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Introduction

Basal cell carcinoma (BCC) is the most common skin cancer globally,
accounting for approximately 80% of non-melanoma skin cancer’

Metastatic BCC (mBCC) and locally advanced BCC that is not suitable for
surgery or radiotherapy (laBCC), hereafter advanced BCC, are rare, each
occurring in <1% of BCC cases'?

Although mortality attributed to 1aBCC is not well described in the literature,
patients with mBCC generally have a poor prognosis>*

Hedgehog inhibitors (HHIs) are the only first-line systemic treatments for
advanced BCC licensed by the European Medicines Agency (EMA)>®

In June 2021, the EMA approved cemiplimab for the treatment of adult
patients with laBCC or mBCC who have progressed on or are intolerant
to an HHI, making it the first treatment and immunotherapy available for
this population’®

Objective

To identify and characterise clinical trials and observational studies evaluating
overall survival (OS), progression-free survival (PFS), and/or response rates
of patients with advanced BCC receiving systemic therapy or best supportive
care (BSC) post-HHI therapy (i.e., the second-line advanced BCC setting)

Methods

A systematic literature review was performed to identify clinical trials and
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Table 2. Treatment and patient characteristics of included studies

* Five studies reported OS outcomes’162022 gnd four reported PFS
outcomes’®41617 in the target population. Of these, only Study 1620,
a clinical trial, and Cowey et al. 2021,'%22 an observational study,
reported OS Kaplan—Meier data

* All but one study (Cowey et al. 2021'%22) reported objective response
rates, which varied substantially across studies (Table 3)

* Quality assessment suggested eight studies were of adequate quality
(5 or 6 stars)'0-121517.20.23 and four studies were of poor quality (3 or 4
stars)™182122 put there is no direct connection between study quality
and the quality of clinical evidence for the target aBCC population

Limitations

 Although Cowey et al. 2021"22 presented outcomes of patients
receiving BSC, the sample size was limited, and key differences were
identified in patient characteristics, study design, and outcome
definitions compared with Study 1620

* For all other active treatments, there was limited evidence on their
effectiveness in the target population

* Obijective response rates should be interpreted with caution for
studies with small sample sizes (n<10); potential selection bias for
observational studies should also be considered
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post-HHI advanced BCC (Table 2). The largest trial identified was Study 1620
(NCT03132636)'" (n=138)

- Only five studies included post-HHI advanced BCC patients alone%1%.16.19.20.
the other seven studies also included broader patient populations

» Study 1620 was the only study that evaluated a therapy that is approved for
use in the post-HHI advanced BCC population

- Only one study, Cowey et al. 2021,'22 presented evidence on the
outcomes of patients receiving BSC

- Eleven studies evaluated therapies that are not licensed in patients with
post-HHI advanced BCC: arsenic trioxide plus itraconazole,’ taladegib,
vismodegib,'82%21 sonidegib,® sonidegib plus buparlisib,'” pembrolizumab,
electrochemotherapy plus bleomycin,™ IPI1-926,'2 and mixed
chemotherapy/immunotherapies’

* Substantial heterogeneity in patient characteristics was observed across studies,
four of which reported baseline characteristics for the total BCC population
only (i.e., not exclusively the target post-HHI population)'1214.18 (Table 2)

- Median patient age ranged from 68-80 years across four studies?®-17:19.20;
mean age, reported in two studies, was lower (52 years,’ 57.4 years')

- Reasons for discontinuation of prior HHI therapy were reported in seven
studies, 015171921 hut no clear trends were observed
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Summary and Conclusion

- Study 1620 represents the largest trial to date and thus the best available
evidence of a systemic treatment post-HHI for patients with advanced BCC

- Prior to the availability of cemiplimab, clinical experts considered BSC the
standard of care in this population, however only one study was identified
reporting outcomes for patients receiving BSC (Cowey et al. 2021)

* In view of the small sample sizes and heterogenous nature of studies
evaluating other possible treatment options, including BSC, Study 1620
represents a clinically meaningful development and supports cemiplimab
as a standard of care in this patient population
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