectomy or radical cystectomy (Table 2). The primary end
point is independent, blinded, centrally reviewed DFS, defined as the interval between the date of randomization
and the date of local /regional or contralateral invasive or metastatic recurrence, or death due to any cause, whichever
occurs earlier.

Secondary objectives are investigator-determined DFS including intraluminal low-risk (noninvasive, low-grade or
high-grade) recurrence in patients treated with infigratinib versus placebo; investigator-determined metastasis-free
survival of patients treated with infigratinib versus placebo; OS in patients treated with infigratinib versus placebo;
and safety and tolerability of infigratinib when administered in the adjuvant setting. Exploratory objectives include:
comparison of QoL and patient-reported outcomes in patients treated with infigratinib versus placebo; evaluation
of PK parameters for infigratinib; evaluation of the overall tumor genomic landscape in patients with invasive UC;
and evaluation of biomarkers and their potential associations with efficacy, recurrence, survival and resistance to
study medication.

Study assessments
Efficacy is assessed by recurrence via CT/MRI scans, cystoscopy (for patients with a urinary bladder), biopsies
if feasible and safe for the patient and urine cytology, as well as by OS. Response to treatment is assessed in
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Table 2. PROOF 302 objectives and end points.

Objectives End points

Primary

To determine if treatment with infigratinib improves centrally reviewed DFS Centrally reviewed DFS, from date of randomization to local/regional or

compared with placebo in patients with invasive UC with susceptible FGFR3 contralateral invasive or metastatic recurrence, or death due to any cause,

alterations after nephroureterectomy, distal ureterectomy or cystectomy whichever occurs earlier

Secondary

To compare DFS, including intraluminal low-risk (noninvasive, low-grade or Investigator-reviewed DFS, including intraluminal low-risk recurrence, from date of

high-grade) recurrence, in patients treated with infigratinib vs placebo randomization to any recurrence or death due to any cause, whichever occurs earlier

To compare MFS in patients treated with infigratinib vs placebo Investigator-reviewed MFS, from date of randomization to metastatic recurrence or
death due to any cause, whichever occurs earlier

To compare OS in patients treated with infigratinib vs placebo OS (from date of randomization to death)

To compare investigator-reviewed DFS in patients treated with infigratinib vs Investigator-reviewed DFS, from date of randomization to local/regional or

placebo contralateral invasive or metastatic recurrence, or death due to any cause,
whichever occurs earlier

To characterize the safety and tolerability of infigratinib when administered as Type, frequency and severity of AEs and serious AEs, laboratory abnormalities and

postoperative adjuvant monotherapy other safety findings

Exploratory

To compare QoL in patients treated with infigratinib vs placebo QoL measured using the EQ-5D-5L and the EORTC QLQ-C30

To evaluate the PK of infigratinib PK parameters (trough and maximum plasma concentration)

To evaluate the overall genomic landscape in patients with invasive UC Prevalence of genomic alterations and their correlations with available
clinicopathologic and demographic features in patients with invasive UC

To evaluate biomarkers related to the biology of UC and their potential Genomic and proteomic assessments of tumor tissue and urine and blood plasma

association with efficacy, disease recurrence and resistance to study medication cfDNA samples from baseline to disease recurrence and the determination of the

prognostic and/or predictive value of biomarkers

AE: Adverse event; DFS: Disease-free survival; EORTC QLQ-C30: European Organisation for Research and Treatment of Cancer Quality-of-Life Questionnaire Core 30; EQ-5D-5L: EuroQOL
5-dimensions, 5-levels questionnaire; MFS: Metastasis-free survival; OS: Overall survival; PK: Pharmacokinetics; QoL: Quality-of-life; UBC: Urothelial carcinoma of the bladder; UC: Urothelial
carcinoma; UTUC: Upper tract urothelial carcinoma.

accordance with the protocol-specified criteria for recurrence that are used by both the BICR (primary end point)
and by the investigator (secondary efficacy end points). CT/MRI scans are performed at baseline within 28 days
before randomization and require BICR confirmation of lack of recurrence/metastasis for enrollment. Thereafter,
the schedule repeats every 3 months up to 24 months after starting treatment and annually thereafter or until
metastatic recurrence is confirmed by BICR or metastatic recurrence is confirmed by investigator assessment if
local/regional or contralateral invasive recurrence by BICR has already occurred. Cystoscopy (for patients with a
urinary bladder) and urine cytology are performed at screening, at 3, 6, 9 and 12 months on study, at the end of
therapy and every 6 months thereafter until 24 months after the start of treatment, and then annually or until
metastatic recurrence as previously described. All postbaseline radiological assessments, including imaging obtained
at unscheduled timepoints to assess for disease recurrence, are read locally and submitted for BICR together with
any supporting reports, including pathology and cytology reports if a biopsy was conducted in conjunction with a
suspected recurrence.

All patients will be followed up for survival status and use of new anticancer therapy after discontinuation from
study treatment every 6 months for the first year and annually thereafter until 1 year after the final DFS event goal
for the study is reached. Patients who do not receive the planned treatment course for reasons other than recurrence
will continue to have efficacy assessments, including survival follow-up, until 1 year after the final DFS event goal
is reached. All patients are followed for long-term survival for approximately 14 years after the final DFS event goal
is reached. Patients who discontinue study treatment without having reached recurrence as described, and start new
anticancer therapy, will continue to be assessed by imaging until metastatic recurrence is confirmed by BICR.

Patient QoL is evaluated at baseline and at every visit until the first 6-month follow-up visit after discontinuation
of study treatment using the European Organisation for the Research and Treatment of Cancer Quality-of-Life
Questionnaire core module (C30) and the EuroQoL 5-dimensions, 5-levels (EQ-5D-5L) questionnaire.

Blood samples are collected for safety monitoring (hematology and chemistry), biomarkers (cfDNA) and PK
analysis, as presented in Table 3. Plasma concentrations of infigratinib and its active metabolites are measured and
trough and maximum plasma concentrations are calculated. Blood and urine samples for assessment of (fDNA
are collected for analysis of DNA to explore whether genomic alterations or other biomarkers in tumor samples
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Table 3. Schedule of assessments: pharmacokinetic and blood and urine cfDNA sample collection, laboratory

parameters and adverse events and concomitant medication assessments.

O 00 N o U A~ W N

-
o

1
12
13
13

Day PKT cfDNAT Clinical chemistry* Hematology*
Predose (h before dose) Postdose (h = 30 min) Blood and urine (predose)

1 0 4 X X X
4 X

7 X

14 X

218 0 4 X X

218 0 4 X X
218 0 4 X X

218 0 4 X X
218 0 4 X X

218 0 4 X

218 0 4 X X X
218 0 4 X

218 0 4 X X

218 0 a4 X X
218 0 4 X X

218 0 a4 X

218 0 4 X X X
28 (or EOT)T  If within 24 h of last dose NA If not done within 28 days prior X X

TOn the days of PK and cfDNA sampling, patients should not take their study drug dose at home; patients should take their study drug with them to the study center where dosing
is supervised and the administration time recorded. If a patient is not on study drug, then no PK or cfDNA sample is collected. PK and cfDNA sampling will resume once the patient is
back on study drug. On PK sampling days after C1D1, the time of the last study drug dose (i.e., time of infigratinib/placebo administration on the previous day) before the predose
PK sample is recorded in the electronic case report form. For any patient who permanently discontinues study drug, attempts should be made to collect PK and blood (two tubes,
16-20 ml) and urine cfDNA samples from the patient at the time of discontinuation, if the samples can be collected within 24 hours of the last dose.

fsamples for clinical laboratory tests (including hematology, clinical chemistry and pregnancy) are collected and analyzed on the scheduled day even if the study drug is being withheld;
where applicable, every attempt should be made to collect samples for clinical laboratory tests on the same day as PK and cfDNA sample collection (window is -3 days for C1D1, C1D4,
C1D7 and C1D14). Every attempt should be made to collect the clinical chemistry sample at the same time as the PK sample taken 4 hours after study drug administration.

8§ A window of -2 days is allowed before D21 (specifically on D19, D20 or D21).

1Blood (two tubes, 16-20 ml) and urine cfDNA samples are collected at C13D28 or EOT if not done within 28 days before. At the time of local/regional or contralateral invasive or
metastatic recurrence, blood (two tubes, 16-20 ml) and urine samples are collected for analysis of cfDNA. Sample for PK is collected if within 24 h of last dose of study drug.

AE: Adverse event; C: Cycle; D: Day; EOT: End of treatment; h: Hour; NA: Not applicable; PK: Pharmacokinetic.

may also be observed in blood or urine and if any biomarkers are prognostic and/or predictive of efficacy, disease
recurrence and/or associated with resistance to infigratinib.

With the patient’s consent, tumor samples collected upon local/regional or contralateral invasive or metastatic
recurrence as part of the standard of care may be provided to the sponsor for exploratory objectives related to
biomarkers of UC biology and potential associations of biomarkers with efficacy, disease recurrence and resistance
to study medications.

Safety assessments performed at screening and at visits throughout the treatment period include AEs and serious
AEs (SAEs), clinical laboratory tests (blood and urine), physical examinations, vital signs, ECGs (at screening,
cycle 1 day 1, cycle 2 day 1 and cycle 13 day 28 or end of treatment), ECOG performance status and ophthalmic
assessments. Retinal optical coherence tomography scan images are read locally and the scans are sent for storage
to an ophthalmic imaging vendor to be read if necessary. AEs and SAEs are assessed until 30 days after the end of
treatment.

An independent Data Monitoring Committee (DMC) periodically monitors patient data at regularly scheduled
meetings, according to a prespecified DMC charter, and at the interim analysis. The DMC reviews formal interim
trial results when 35 DES events confirmed by BICR (independent of investigator assessment) have occurred,
considers the overall risk and benefit to trial participants and makes recommendations as to whether the trial should
continue in accordance with the protocol or if the sample size needs to be increased according to prespecified
rules and advises regarding steps to ensure patient safety and the ethics and integrity of the trial.
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Supportive care guidelines
Strategies for the management of potential infigratinib-related toxicities are summarized in Table 4. These include
hyperphosphatemia, skin and subcutaneous toxicities and ocular disorders, among others [34-36].
Hyperphosphatemia is a recognized on-target effect of potent and selective FGFR pathway inhibitors (36]. Patients
are advised to avoid foods high in phosphate and restrict dietary phosphate to 600-800 mg/day. Unless otherwise
specified by the local prescribing information or institutional practice, hyperphosphatemia should be managed as
shown in Table 4. Patients who experience hyperphosphatemia should remain on a low-phosphate diet if possible
and take a phosphate binder on the days the study drug is taken even if serum phosphorus is normalized. Patients do
not need to be on a low-phosphate diet or take a phosphate binder during their 1-week off-study treatment period
unless serum phosphate is not normalized. Recommendations for the management of stomatitis, palmar—plantar
erythrodysesthesia syndrome, paronychia and alopecia are shown in Table 4. As a general guideline, if toxicity is
treated and tolerable, study treatment may be continued for grade 1 and 2 AEs and interrupted for grade 3 AEs;
rechallenge at a reduced dose may be initiated when dermatologic events improve to grade <1 or baseline, or for a
tolerable grade 2 toxicity.

COVID-19 vaccinations

The effect of COVID-19 vaccines has not been studied in combination with infigratinib, hence the safety and
efficacy of COVID-19 vaccines in the presence of infigratinib, as well as the efficacy and safety of infigratinib
in the presence of a COVID-19 vaccine, are unknown. In general, COVID-19 vaccines are allowed and can
be administered any time before, during and after study participation, as determined to be safe in the clinical
judgment of the treating physician/study investigator, who should assess the risk for each patient in the context of
the study. Whenever feasible, vaccinations may be administered at least 30 days before randomization. All applicable
guidelines should be followed and vaccinations should be given in adherence to the manufacturer’s guidelines for
eligibility and contraindications. Patients vaccinated for COVID-19 should be closely monitored and any observed

AEs and/or SAEs should be reported.

Statistical considerations

Approximately 218 patients with invasive UTUC (85%) or UBC (15%) are initially planned for study participation
at over 120 sites in at least nine countries. Enrollment of patients refusing cisplatin-based perioperative therapy will
be capped at approximately 10% of the total population (~22 patients). Also, no more than 25% of patients with
UTUC will have stage pT2 disease, the limit being based on stratification.

The study starts with a group sequential design, with one formal interim analysis after approximately 35 BICR-
confirmed DFS events (i.e., 50% of the initial event goal). Assuming disease recurrence in 46% of patients in the
first 2 years and a 5% annual recurrence rate in the third year and beyond for the placebo group, the required initial
sample size is designed to assess 70 BICR-confirmed DFS events, assuming 3-year uniform enrollment, 1-year
follow-up, 10% yearly dropout rate and a hazard ratio (HR) of 0.5. The sample size provides approximately 80%
power to detect a difference in DFS assuming an HR of 0.5, based on a log-rank test controlling type I error at a
one-sided alpha of 0.025.

At the interim analyses, the study will not be stopped for efficacy if the efficacy boundary for centrally reviewed
DES is crossed. The study may be stopped because of futility at the interim DFS analysis if the futility boundary
for testing DFS is crossed. The futility stopping boundary is nonbinding to allow for additional considerations. If a
sample size increase is deemed necessary based on the interim result and the promising zone approach, the sample
size/event goal will be increased by a maximum of 50% to a maximum sample size of 328 patients (164 per group)
to reach 105 BICR-confirmed DFS events (independent of investigator assessment) at the final DFS analysis.

Sensitivity analyses may be conducted to evaluate the potential effect on efficacy outcomes of enrolling patients
refusing cisplatin-based chemotherapy (yes vs no) and the reason for not receiving cisplatin-based chemotherapy
(ineligible vs refusal) in the two treatment arms using a Cox regression model with this factor as a covariate. If
an adequate number of patients with a component of variant histology or with microscopic positive noninvasive
margins (e.g., carcinoma 7z situ) without gross residual disease are enrolled, sensitivity analysis will be conducted
to account for variations in response.
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Table 4. Managem of infigratinib-related toxicity.
Hyperphosphatemia

Recommendations:
1) Dietary restrictions: patients should avoid foods high in phosphate and restrict dietary phosphate to 600-800 mg/day
o High-phosphate foods include dairy products, meats, nuts and other high-protein foods, processed foods and dark cola drinks
2) Monitoring: serum phosphorus is checked at screening and starting on day 4 on study
o If patient develops hyperphosphatemia, initiate treatment with phosphate binders (e.g., sevelamer, sucroferric oxyhydroxide, lanthanum carbonate, ferric citrate,
etc.); phosphate binders are taken within 30 min of a meal on the day when taking study drug
o Patients who develop hyperphosphatemia should keep to a low-phosphate diet if possible and take a phosphate binder on the days study drug is taken even if their
serum phosphorus is normalized
o Patients do not need to be on a low-phosphate diet or take a phosphate binder during their 1-week off period unless serum phosphorus is not normalized
3) Management:
e For serum phosphorus >5.5-<7.5 mg/dl:
Start sevelamer 800 mg t.i.d. with meals
Increase the dose of sevelamer up to 1200 mg every 8 h
e For serum phosphorus >7.5 mg/dl:
Increase the dose of sevelamer up to 1600 mg (2 tablets per meal) every 8 h
Consider adding acetazolamide 2-3 tablets (250 mg) per day

General recommendation Phosphate-lowering therapy: optimize dose and schedule in accordance with
package insert
or
Follow local or institutional guidelines

Other recommendations Phosphate-binder dosing continues during study drug dose interruptions for
hyperphosphatemia and serum phosphate values are monitored frequently
(e.g., every 2-3 days)
Phosphate-binder dosing should be held:
o During the week off of the cycle (days 22-28) unless serum phosphate is not
normalized and
e During study drug dose interruptions for nonhyperphosphatemia AEs

Serum phosphate >5.5-<7.5 mg/d| Maintain dose level of study drug and optimize phosphate-lowering therapy as
clinically indicated

Serum phosphate >7.5 mg/dl for >7 days despite maximal phosphate-lowering Hold dose of study drug until resolved to serum phosphate <5.5 mg/dl

therapy or

Restart study drug at the same dose level with maximal phosphate-binder dosing if
the patient did not receive maximal phosphate-binder dosing for serum phosphate
>7.5 mg/dl for >7 days

A single serum phosphate >9.0 mg/dl regardless of duration or dose of Reduce study drug by one dose level if patient had maximal phosphate-lowering
phosphate-lowering therapy therapy for serum phosphate >7.5 mg/d| for >7 days or a one-time serum
phosphate of >9.0 mg/dl
and

Restart study drug with maximal phosphate-binder dosing

Grade 4 (serum phosphate with life-threatening consequences; urgent Discontinue study drug
intervention indicated, e.g., dialysis)

Hypercalcemia

Serum calcium grade 2: Hold dose of study drug until resolved to grade 1 or baseline, then:
Corrected serum calcium (>11.5-12.5 mg/dl [>2.9-3.1 mmol/I]) o If resolved within <7 days after suspending study drug, maintain dose level
lonized calcium (>1.5-1.6 mmol/I) symptomatic o If resolved between >7 days and 14 days, reduce study drug by one dose level

If not resolved within <14 days, discontinue study drug

Serum calcium grade >3: Discontinue study drug
Corrected serum calcium (>12.5-13.5 mg/dl [>3.1-3.4 mmol/I])
lonized calcium (>1.6-1.8 mmol/I), hospitalization indicated

Eye disorders
Retinal disorders:

Grade 2 or 3 central serous retinopathy and central serous retinopathy-like events  Hold dose of study drug until resolved to grade <1 and continue ophthalmic
evaluations
o If resolved within <14 days, reduce study drug by one dose level
o If not resolved within <14 days, discontinue study drug

Grade >1 retinal vein occlusion, grade 4 central serous retinopathy, and central Discontinue study drug
serous retinopathy-like events

Other ocular/visual toxicity:

Grade >3 Hold dose of study drug until resolution to grade <1
o If resolved within <14 days, reduce one dose level
o If not resolved within <14 days, discontinue study drug

ADL: Activities of daily living; AE: Adverse event; b.i.d.: Two times daily; i.v.: Intravenous; OTC: Over the counter; g.d.: Once daily; g.i.d.: Four times daily; t.i.d.: Three times daily; TMP/SMX
DS: Sulfamethoxazole and trimethoprim.
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Table 4. Management of infigratinib-related toxicity (cont.).

Eye disorders

Dry eye and blurred vision:

The following supportive measures can be implemented individually or in combination and as advised in consultation with an ophthalmologist

o Artificial tears, g.i.d.

o Artificial tears without preservative, six times per day

« Ointments (any OTC agents or petroleum jelly such as Vaseline®)
o Steroid drops (prescription; may help with corneal haze)

o Punctal plugs (requires ophthalmologist management)

Diarrhea

o Patients should be instructed to notify their physician immediately at the first signs of poorly formed or loose stool or an increased frequency of bowel movements
o Administration of antidiarrheal/antimotility agents is recommended at the first sign of diarrhea as initial management

o Some patients may require concomitant treatment with >1 antidiarrheal agent

o If the antidiarrheal agents do not control diarrhea to tolerable levels, study treatment should be temporarily interrupted, or dose reduced

(125 - 100 — 75 [ 50] mg x 1 q.d.)

Grade 1 (increase of <4 stools/day over baseline; mild increase in ostomy output
compared with baseline)

Grade 2 (increase of 4-6 stools/day over baseline; moderate increase in ostomy
output compared with baseline; limiting instrumental ADL)

Grade 3 (increase of >7 stools/day over baseline; hospitalization indicated; severe
increase in ostomy output compared with baseline; limiting self-care ADL)

Grade 4 (life-threatening consequences; urgent intervention indicated)
Skin and subcutaneous tissue disorders
Alopecia:

Grade 1 (hair loss of <50% of normal for that individual; wig/hairpiece to
camouflage not needed)

Grade 2 (hair loss of >50% of normal for that individual; wig/hairpiece to
camouflage is needed; associated with psychosocial impact)

Additional guidelines

Palmar—plantar erythrodysesthesia syndrome:

Grade 0/1 (minimal skin changes or dermatitis, e.g., erythema, edema or
hyperkeratosis, without pain)

Grade 2 (skin changes, e.g., peeling, blisters, bleeding, fissures, edema or
hyperkeratosis, with pain; limiting instrumental ADL)

Grade 3 (severe skin changes, e.g., peeling, blisters, bleeding, fissures, edema or
hyperkeratosis, with pain; limiting self-care ADL)

Additional guidelines

Paronychia:

Grade 1 (nail fold edema or erythema; disruption of the cuticle)

Grade 2 (local intervention indicated; oral intervention indicated [e.g., antibiotic,
antifungal, antiviral therapy; nail fold edema or erythema with pain; associated
with discharge or nail plate separation; limiting instrumental ADL])

Maintain dose level of study drug, initiate antidiarrheal treatment

e Hold dose of study drug until resolved to grade <1

o Optimize antidiarrheal treatment

e For recurrence of grade 2 diarrhea, hold dose of study drug until resolved to
grade <1, then reduce study drug by one dose level

o Hold dose of study drug until resolved to grade <1

e Optimize antidiarrheal treatment

e Reduce study drug by one dose level

o For reoccurrence of grade 3 diarrhea despite optimal antidiarrheal treatment,
discontinue study drug

Discontinue study drug

Continue study drug
e Minoxidil 5% (OTC) solution or foam q.d. to scalp

Continue study drug
o Minoxidil 5% (OTC) solution or foam b.i.d. to scalp
o Fluocinonide 0.05% solution daily to scalp

Hair camouflaging methods (e.g., TOPPIK™) may be considered.
Alopecia typically reverses when treatment is discontinued

Continue study drug
e Urea 20% or ammonium lactate 12% lotions b.i.d. to hands and feet

Continue study drug
e Urea 20% or ammonium lactate 12% b.i.d. to hands and feet
o Fluocinonide 0.05% cream b.i.d. to hands and feet

Hold study drug until resolved to grade <1
e Urea 20% or ammonium lactate 12% b.i.d. to hands and feet
e Fluocinonide 0.05% cream b.i.d. to hands and feet

Prevention strategies include prophylactic removal of hyperkeratotic areas,
application of moisturizing cream containing urea >10%, pedicures and cushioning
of callused areas

Other preventive tactics include avoiding activities that cause force or rubbing on
the hands and feet during the first 6 weeks of treatment and limiting contact with
harsh chemicals and sources of heat (e.g., saunas, sun exposure)

Continue study drug
e Clindamycin 1% solution around and under nails t.i.d.
e Soak for 15 min daily in white vinegar in tap water (1:1)
e Topical povidone-iodine 2-10% applied b.i.d.

Continue study drug
e Obtain bacterial cultures to confirm sensitivity to antimicrobial
e Cefadroxil 500 mg b.i.d .or TMP/SMX DS b.i.d. for 14 days
e Soak for 15 min daily in white vinegar in tap water (1:1)
e Topical povidone-iodine 2-10% applied b.i.d.
e Dermatology consultation

ADL: Activities of daily living; AE: Adverse event; b.i.d.: Two times daily; i.v.: Intravenous; OTC: Over the counter; g.d.: Once daily; g.i.d.: Four times daily; t.i.d.: Three times daily; TMP/SMX

DS: Sulfamethoxazole and trimethoprim.
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Table 4. Management of infigratinib-related toxicity (cont.).

Skin and subcutaneous tissue disorders

Grade 3 (operative intervention indicated; i.v. antibiotics indicated; limiting Hold study drug until resolved to grade <1

self-care ADL) e Obtain bacterial cultures to confirm sensitivity to antimicrobial therapy
o Cefadroxil 500 mg b.i.d. or TMP/SMX DS b.i.d. for 14 days
e Dermatology consultation

Stomatitis:

Grade 1/2 (erythema of the mucosa [grade 1]; patchy ulcerations or Continue study drug

pseudomembranes [grade 2]) o Dexamethasone elixir 0.5 mg/ml swish and spit 1 teaspoon (5 ml) t.i.d.

Grade 3 (confluent ulcerations or pseudomembranes; bleeding with minor Hold study drug until resolved to grade <1

trauma) o Dexamethasone elixir 0.5 mg/ml swish and spit 1 teaspoon (5 ml) t.i.d.

o Clotrimazole 10 mg lozenges 3-5 times/daily

Additional guidelines Preventive strategies may include dental work to eliminate existing tooth and gum
disease before starting treatment and education regarding the importance of
thorough and frequent cleaning of the oral cavity
Avoiding salty, spicy or citrus-based foods and hot beverages may help prevent
stomatitis

Dry skin:

Patients should be advised to moisturize skin and avoid excessive exposure to detergents and soaps containing fragrances

Urea preparations have been shown to prevent transepidermal water loss, and salicylic acid preparations are helpful due to their keratolytic, bacteriostatic and
fungicidal properties

Exfoliation of scaly areas of xerosis is recommendedMore severe grade 3 xerosis, which can result in asteatotic dermatitis, can be treated with low-potency topical
steroids (e.g., hydrocortisone 2.5% cream or ointment, triamcinolone 0.1% cream)

Dry mouth/xerostomia:

The importance of good oral hygiene, regular dentist visits and other strategies for preventing oral disease should be stressed

Toothpaste with high fluoride content is recommended to prevent cavities

Treatment may include systemic and topical salivary stimulants (e.g., cevimeline and pilocarpine, and intraoral topical agents, e.g., chewing gums and saliva stimulants
and substitutes)

ADL: Activities of daily living; AE: Adverse event; b.i.d.: Two times daily; i.v.: Intravenous; OTC: Over the counter; q.d.: Once daily; g.i.d.: Four times daily; t.i.d.: Three times daily; TMP/SMX
DS: Sulfamethoxazole and trimethoprim.

Conclusion

FGF/FGFR pathway activation is frequent and biologically relevant in UC and has been associated with possible
resistance to chemotherapy and anti-PD(L)1 therapy. The FGFR inhibitor erdafitinib received accelerated FDA
approval in patients with locally advanced or metastatic UCs harboring FGFR2 or FGFR3 activating mutation or
fusion after progression on platinum-containing chemotherapy. Infigratinib demonstrated significant antitumor
activity with a manageable toxicity profile in patients with UTUC or UBC in an expansion cohort of a phase I
study in patients with advanced or metastatic UC with FGFR3 alteration. This provided a strong rationale for the
investigation of single-agent infigratinib in the adjuvant UC setting in a predominantly UTUC population. As no
FGFR-targeted therapies are currently approved for adjuvant treatment of UC, the ongoing randomized phase III
PROOF 302 study, the rationale, design, eligibility and methodology of which are described in this publication,
will assess the efficacy and tolerability of adjuvant infigratinib monotherapy compared with placebo in patients
with high-risk muscle-invasive UTUC or UBC and susceptible FGFR3 alteration.

In the era of growing aspiration toward precision medicine and personalized oncology practice, and specifically
for high-risk muscle-invasive UC where there remains a great unmet need, this important study will contribute to
a better understanding of the potential role of adjuvant infigratinib as targeted therapy following definitive surgery
for muscle-invasive UC in patients with susceptible FGFR3 alterations. This phase I1I trial will also provide updated
knowledge of the incidence of FGFR3 alterations, specifically in this disease stage, where current data seem limited.
PROOF 302 will also explore the potential for further evaluation of the therapeutic benefit of FGFR inhibitors in
relation to higher or lower PD-L1 expression levels in patients with FGFR3 alterations in UBC and in UTUC.
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Executive summary

Introduction

e For patients with high-risk upper tract urothelial carcinoma (UTUC) or muscle-invasive urothelial bladder cancer
(UBQ), including those with residual disease after surgery, adjuvant platinum-based chemotherapy may improve
clinical outcomes.

e Many patients are unable or unwilling to receive platinum-based (neo)adjuvant chemotherapy because of
cisplatin ineligibility and/or toxicity concerns.

e Alternative options are needed for these patients, including participation in clinical trials. Selected patients with
tumors with susceptible FGFR3 alterations (mutation, gene fusion or rearrangement) may be eligible to
participate in a randomized trial comparing infigratinib, an FGFR3-targeted therapy, with placebo.

Background & rationale

e Infigratinib (BGJ398) is a potent, orally administered, selective, ATP-competitive, small-molecule kinase inhibitor
of FGFRs, with the highest affinity for FGFR1-3. Infigratinib is approved by the FDA for use in adults with
previously treated, unresectable, locally advanced or metastatic cholangiocarcinoma with an FGFR2 fusion or
other rearrangement.

e Infigratinib demonstrated efficacy in the early-line and salvage treatment of patients with urothelial carcinoma
(UQ) and activating FGFR3 mutation/fusion, supporting its further development across different settings in UC.

e Currently, there are no selective FGFR inhibitors approved in the adjuvant setting for patients with invasive UC.

PROOF 302 trial study design & eligibility

e PROOF 302 is a phase lll, multicenter, open-label, randomized, placebo-controlled study designed to evaluate the
efficacy of infigratinib as adjuvant treatment following definitive surgery in adult patients with invasive UC
(UTUC [85% of patients] and UBC [15%]) and susceptible FGFR3 alterations.

e Patients are randomized within 120 days following radical nephroureterectomy, distal ureterectomy or radical
cystectomy, have residual disease after neoadjuvant therapy or are ineligible for or refuse cisplatin-based
(neo)adjuvant chemotherapy.

e For entry into the study, the presence of eligible FGFR3 alterations must be tested for or confirmed using the
FoundationOne CDx test (Foundation Medicine). Testing for FGFR3 alterations occurs either during prescreening
for the study or may have been conducted independently of the study.

e Approximately 218 patients will be enrolled initially. Patients are randomized 1:1 to receive oral infigratinib at a
starting dose of 125 mg or placebo, administered orally once daily on days 1-21 of a 28-day cycle for a maximum
of 52 weeks or until recurrence, unacceptable toxicity or death.

Outcome measures & end points

e The primary end point is independent, blinded, centrally reviewed disease-free survival (DFS). Secondary end
points include investigator-determined DFS, investigator-determined metastasis-free survival, overall survival,
safety and tolerability.

e Exploratory end points are correlative biomarker analysis, quality-of-life and infigratinib pharmacokinetics.

Conclusion

e The ongoing randomized phase Ill PROOF 302 study has been designed to assess the efficacy and tolerability of
adjuvant infigratinib monotherapy compared with placebo in patients with high-risk, invasive UC and susceptible
FGFR3 alterations.

e Ultimately, this study will define the potential role of infigratinib as an FGFR3-targeted, adjuvant therapy for
patients with UC and susceptible FGFR3 alterations, for whom there still is a high unmet need.
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