Phase 2 confirmatory study of cemiplimab (350 mg IV Q3W) in patients with locally advanced
or metastatic cutaneous squamous cell carcinoma (CSCC): Study 1540 Group 6
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Introduction

CSCC is the second most common malignancy in the US, accounts for 20% of skin cancer
cases, and results in 1 million cases per year, with the incidence continuing to rise 50-200%
annually within the last three decades.’

* Surgical excision is most commonly used and provides most patients a favorable prognosis;
unfortunately the recurrence rate of CSCC is higher than with other cancers and the
development of locally advanced (laCSCC) or metastatic disease (MCSCC) occurs in
a number of these cases.??

e The discovery of the programmed cell death-1 (PD-1) receptor and its associated ligands
programmed cell death-ligand 1 (PD-L1) and programmed cell death-ligand 2 (PD-L2) in tumors
has offered a new direction for clinical cancer immunotherapies in targeting anti-PD-1/PD-L1.4

* Cemiplimab is a high-affinity, fully human, hinge-stabilized immunoglobulin G4 anti-PD-L1
antibody that blocks the interaction of PD-1 receptor with its ligands, PD-L1 and PD-L2.°

In the Phase 1 (NCT02383212) and the pivotal Phase 2 (NCT02760498) clinical trials,
cemiplimab was the first systemic therapy to demonstrate significant antitumor activity
in patients with advanced CSCC.%*°

* Here, we report additional efficacy and safety data from the pivotal Phase 2 trial that
examined the Group 6 patients with advanced CSCC undergoing cemiplimab monotherapy,
350 mg every 3 weeks (Q3W) for up to 108 weeks.

Objective

* The primary objective was to assess the clinical benefits of cemiplimab by measuring the
objective response rate (ORR; complete response [CR] + partial response [PR]) per
independent central review (ICR).

* The secondary objectives were to report the duration of response (DOR), progression-free
survival (PFS), and overall survival (OS) by central and investigator review. Safety and
tolerability of cemiplimab are also reported.

Methods

EMPOWER-CSCC-1 is an open-label, non-randomized, multicenter, international Phase 2
study of patients with advanced CSCC (NCT02760498).

* At data cutoff date of October 25, 2021, 167 patients =18 years old with histologically
confirmed metastatic or unresectable laCSCC were enrolled in the study.

* The patients enrolled were treated with cemiplimab 350 mg intravenous or with the option
to switch to subcutaneous dosing, for up to 108 weeks.

Results

Patients

* A total of 167 patients were enrolled with a median age of 76.0 years (range, 40-94).
Most patients had a primary cancer site of the head and neck (n=113, 67.7%) (Table 1).

* 165 of 167 patients received at least one dose of cemiplimab and were followed up for a
median of 8.71 months (range, 0.0-19.5). The median duration of exposure was 35.7 weeks
(range, 0.9-86.9).

* ORR, CR and PR analysis were performed with the total number of 164 patients, excluding
patients who did not receive cemiplimab (n=2) or had no baseline tumor assessment due
to COVID-19 (n=1).

* Five of 167 patients received prior systemic therapies (0.03%).

Table 1. Patient demographics and baseline characteristics

Advanced CSCC
Characteristic (n=167)
Age, median (range), years 76.0 (40-94)
Male, n (%) 130 (77.8)
ECOG performance status, n (%)

0 67 (40.1)

1 98 (58.7)
Missing 2(1.2)
Primary CSCC site: head and neck, n (%) 113 (67.7)
Metastatic CSCC, n (%) 100 (59.9)
Locally advanced CSCC, n (%) 67 (40.1)
Durgtlon of exposure to cemiplimab, 35.7 (0.9-86.9)
median (range), weeks
Num.ber of cemiplimab doses administered, 11.0 (1-29)
median (range)

CSCC, cutaneous squamous cell carcinoma; ECOG, Eastern Cooperative Oncology Group.

Response

e Tumor response per ICR, median PFS and OS remained generally consistent with the
previous update (data cutoff, October 11, 2020) (Table 2).

* The median ORR was 45.1% (74/164; 95% confidence interval [Cl], 37.4%, 53.1%)
with CR in 5.5% (9/164) and PR in 39.6% (65/164) (Table 2).

* As of the data cutoff date of October 25, 2021, the median DOR was not reached
(95% CI, 13.0 months, not evaluable [NE]) (Table 2, Figure 1).

° Among treated patients, the median PFS was 14.7 months (95% CI, 10.4, NE) and the
median OS was not reached (95% CI, 17.6 months, NE) (Table 2, Figure 2).

Table 2. Tumor response per ICR

Advanced CSCC
cemiplimab:
350 mg Q3W
Patients, n (Group 6)
Duration of follow-up, median (range), months 1658 8.71 (0.0-19.5)
ORR, % (95% CI) 16471 45.1 (37.4-53.1)

CR, n (%) 9 (5.5)

PR, n (%) 65 (39.6)
DOR, median (95% CI), months 74* NR (13.0-NE)
PFS, median (95% CI), months 1658 14.7 (10.4-NE)
0S, median (95% CI), months 1658 NR (17.6-NE)

TThe total number of patients in the tumor response analysis was 164, excluding patients who did not receive cemiplimab (n=2) or had no
baseline tumor assessment due to COVID-19 (n=1).

*Full analysis set: patients with confirmed CR or PR (n=74).
SFull analysis set: Group 6 patients who received at least one dose of cemiplimab (n=165).

Cl, confidence interval; CR, complete response; DOR, duration of response; NE, not evaluable; NR, not reached;
ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PR, partial response; Q3W, every 3 weeks.

Figure 1. Kaplan-Meier curve of DOR per ICR
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CSCC, cutaneous squamous cell carcinoma; DOR, duration of response; ICR, independent central review; Q3W, every 3 weeks.

Figure 2. Kaplan-Meier curves of PFS and OS per ICR
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Safety

e Of 165 patients that received at least one dose of cemiplimab, 163 (98.8%) experienced at least
one treatment-emergent adverse event (TEAE) of any grade regardless of attribution (Table 3).

* The most common TEAE of any grade was fatigue (n=43, 26.1%), followed by diarrhea
(n=35, 21.2%), pruritus (n=35, 21.2%) and nausea (n=28, 17.0%).

* Grade =3 TEAEs were reported in 75 patients (45.5%), the most common being
hypertension (n=6, 3.6%) and pneumonia (n=6, 3.6%), followed by general physical health
deterioration (n=5, 3.0%).

* Intotal, 16 patients (9.7 %) experienced at least one Grade =3 immune-related adverse
event based on investigator assessment, with the most common being adrenal insufficiency
(n=2, 1.2%).

* OQverall, 23 patients (13.9%) discontinued treatment due to possibly treatment-related
TEAEs of any grade, with those resulting in death reported in 14 cases (8.5%) in Group 6.

— None of the deaths were considered to be related to cemiplimab. The fatal AEs were
due to: COVID-19-related events (n=2), other infection (n=4), sudden death not
otherwise specified without autopsy (n=2), myocardial infarction, gastrointestinal bleed,
pulmonary embolism, acute myelogenous leukemia, and declining mental status in
setting of morphine patient-controlled analgesia and pulmonary edema, and meningitis
that was likely infectious (n=1 each).

Table 3. TEAEs

Advanced CSCC (n=165)

TEAES, n (%) Any grade Grade =3
Any 163 (98.8) 75 (45.5)
Serious 72 (43.6) 57 (34.5)
Leading to discontinuation 23 (13.9) 12 (7.3)
Leading to death 14 (8.5) 14 (8.5)

Any-grade TEAEs occurring in =210% of patients, n (%)

Fatigue 43 (26.1)
Diarrhea 35 (21.2)
Pruritus 35(21.2)
Nausea 28 (17.0)
Asthenia 23 (13.9)
Arthralgia 22 (13.3)
Constipation 19 (11.5)
Decreased appetite 19 (11.5)
Rash maculo-papular 17 (10.3)
Most common Grade =3 TEAES, n (%)
Hypertension 6 (3.6)
Pneumonia 6 (3.6)
General physical health deterioration 5(3.0)

Adverse events were coded according to the Preferred Terms of the Medical Dictionary for Regulatory Activities, version 22.1. The severity of
adverse events was graded according to the National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.03.

CSCC, cutaneous squamous cell carcinoma; TEAE, treatment emergent adverse event.

Conclusions

¢ Group 6 in the EMPOWER-CSCC-1 study demonstrated a safety and efficacy profile
that was consistent with the previously reported clinical trial experience for Groups 1, 2,
and 3 of the study.

¢ Cemiplimab remains a standard-of-care option in patients with advanced CSCC who
are not candidates for curative surgery or radiation.
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