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DISCLAIMER STATEMENT
The attached package contains background information prepared by the Food and Drug
Administration (FDA) for the panel members of the advisory committee. The FDA
background package often contains assessments and/or conclusions and
recommendations written by individual FDA reviewers. Such conclusions and
recommendations do not necessarily represent the final position of the individual
reviewers, nor do they necessarily represent the final position of the Review Division or
Office. We have brought the retinfalimab BLA 761209 to this Advisory Committee in order
to gain the Committee’s insights and opinions, and the background package may not
include all issues relevant to the final regulatory recommendation and instead is intended
to focus on issues identified by the Agency for discussion by the advisory committee. The
FDA will not issue a final determination on the issues at hand until input from the advisory
committee process has been considered and all reviews have been finalized. The final
determination may be affected by issues not discussed at the advisory committee
meeting.
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1. PROPOSED INDICATION
The Applicant, Incyte Corporation (Incyte), is seeking approval for the following
indication:
Retifanlimab is indicated for the treatment of patients with locally advanced or
metastatic squamous carcinoma of the anal canal (SCAC) who have progressed
on or are intolerant of platinum-based chemotherapy.

2. EXECUTIVE SUMMARY
Retifanlimab is an anti-programmed cell death protein-1 (PD-1) antibody. For this
Biologics License Application (BLA), Incyte submitted the results of a single trial as the
primary evidence of retifanlimab’s safety, efficacy, and dosage for the proposed
indication and to support the request for accelerated approval (under 21 CFR 601
Subpart E).
The POD1UM-202 trial is an ongoing, open-label, single-arm clinical trial to assess the
safety and efficacy of retifanlimab. A total of 94 patients with locally advanced or
metastatic SCAC who progressed on, were ineligible for, or intolerant of platinum-based
chemotherapy received retifanlimab 500 mg by intravenous (IV) infusion every 4 weeks.
Treatment continued for up to 2 years in the absence of clinical disease progression,
intolerable toxicity, or other discontinuation criteria. The primary endpoint is objective
response rate (ORR) based on Response Evaluation Criteria in Solid Tumors version
1.1 (RECIST 1.1) as determined by independent central radiographic review (ICR). The
ORR per ICR is 14% (95% confidence interval [CI]: 8, 22); median estimated duration of
response (DoR) is 9.5 months (95% CI: 4.4, not estimable).
The major review issues identified by FDA for this application are summarized below:
1. It is unclear whether the results of POD1UM-202, a small, single-arm trial where
only 13 patients had an objective response per Independent Central Review
(approximately half of whom had limited follow-up for durability of response),
represent a reliable estimate of response and whether a response rate of 14% is
reasonably likely to predict clinical benefit. Given the context of inconsistent
relationships between response rate as a predictor of overall survival or
progression-free survival benefit observed with immune checkpoint inhibitors, the
main question for the FDA is whether to grant the Applicant’s request for
accelerated approval or defer action on the application until the results of a
randomized trial demonstrating safety and efficacy are available.
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2. Given the relatively small size of POD1UM-202 and given the demographics and
baseline disease characteristics of trial participants, there is uncertainty
regarding how applicable the results are to patients who will receive the drug if
approved. For example, few patients with HIV-positive status or individuals who
are members of racial minority groups were enrolled in POD1UM-202, increasing
the uncertainty of the true treatment effect across the population in which
retifanlimab will be indicated.
3. BACKGROUND
3.1 Squamous Carcinoma of the Anal Canal (SCAC)
Anal cancer is a rare cancer with 9,090 estimated new cases in 2021, which is 0.5% of
estimated new cancer cases in 2021.1 It accounts for 0.2% (estimated 1,430 deaths) of
all cancer deaths in 2021.1 Most cases of anal cancer are diagnosed as non-metastatic
disease, and 13% are diagnosed with distant metastases.1 The 5-year survival rate is
82% and 66% for patients with localized or regional disease, respectively, and
decreases to 35% for patients with distant metastases.1
Squamous cell carcinoma of the anus is the most common type of anal cancer and is
seen in 80-85% of cases.2,3 The risk factor with the strongest association with anal
cancer is infection with the human papillomavirus virus (HPV); high-risk HPV DNA is
detected in up to 70-90% of anal cancers.3,4 Another risk factor is infection with the
human immunodeficiency virus (HIV), where HIV infection is associated with a 15-35fold increase in the risk of anal cancer.5,6 Approximately 8.1% of patients with anal
cancer have HIV.7 The incidence of anal cancer is higher among patients with HIV
compared to the general population (standardized incidence ratio [SIR], 19.1; 95% CI:
18-20), and even higher in men who have sex with men (SIR range: 33-39).8 Other risk
factors for anal cancer include sexual practices; sexually transmitted disease; history of
cervical, vulvar, or vaginal cancer; immunosuppression after solid organ transplantation;
hematological malignancies; some autoimmune disorders; and smoking.5,6
Per SEER data, median age of diagnosis is 63 years with approximately 44% of
patients age 65 or older at diagnosis.1 Anal cancer is slightly more common in women
than men (2.3 versus [vs.] 1.6 cases per 100,000, respectively), Black men than White
men (2.2 vs. 1.6 cases per 100,000, respectively), and White women than Black women
(2.5 vs. 1.8 cases per 100,000, respectively).1
3.2 Available Therapies for Locally Advanced or Metastatic SCAC
The first-line treatment for locally advanced or metastatic SCAC includes platinumbased chemotherapy regimens. There are no approved treatments in the second-line
metastatic setting for SCAC.
Carboplatin in combination with paclitaxel is the preferred regimen for the first-line
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To support accelerated approval based on an intermediate endpoint, the magnitude of
the effect on the endpoint should be reasonably likely to predict clinical benefit. The
clinical benefit of low ORRs with anti-PD-1/PD-L1 antibodies is not clear in the context
of an inconsistent relationship between low response rates in single arm trials and
outcomes observed in randomized trials.14
As discussed in the ODAC meetings held on April 27-29, 2021, of the first 76 approvals
granted to immune checkpoint inhibitors, 35 employed the accelerated approval
pathway. The required confirmatory trials did not confirm benefit for 10 of the indications
approved under the accelerated approval pathway; 9 of these trials were single-arm
trials with ORR as the primary endpoint. Seven of these showed response rates of 10 to
20% (with CIs that do not exclude single digit response rates), but the approvals were
granted because of the prolonged duration of the responses - in some cases years and the lack of other available therapies. The multiple negative trials raise questions
about marginal response rates observed in single-arm trials for accelerated approvals
for this drug class.14Therefore, given the inconsistent relationship between low ORRs
and PFS or OS, there is uncertainty regarding whether results in randomized trials of
checkpoint inhibitors in squamous cell histology can be extrapolated to anal cancer or
whether the results of a randomized trial is needed to characterize the benefit of
retifanlimab.
Finally, an interpretation of the benefits of the treatment should consider the population
enrolled in the trial and whether the trial adequately represents the known population of
patients with the disease who will receive the drug. The limited number of patients who
responded in POD1UM-202 reflects uncertainties with respect to whether these results
would be replicated in a larger group of patients in the community.
4. CLINICAL TRIAL SUPPORTING THE APPLICATION: POD1UM-202
4.1 Trial Design, Trial Population, and Statistical Analysis Plan
POD1UM-202 is an ongoing, open-label, multicenter, single-arm clinical trial in adult
patients with locally advanced or metastatic SCAC who progressed on or were ineligible
for (or intolerant to) platinum-based chemotherapy. Eligible patients could not have
received more than 2 prior lines of systemic therapy for metastatic SCAC, must have
received at least 1 prior line of systemic therapy if ineligible for platinum-based therapy,
and must have relapsed <6 months from therapy completion if received platinum-based
chemoradiation. Patients with HIV-positive status were eligible if they had CD4+ count
≥300 cells/µL, an undetectable viral load, and were receiving anti-retroviral therapy.
Patients who had received prior treatment with anti-PD-1 or anti-PD-L1 therapy were
not eligible.
The primary endpoint was ORR according to RECIST 1.1 guidelines as determined by
ICR. Secondary endpoints were duration of response (DoR), disease control rate
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Figure 2 - Spider Plot of the Sum of Diameters of Target Lesions in POD1UM-202

Data cutoff date: June 8, 2020

While the single-arm design of POD1UM-202 limits the assessment of retifanlimab’s
effect on ORR relative to patient tumor burden, FDA notes that that the average size of
the target lesions in the overall trial population was relatively small. The mean and
median dimensions of the target lesions were 3.0-3.2 cm and 2.5 cm, respectively, in
both responders and non-responders. Furthermore, the ORR of 14% was based on
tumor size reductions observed in a total of 25 target lesions. Among these 25 target
lesions in the responding patients, 8 (32%) were non-bulky lymph nodes (1.6 - 3.1 cm).
Four (31%) of the 13 responding patients had only non-bulky LNs as target lesions, and
2 had only lymph nodes for both target and non-target lesions. Only 3 (23%) of the
responding patients had a rectal mass as a target lesion.
4.2.3 Safety Overview
The POD1UM-202 clinical trial provides the primary safety information for retifanlimab in
adult patients with locally advanced or metastatic SCAC who progressed on or were
ineligible for (or intolerant to) platinum-based chemotherapy. The safety population
included all 94 patients in POD1UM-202; all patients received at least one dose of
retifanlimab using the original data cutoff date of June 8, 2020.
FDA acknowledges differences between FDA’s analysis and the Applicant’s analysis of
safety. In general, these differences are due to FDA’s use of composite terms to
describe an adverse event (e.g., under hemorrhage, events of hematuria, proctitis
13
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5. PROPOSED CONFIRMATORY TRIAL
POD1UM-303 is an ongoing randomized (1:1), double-blind, placebo-controlled clinical
trial investigating retifanlimab in combination with chemotherapy vs. placebo in
combination with chemotherapy; the chemotherapy backbone is carboplatin with
paclitaxel based on the InterAACT trial (Rao et al., 2020).9 Up to 300 patients with
inoperable, locally recurrent or metastatic SCAC not previously treated for advanced
disease are randomized to one of the two treatment arms. The primary endpoint is PFS
based on RECIST 1.1 per blinded ICR (BICR). OS is a key secondary endpoint. The
trial is designed to demonstrate a 33% reduction in the hazard rate for PFS,
(corresponding to an increase in median PFS from 8 to 12 months under an exponential
model assumption). Treatment crossover is permitted for patients who experience
BICR-confirmed radiographic progression.
Regarding the trial design, in preliminary minutes issued to the applicant on January 8,
2020, FDA stated that a decision regarding whether the results from POD1UM-303 are
adequate to support regular approval of retifanlimab for the proposed indication will
depend on the totality of the evidence provided, including the observed magnitude of
improvement in PFS, consistency of the effect across relevant subsets, and the overall
benefit:risk assessment. At a minimum, the application would also need to provide data
to show that treatment with retifanlimab does not adversely impact overall survival.
Top-line results of POD1UM-303 are projected to be available during the fourth quarter
of 2024 with submission of a trial report in the second half of 2025.
6. SUMMARY OF FDA REVIEW ISSUES
It is unclear whether an ORR of 14% (95% CI: 8, 22) (12% among 67 patients with
known microsatellite stable disease) as observed in the POD1UM-202 trial is
reasonably likely to predict retifanlimab’s clinical benefit in adult patients with locally
advanced or metastatic SCAC who progressed on or were ineligible for (or intolerant to)
platinum-based chemotherapy, particularly in the context of an inconsistent relationship
between low response rate and outcomes in randomized trials of other anti-PD-1/PD-L1
antibodies.
Adding to the uncertainty of whether this low ORR is reasonably likely to predict clinical
benefit, is that the efficacy data is based on tumor shrinkage of 25 target lesions in 13
patients. Among the 13 responders, 4 (31%) had only non-bulky LNs as target lesions
and 2 had only LNs for both target and non-target lesions. Only 3 of the responders had
a rectal mass as a target lesion.
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The median DoR was 9.5 months (95% CI: 4.4, not estimable), 7 patients had a
response lasting ≥6 months, and 3 patients had a response lasting ≥12 months. At the
time of the October 1, 2020, data cutoff, only 5 patients had an ongoing response.
Given the inconsistent relationship between low ORRs (with CIs that do not exclude
single digit response rates) and PFS or OS in clinical trials, it is unclear whether it is
appropriate to extrapolate results of other trials of tumors with squamous histology to
the effects of retifanlimab for SCAC and a randomized trial will better assess the risks
and benefits of retifanlimab.
The safety profile of retifanlimab in patients with advanced or metastatic recurrent
SCAC appears similar to the known safety profile of checkpoint inhibitors in other
disease settings. Most (96%) patients experienced a TEAE, 52% of patients were either
hospitalized for a TEAE or had hospitalization prolonged due to a TEAE, and 47%
experienced a Grade 3-4 TEAE. At the time of data cutoff, 39% patients have died, and
in 10 of these 37 patients the death was attributed to a TEAE (cause other than disease
progression). Attribution of specific events to treatment (vs. underlying disease) is
challenging in the setting of the single arm trial.
Seven patients discontinued retifanlimab treatment due to a TEAE, including hepatitis,
immune-mediated enterocolitis, and pneumonitis. Potential IMAEs (including all TEAEs
for which treatment with corticosteroid, immune suppression, or hormonal replacement
therapy was necessary) were reported in 44% patients: 14 patients (15%) had potential
Grade ≥3 IMAEs. Patients ≥65-year-old and patients with HIV-positive status did not
appear to experience a disproportionately higher incidence of safety events, including
infections, compared to the overall trial population. However, POD1UM-202 did not
include a sufficient number of patients aged ≥65 years nor patients with HIV-positive
status to allow FDA to draw conclusions. In addition, the trial enrolled patients with wellcontrolled HIV infection and thus, the trial results are not applicable to patients with CD4
counts less than 300 cells/µL or a detectable viral load.
Given the uncertainties with respect to risk/benefit based on these results and the
potential for serious toxicities in a subgroup of patients who receive retifanlimab,
confirmation of clinical benefit with a randomized controlled trial is needed. In addition,
given the limited trial size of POD1UM-202, few patients with HIV-positive status were
enrolled, and members of racial minority groups relevant to the U.S. population are
underrepresented, bringing additional uncertainty regarding whether the trial results are
applicable to the population for which retifanlimab would be prescribed (or whether even
the observed low response rate would be replicated in a more general patient
population with anal cancer).
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7. ISSUES FOR THE COMMITTEE
•

Discuss whether the demonstrated magnitude of effect in overall response rate
(and duration of response) constitutes a clinically meaningful treatment effect in
patients with recurrent advanced or metastatic squamous cell carcinoma of the
anal canal, particularly in the setting of an inconsistent relationship between low
response rate and clinical benefit observed in other trials with immune checkpoint
inhibitors and the limitations of the small trial size, which may preclude a
conclusion that the results are applicable to the general patient population.
Considering these uncertainties, is the observed ORR reasonably likely to predict
clinical benefit?

•

Should a regulatory decision on retifanlimab for the treatment of advanced or
metastatic SCAC be deferred until further data are available from clinical trial
POD1UM-303?
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