Immunotherapy for Non-Melanoma
Skin Cancers (BCC, Squamous, &
Merkel) and What After 1O Failure?

Belisario A. Arango, M.D.



Outline

* Squamous-cell carcinoma
* Basal cell carcinoma

 Merkell cell cancer



Epidemiology

* Most common cancers.

* Risk factors include chronic sun exposure, advanced age, skin that
is sensitive to UV radiation, and immunosuppression.

* More than 95% of patients are cured with surgery.

* Locally advanced disease can result in extensive morbidity through
tissue destruction.

* Metastatic disease is considered incurable.
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Characteristics and biologic behavior

* Tumor mutation burden is high because of chronic skin
damage from UV light.

* Immune system surveillance is critical for preventing cancer in
the immunocompetent.

* Patients who have a primary immuno-compromised system or
those on immune-suppressive treatments are up 250 times
more likely to get these cancers.



Cemiplimab in advanced cutaneous SCC
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Cemiplimab in advanced cutaneous SCC

A Best Tumor Response for 45 Patients in the Phase 2 Study
100 W Complete or partial response
80 Could not be evaluated
60 M Progressive disease
M Stable disease

Best Percentage Change from Baseline
in the Diameter of Target Lesions

Patients

B Tumor Response over Time for 28 Patients in the Phase 2 Study

a4 Complete response @ Stable disease Target lesion could not be evaluated after the initiation of therapy
4 Partial response X% Progressive disease ® Nontarget lesions only @ Surgical removal of target lesion
Ongoing treatment —> Ongoing participation in the study
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*23-28 (82%) patients
who responded
continued to respond
at the time of data
cutoff.
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Cemiplimab in advanced cutaneous SCC

*PFS 53% at 12 months.
*0S 81% at 12 months.
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Pembrolizumab in advanced cutaneous

SCC

-

JCO 2020; 25: 2916-2925.




Pembrolizumab in advanced cutaneous
SCC
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Pembrolizumab in advanced cutaneous

SCC

>

Events, No. (%) 64 (61.0)
Median (95% Cl), months 6.9 (3.1 to 8.5)
6-month rate (95% Cl), %  50.4 (40.3 to 59.7)
12-month rate (95% Cl), % 32.4 (22.6 to 42.5)
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No. at risk:
All patients 105 48 25

Overall Survival (%)

No. at risk:
All patients

Events, No. (%) 40 (38.1)
Median (95% Cl), months NR (10.7 to NR)
6-month rate (95% CI), % 79.0 (69.9 to 85.7)
12-month rate (95% Cl), % 60.3 (49.8 to 69.3)

3 6 9 12
Time (months)

105 63 27

JCO 2020; 25: 2916-2925.




IGNYTE Phase 1/2
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* ORR: 60%
* CR: 46.6%
* mDOR: Not reached.

Niu J, et al. MH&NCS;abst 12:2/25/2022.




Cosibelimab in metastatic cutaneous SCC

* ORR: 47.4%

e CR: 8%

* PR: 40%

* mDOR: Not reached.

* 76% responses ongoing
at 15 months.

JCO 40, 2022 (suppl 16; abstr 9537).




Immunotherapy followed by cetuximab in advanced

cutaneous SCC: |-TACKLE trial.

e 23 patients C+P
* ORR: 44%

e 1year PFS: 42%

* Grade 3-4 TRAE 35%.
*Dermatitis.

JCO 40, 2022 (suppl 16; abstr 9520).




Phase Il trial of neoadjuvant immunotherapy for
advanced resectable ¢SCC.

-

* 85% achieved a pathologic response <50%
viable tumor.

* 10% pPR >10-50%

* 20% mPR,<10% viable tumor

* 55% pCR.

*Pts with pCR did not receive RT after surgery.

* At mFU of 34.5 months 100% of pts with pCR
were alive.

JCO 40, 2022 (suppl 16; abstr 9516).




Vismodegib for basal-cell nevus syndrome

Basal-cell nevus syndrome patients inherit a defective patched 1 (PTCH1) gene. Inhibits the hedgehog signaling
pathway.

Vismodegib inhibits the hedgehog pathway.
-




Vismodegib for basal-cell nevus

syndrome
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Vismodegib for basal nevus syndrome

Baseline

Vismodegib
P<0.001
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Vismodegib for basal-cell carcinoma

[0 Stable disease Bl Partial response

* 99 pts with locally
advanced or
metastatic disease.
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Vismodegib for basal-cell carcinoma

Treatment Duration

Patients with Metastatic BCC

Study Day

Patients with Locally Advanced BCC

*RR: 33%

*DOR: 9.cmths

*RR: 47%

JAAD 2015; 72: 1021-1026.




Vismodegib for basal-cell carcinoma

IRF-assessed PFS INV-assessed PFS

- - - - Metastaic(1=33) ' - - - - Metastaic (1=32)
—— Locally Advanced (n=63) ~— | 0cally Advanced (n=63)

A | 2 1 18 B 9 12 1B B8

' PFS IRF (months) , PFS INV (months)
Number at Risk: Number at Risk:

Metastatic 1 5 3 0 Metastatic % 12 0 5
Locally Advanced 63 1B 12 12 3 Locally Advanced B 4 19 16 8

JAAD 2015; 72: 1021-1026.




Sonidegib for basal-cell carcinoma

Lancet Oncol 2015; 16: 716-728.
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Sonidegib for basal-cell carcinoma

Sonidegib 200mg

100

1aBCC (n=32)

Complete response/partial response
Stable disease
Unknown
Progressive disease
- All modalities
---- Photo

1aBCC (n=39)

1aBCC (n=52)

1aBCC (n=60)

mBCC (n=12)

mBCC (n=13)

mBCC (n=12)

mBCC (n=13)

Best percentage change from baseline

Best percentage change from baseline

Best percentage change from baseline

Best percentage change from baseline

(target lesions)

(target lesions)

(target lesions)
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Sonidegib 8oomg

1aBCC (n=74)

Bl Complete response/partial response

B Stable disease

Bl Unknown

B Progressive disease
---- All modalities

---- Photo

1aBCC (n=75)

1aBCC (n=101)

1aBCC (n=105)

[

Lancet Oncol 2015; 16: 716-728.

mMBCC (n=19)

MBCC (n=22)

mMBCC (n=19)

MBCC (n=22)




-cell carcinoma

Sonidegib for basal

200mg doomg
H * ORR: 58% 55%
' * Dx.Red: 32% 60%
) * Tx.Disc: 22% 33%
* Gd3-4AE: 14% 30%

Responding patients

Lancet Oncol 2015; 16: 716-728.




Cemiplimab for BCC after progression
to HHIS.

—

J Immunother Cancer 2020;8(Suppl3): A428.




Avelumab for chemotherapy refractory
Merkel cell carcinoma.

» 88 pts with
chemotx refractory
disease.
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Avelumab for chemotherapy refractory
Merkel cell carcinoma.

Modified intention-to-treat population (n=88)

Age (years)

Male (n=65)
Female (n=23)
Pooled region
North America (n=51)
Europe (n=29)
Rest of the world (n=8)
Site of primary tumour

Missing (n=7)

Visceral metastases at baseline
Present (n=47)
Absent (n=41)

Disease burden at baseline SLD
=Quartile 1 (n=21)
>Quartile 1 and smedian (n=18)
>Median and =quartile 3 (n=19)
>Quartile 3 (n=19)
Not assessable (n=11)

Baseline ECOG PS
O (n=49)
1(n=39)

Number of previous systemic treatments

1(n=52)
=2 (n=36)

Number of previous systemic treatments for metastatic disease

1(n=57)
=2 (n=31)

Tumour PD-L1 expression
PD-L1 positive (n=58)
PD-L1 negative (n=16)
Not assessable (n=14)

Tumour MCPyV status
MCPyV positive (n=46)
MCPyV negative (n=31)
Not assessable (n=11)

Combined PD-L1 and MCPyV status

an objective response

n (% [95%

28 (31-8 [22-3-42-6])

7(31-8 [13-9-54-9])
21 (31-8 [20-9-44-4])

21(32:3[21-2-451))

2-
7(30-4 [13-2-52-9])

17 (33-3 [20-8-47-9])
7 (24-1[10-3-43-5])
4 (50-0[15-7-84-3])

(34-3[23-2-46.9])
4(28-6 [8-4-58-1])
1(14-3[0-4-57-9])

16 (34-0[20-9-49-3])
12 (29:3[16-1-45-5))

9(42-9[21-8-66-0))
7 (389 [17-3-64-3))
7(36-8[16-3-61-6])
3(15-8(3-4-39-6))
2(18-2[2-3-51-8])

17 (34-7 [21-7-49-6))
11(28-2 [15-0-44-9])

21 (40-4 [27-0-54-9]
7(19-4[8-2-36-0])

22 (38-6 [26-0-52-4])
6 (19-4 [7-5-37-5])

20(34-5[22-5-481])
3(18-8[4-0-45-6))
5(35-7 [12-8-64-9])

12 (26-1[14-3-41-1])
11 (35-5[19-2-54-6])
5(45-5[16-7-76-6])

Responses were irrespective of PD-L1 expression or
Merkel cell polyomavirus status.

PD-L1 positive and MCPyV positive (n=36) 11 (30-6 [16-3-48-1])
PD-L1 positive and MCPyV negative (n=19) 7(36-8[16-3-61-6])
PD-L1 negative and MCPyV positive (n=9) - 1(11-1[0-3-48-2])
PD-L1 negative and MCPyV negative (n=7) 2 (28-6 [3-7-71-0])
Not assessable (n=17) 7 (41-2 [18-4-67-1])

100

Lancet Oncol 2016; 17: 1374-1385.




Avelumab for chemotherapy refractory
Merkel cell carcinoma.

EI Duration of response and treatment

Complete response
Partial response

* PFS at 6 months: 40%
R e OS at 6 months: 6%

Death
Start of subsequent
anticancer treatment
(S S
Time Since Treatment Initiation, mo

Change in target lesion diameters
120
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Pembrolizumab in advanced Merkel cell
carcinoma treatment naive.

150 Viral Status (N=24)
Bl Negative Bl Positive

* 26 pts with
chemotx naive
MCC.

PecentChangeinSum ofLongest
DiametesofTrgt Lesios

Viral Status (N=24)
—e— Negative —e-— Posi

meers of Tage Lesions

Months since Treatment Initiation

Pembrolizumab 2mg/kg i.v. q 3 wks.

Complete response

Partial response

Stable disease

Progressive disease
Ongoing complete response
Ongoing partial response
Receipt of treatment

Patients with Evi

B33 T C
Months since Treatment Initiation

NEJM 2016; 374: 2542-2552.




Pembrolizumab in advanced Merkel cell
carcinoma treatment naive.

* ORR 56%
* CR4pts
* PR1opts
* SDapt
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Pembrolizumab in advanced Merkel cell
carcinoma treatment naive.

PD-L1

Responses were irrespective of PD-L1 expression or

Merkel cell polyomavirus status.
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Patients with Virus-
Negative Tumors (N=8) Positive Tumors (N=17)

(o] Patients Who Did Not Patients Who Had (o} Patients with Virus-

Have a Response (N=9) a Response (N=14)

NEJM 2016; 374: 2542-2552.




Phase 1b/2 navtemadlin after failure
immunotherapy in MCC.

18omg dose selected for

further evaluation.
* ORR: 25%
* DCR: 63%

MTRR: 4.2 months
e SDapt

* Grade 3-4 TRAE 68%.
*Cytopenias.

JCO 40, 2022 (suppl 16; abstr 9506).







