Intralesional cemiplimab for patients with early-stage cutaneous squamous cell carcinoma: results from
a phase 1 pilot study expansion cohort
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SYNOPSIS

RESULTS

CSCC is a malignant proliferation of epidermal keratinocytes with invasion of the dermis. Risk factors include ultraviolet skin
damage due to chronic sun exposure, advanced age, light-colored skin, and immunosuppression. -2

Cemiplimab (350 mg IV Q3W) is approved for the treatment of adult patients with locally advanced or metastatic CSCC who are
not candidates for curative surgery or radiation.34

Primary surgery is the standard of care for early-stage CSCC.5 However, there is an unmet need for patients who prefer a

Patient demographics and baseline characteristics
+ Twenty-four patients completed the study (12 in each cohort).
+ Overall, baseline demographics and disease characteristics were similar between the 2 cohorts (Table 2).

— In Cohort A, the median age was 76.0 years, and most patients were male (66.7%) with an ECOG PS of 0 (91.7%).
— Similarly, in Cohort B, the median age was 72.5 years. Most patients were male (66.7%) with an ECOG PS of 0 (83.3%).

Table 4. Visual and pathological responses.

Cohort A (n=12)

Week 7 Week 13

Index lesion response, n (%)

non-surgical option. VvCR* 5(41.7) 7 (58.3) 2(16.7) 5(41.7)
» Low-dose IL _cemiplimab demonstrated promising clinical activijcy in a phase 1, singlearm: open-label, sequentially enrolling, Table 2. Patient demographics and baseline characteristics. vPR 3(25.0) 1(8.3) 7(58.3) 3(25.0)
dose-escalation pilot study (NCT03889912).6 The dose escalation results have been previously presented. vSD 2(16.7) 4(33.3) 3(25.0) 2(16.7)
Cohort A (n=12) vPD 0 0 0 2(16.7)
OBJ ECTIVE Age, years, median (min:max) 76.0 (65:89) 72.5 (69:79) Not evaluable 2(16.7) 0 0 0
 This study aims to evaluate the safety, tolerability, and efficacy of IL cemiplimab in patients with CSCC or BCC. Here, we Sex,n (%) ORR (VCR + VPR), n (%) [95% CI] 8(66.7) [34.9-90.1] 8 (66.7) [34.9-90.1] 9(75.0) [42.8-94.5] 8 (66.7) [34.9-90.1]
report results from the expansion Cohorts A and B of the pilot trial that evaluated low-dose IL cemiplimab in patients with Male 8 (66.7) 8 (66.7) Pathologic response, n (%) [95% Cl]
early-stage CSCC. Female 4(33.3) 4(33.3) pCR NA 7 (58.3) [27.7-84.8] NA 8 (66.7) [34.9-90.1]
M ETHODS ECOG PS: n (0/0) *Index lesions no longer visible.
0 T (.7 o eeie) Case study 1: 65-year-old female with CSCC of right lower extremity
» Cohort A received 5 mg IL cemiplimab QW x 6, and Cohort B received 5 mg IL cemiplimab Q2W x 3 on weeks 1, 3, 5 (Figure 1). ' 1 ' 1(83) 2(16.7) + Regressions in lesions in a 65-year-old female with CSCC of the right lower extremity, injected with 5 mg IL cemiplimab QW x 6, are
Key eligibility criteria are shown in Table 1. Primary site of tumor, n (%) shown in Figure 2; the non-injected lesion was also located on the right lower extremity.
- Visual response assessments were performed at Weeks 7 and 13, following modified World Health Organization criteria. Planned HN 4(33.3) 3(25.0)
surgery was performed at Week 13. Non-HN 4 (33.3) 4 (33.3) Figure 2. Regressions in injected and non-injected lesions at baseline and Week 13 — results from case study 1.
- Primary endpoints were safety and tolerability. Secondary endpoints were visual ORR (VCR, VPR, vSD, and vPD) and pCR rate Missing 4(33.3) 5 (41.7) Non-injected lesion
in index lesions. Histologic grade, n (%)
- Safety analyses were based on treatment received (as treated) and were conducted in all patients who received any study Well differentiated 8(66.7) 7(58.3)
treatment. Moderately differentiated 2(16.7) 3(25.0)
Unk 1(8.3 2(16.7
Figure 1. Study design. n n.own (83) (16.7)
Missing 1(8.3) 0
Baseline Treatment period Follow-up period
Safety Baseline Baseline

+ Overall, 75% of patients in Cohort A and 83.3% in Cohort B experienced any-grade TEAEs (Table 3).

» The most common TEAE was COVID-19 infection, which occurred during the global COVID pandemic period in 3 (25.0%)
patients in Cohort A and 2 (16.7%) patients in Cohort B.

+ Other TEAEs included morbilliform rash and post-inflammatory hyperpigmentation in Cohort A (1 event each), and drug eruption,

Case study 2: 75-year-old male with multiple recurrent CSCC
* Regressions in lesions in a 75-year-old male with multiple recurrent CSCC are shown in Figure 3.
— The patient had 12 prior procedures (surgery, electrodessication) between 2015 and early 2023.

Week 7 Week 13 Week Week Week Week
Weeks 1to 6 (study window *1 (study(\;vind)ow +5 14 16 20 24
lays

Final
Cohort A: 5 mg IL cemiplimab QW x 6 Visual response  Surgery and follow-up
I CSCC 1-2cm I Cohort B: 5 mg IL cemiplimab Q2W x 3 assessments CCR Follow-up  Follow-up Follow-up visit
visit 1 visit 2 visit 3

Week X

day)

AtWeeks 9 and 10 (Days 57 and 64), a 30-day last dose visit was conducted.

Table 1. Key inclusion and exclusion criteria.

Key inclusion criteria Key exclusion criteria

+ Age 218 years  Immunosuppression and ongoing or recent (within 5 years) autoimmune

- Index lesion >1.0-<2.0 cm (longest diameter) disease requiring systemic immunosuppressant treatment

+ ECOGPS<1

+ Adequate hepatic, renal, and bone marrow function, as
detailed in the protocol

* Prior systemic therapy (PD-1/PD-L1 or any other systemic
immune-modulating agent)

* Any anticancer treatment within 30 days of the initial administration of
cemiplimab or planned to occur during the study period

* An index lesion in the dry red lip or anogenital area

ABBREVIATIONS

BCC, basal cell carcinoma; CCR, clinical complete response; CSCC, cutaneous squamous cell carcinoma; ECOG PS, Eastern Cooperative Oncology Group performance status; HN, head
and neck; IL, intralesional; ORR, objective response rate; pCR, pathologic complete response; PD-1, programmed cell death-1; PD-L1, programmed cell death-ligand 1; QW, every week;
Q2W, every 2 weeks; SAE, serious adverse event, TEAE, treatment-emergent adverse event; VCR visual complete response; vPD, visual progression of disease; VPR, visual partial
response; vSD, visual stable disease.
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pruritus, injection-site reaction, and elevated thyroid-stimulating hormone in Cohort B (1 event each).
* No TEAEs led to treatment discontinuation or death.

Table 3. Safety summary.

TEAEs, n (%) Cohort A (n=12)

Any-grade TEAEs 9 (75.0) 10 (83.3)
Grade =3 TEAEs 0 0
Any SAE 1(8.3) 0
Treatment-related TEAEs 2(16.7) 4(33.3)
TEAESs leading to dose delay 1(8.3) 0
TEAESs leading to treatment discontinuation 0 0
TEAESs resulting in death 0 0
Efficacy

+ The visual ORR was 66.7% (95% ClI, 34.9-90.1%) for Cohort A and 75.0% (95% ClI, 42.8-94.5%) for Cohort B at Week 7. At
Week 13, the ORR was 66.7% (95% ClI, 34.9-90.1%) for Cohort A and 66.7% (95% ClI, 34.9-90.1%) for Cohort B (Table 4).

* At Week 7, 5 (41.7%) patients in Cohort A and 2 (16.7%) patients in Cohort B had vCRs.

* At Week 13, vPD was only observed in Cohort B (2 patients).

* The pCR rate was similar in Cohorts A (58.3%) and B (66.7%).
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— On study, the left scalp lesion was injected with 5 mg IL cemiplimab on weeks 1, 3, and 5 only (barely detectable systemic
pharmacokinetics).

Figure 3. Regressions in injected and non-injected lesions at baseline and Week 13 — results from case study 2.

Baseline Week 13
Left scalp lesion, selected Close up of left scalp lesion, Left scalp lesion
for injection selected for injection (injected weeks 1, 3, and 5)
Injected
lesion

Lower left neck lesion
(non-injected)
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Lower left neck lesion, selected for
observation only

Close up of lower left neck lesion,
selected for observation only

CONCLUSIONS

* Low dose IL cemiplimab (5 mg QW x 6) is highly active against early-stage CSCC.
— Regressions in both injected and non-injected lesions have been observed.
+ The emerging safety profile of low-dose IL cemiplimab differs from the safety profile of the higher IV dose that is approved in the advanced and adjuvant setting.

e i atoriand speakerion Gastls Hics cisncsis and Regenanon Ehanmacatiticals; IncA(alliottsids tho'submitiod work): GERihas - Rapid kinetics of response, a lack of disease progression, and a generally acceptable safety profile were observed with the Cohort A regimen (5 mg IL QW x 6).
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