Cemiplimab (REGN2810), A Fully Human Anti-PD-1 Monoclonal Antibody, for Patients with Unresectable Locally Advanced or
Metastatic Cutaneous Squamous Cell Carcinoma (CSCQC): Initial Safety and Efficacy from Expansion Cohorts of Phase 1 Study
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Background ¢ Selected inclusion criteria include: Tumor response : o
P Screening Response after 6 weeks of cemiplimab
* Cemiplimab (REGN2810) is a human immunoglobulin G4 monoclonal antibody directed against Eastern Coope.ratlve Oncology Group (ECOG) Performance Status of O or 1. Tumor_ response by cohort_ar_e summarized in Table 3. | 5 '
PD-1.1 — Measureable disease by RECIST 1.1. ¢ Investigator assessed preliminary ORR (complete response [CR] + partial response [PR] + one
° Phase 1 results from the first 60 patients with advanced solid tumors showed no dose-limiting — Adequate organ function (bone marrow, kidney, liver). unconfirmed PR) bg/ RECIST 1.1 was 46.2% .
toxicities:1 — mCSCC (M1): Expansion Cohort 7. (1_2/26 patients; 95% CI: 26.6—66.6; |ntent|on_-to-treat population).
— The most common treatment-related adverse events were fatigue (28%), arthralgia (12%), and — Unresectable locally and/or regionally advanced CSCC (MO): Expansion Cohort 8: * Disease control rat(()a (DCR = ORR + stable disease [SD]) was 69.2%
nausea (12%). ° Acceptable reasons for surgery to be deemed inappropriate are: (18/26 patients; 95% Cl: 48.2-85.7). _ _
— The overall response rate was 18%. — Recurrence of CSCC after 2 or more surgical procedures and an expectation that curative resection would be ¢ Cr|]|n|03| activity in all patients with at least 1 response evaluation of target lesions are
. : : likely, and/or; shown in Figure 2.
¢ Cemiplimab 3 mg/kg every 2 weeks (Q2W) was selected for further study in Expansion Cohorts. un . - . .
) ] ] — Substantial morbidity or deformity anticipated from surgery. ° inli i i i i i
* As of April 27, 2017, 392 patients have been enrolled in the Phase 1 study. . Seloctad e critgria' y p gery. goer:rc;ﬁgrgzailgﬁlzoegroduced rapid, deep and durable tumor reductions in target lesions in both
¢ i i i i 2 . . o -
: Cgtaneous squamous f:ell carcinoma (CSCCQC) is the 2nd most common skin cancer in U?. _ Autoimmune disease within 5 years.
Rlﬁ._l;]factgrs for (;SCQ mclude; uItrlaone:j expos;re, advanfc7ef age, |mrggnosupprfssmn. _ Active brain metastases. Table 3. Best overall tumor response rate by cohorts
— Thereis a predominance of males and a median age of /1 years at diagnosis. — Other invasive malignancy within 5 years (no exclusion for tumors considered cured by localized
® CSCC has a surgical cure rate of >95% in early stage disease; however, a small percentage of treatment). | mCSCC (n=10), Locally advanced CSCC (n=16), Overall (N=26),
patients develop unresectable locally advanced or metastatic CSCC* — Immunosuppressive doses of steroids (>10 mg prednisone daily or equivalent). investigator assessment n 06) n 06) n (%)
— US mortality: 3,900-8,800/year. — Systemic antitumor treatment within 4 weeks of initial dose of cemiplimab. Eonfp:ete response . 2(22'5) 12 (7.7)
* There is no widely accepted standard of care systemic therapy for locally advanced or _ History of solid organ transplant. parla response 61(8%%)) : E3ig; 60((2338'15))
metastatic .CSCC (mCSCC). | . — Tumors of lip or eyelid not eligible for CSCC cohorts. Progressive disease 2 (20.0) 4 (25.0) 6 (23.1)
— Conventional cytotoxic _chemotherapy can induce tumor responses, but often is poorly tolerated R It Not evaluated 1 (10.0) 1(6.3) 2(7.7)
amon_g older patl_ents _Wlth CS_CC' ) . esults TIncludes 5 confirmed partial responses and 1 unconfirmed partial response. _ _ = _ _ _ _
— In a single arm trial with cetuximab (n=36), median overall survival was 8.1 months.® Patient characteristics Figure 5. Durable response with cemiplimab in an 86-year old with CSCC of trunk, metastatic to bilateral
¢ In Phase 1 dose escalation study of cemiplimab, a durable radiologic complete response to cemiplimab ® As of April 27, 2017 (data cut-off date), 26 patients (median age, 73 years) from the CSCC ® Progressive disease axillary lymph nodes
was achieved in a CSCC patient. - _ expansions cohorts have been treated with cemiplimab. 3 = Stable disease . .
¢ There is a higher mutation burden in CSCC than any tumor type in The Cancer Genome Atlas ° Patient characteristics and exposure to cemiplimab are summarized in Table 1. e 7 = Contimettrospance Immunohistochemistry
(TCGA).8 c< ¢ Atotal of 17 of 21 evaluated tumors (81%) were positive (21%) for tumor expression of PD-L1 by
. . . . . . . 1 1 1 1 1 = :t - . .
® Immunosuppression is a well-described risk factor for CSCC (especially in solid organ Table 1. Patient characteristics and exposure to cemiplimab Q9 immunohistochemistry (Table 4).
transplant patients).® mCSCC Locally advanced Overall & = ® There was no apparent association between PD-L1 immunohistochemistry results and
® Programmed death-ligand 1 (PD-L1) expression has been associated with high-risk disease?©; Median age, years (min-max) 71(?5_6126) C?:S (%éig_;;)ﬁ : 73('2'5_6228) = % objective responses.
CSCC tumors may therefore be responsive to PD-1 checkpoint blockade. Males, n (%) 8 (80.0) 13(81.3) 21(80.8) S s ) , , , ,
o ECOG performance status, n (%) S 5 Table 4. Tumor PD-L1 expression by immunohistochemistry using Dako 22C3 clone
Objectlves 0 4 (40.0) 6 (37.5) 10 (38.5) - L }
_ o ) _ 1 6 (60.0) 10 (62.5) 16 (61.5) &) Total CR PR SD PD NE ORR
® The co-primary objectives of the CSCC Expansion Cohorts of this Phase 1 open label study Primary CSCC site, n (%) - T oL 1 Number of patients
were to: :etad/“_fck ggggg 123((182153;) 158((1699-22)) Number of patients with confirmed responses =11 >;g‘)/°r - o 5 3 2 5 5 38% (3/8)°
. - . .- xtremi . . : . . o >
— Characterize the safety and tolerability of intravenous cemiplimab 3 mg/kg. Tunk 1(10.0) 1(6.3) 2(1.7) One had proggig";%’ﬁ:ﬁg S‘eralﬂ"c‘)’ﬁec‘)‘fsr’elsop;enrggg In response 1 a0%% : 1 4 0 5 5 S04 (5/9)
— Evaluate the efficacy of cemiplimab by measuring overall response rate (ORR). Gental 1(10.0) 0 138 <1% 4 0 2 1 1 0 50% (2/4)
Any prior systemic therapy, n (%) 9(90.0 0 (37-5) 15 (57.7) Plot shows 22 patients who had at least 1 response evaluation. Not listed are 4 enrolled patients who did not have at least 1 response
Methods QE{T]EZ?roﬁjjitelznoihc(zri?gfirrrla(lé) )median, (min—max) 12?5((2(3)'_02)3) 1(1)%0(?27_'2)4) 1?90((726_'221) evaluation due to death in cycle 1 (2 patients), early clinical progression but no scans (1 patient), and end-of-cycle 1 response assessment 'S patients not evaluated by immunohistochemistry: 1 CR, 1 PR, 2 SD, 1 PD; *Includes 1 unconfirmed PR. NE, not evaluable.
Study design: CSCC Expansion Cohorts (NCT02383212) Months of follow up, median, (min—max) 7.3 (1.6-13.8) 6.6 (1.1-13.3) 6.9 (1.1-13.8) g_lat showed new lesions but uneyaluable target I?sions_ (1 pa_tient)._TPatient had new lesions at end of cycle 1. _*Patie_nts had stable
] i ) ) isease despite large decreases in target lesions: 1 patient discontinued treatment after cycle 1 due to arthralgia, so is stable disease by .
® Cohort 7 enrolled 10 patients with mCSCC and Cohort 8 enrolled 16 patients with unresectable Treatment-emergent adverse events (TEAES) RECIST; 1 patient developed new lesions during cycle 2 so is stable disease by RECIST. Conclusions

locally and/or regionally advanced CSCC (Figure 1). ° This is the first prospective study of a PD-1 inhibitor in patients with advanced CSCC.

¢ Treatment-related TEAEs occurring in 22 patients overall, or 2Grade 3 in any patient are Figure 2. Clinical activity in all patients with at least 1 response evaluation of target lesions

summarized in Table 2 ¢ Cemiplimab was generally well tolerated in CSCC in this predominantly older population.
' “ Both locally advanced and mCSCC are highly responsive to cemiplimab (combined ORR 46.2%), and durability
' Table 2. Summary of treatment-related TEAEs (N=26 - — mCSCC (SD, PD, UPR) IS emerging.
Metastatic CSCC o : iy
Cohort 7 (n=10) Serralfmers . o 0| ST e mCSCC (RECIST responses) “ Eighty-one percent of pre-treatment tumor samples were PD-L1 positive.
= T i 0 5 = — . .. . : : . e s
3m /kp Q2W Qssessm epnts every 8 Tr(igtrrlent-rilgte(:l TE'A.‘ES o an:/_ grf de occurring in 22 A l;llumber of patients (>/°(); o3 i T e ool acvanced (s poy ronees) * Aunifying characteristic of cutaneous malignancies appears to be responsiveness to immune checkpoint inhibition.
fg 9 : ’ 3 y IF:’at_'e" S, or =brade J In any patien gy(zgsri) € = ra(z) e - . * Aphase 2 study is ongoing in patients with unresectable locally advanced and mCSCC (NCT02760498).
; or up to weekKsS atigue . o ® Firs
LocaIIy and/or reglonally advanced 48 weeks (REC|ST 11) Arthralgia 2 (7.7) 1(3.8) § g ® First PD N
CSCC Rash, maculopapular 2 (7.7) 1(3.8) 2 9 1. Papadopoulos KP et al. J Clin Oncol. 2016:34 (suppl; abstr 3024). 6. Maubec E et al. J Clin Oncol. 2011;29:3419-3426.
Cohort 8 (n=16) : €5 2. Karia PS et al. J Am Acad Dermatol. 2013;68:957—966. 7. Falchook GS et al. J Immunother Cancer. 20164:70.
Diarrhea 2(7.7) 0 e.= 3. Stratigos A et al. Eur J Cancer. 2015;51:1989-2007. 8. Pickering CR et al. Clin Cancer Res. 2014;20:6582-6592.
= Q 4. Karia PS et al. J Clin Oncol_. 2014;32:327-334. 9. Euvrard E et al. N Engl J Med. 2003;348:1681-1691.
Nausea 2(7.7) 0 S = 5. Cranmer LD et al. Oncologist. 2010;15:1320-1328, 10. Slater NA, Googe PB. J Cutan Pathol. 2016;43:663-670.
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RECIST 1.1. ® There were 2 deaths within 30 days of last dose of study drug, both considered unrelated to —Cemiplimab was discontinued due to an adverse event (rash) after 3 doses; patient continued 10 e o e Bl . K R o e o Frermaceutcals, Inc Matthew Fury:
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