
Conclusions
•	The	results	of	the	prespecified	interim	analysis		
of	patients	with	locally	advanced	CSCC	from	this	
Phase	2	prospective	study	show	that	treatment		
with	cemiplimab	3	mg/kg	Q2W	is	associated		
with	substantial	activity	and	durable	responses.		
The	safety	profile	is	comparable	with	other		
anti-PD-1	agents.

•	Combined	with	recently	published	data,4	this	
analysis	further	demonstrates	that	advanced	CSCC,	
whether	metastatic	or	locally	advanced,	is	
responsive	to	cemiplimab.

Background
•	Cutaneous	squamous	cell	carcinoma	(CSCC)	is		
the	second	most	common	skin	cancer,	after	basal		
cell	carcinoma.1

•	Surgical	cure	rate	for	CSCC	is	high	in	early	stage	
disease.2

•	There	is	no	approved	systemic	therapy	for	patients	with	
advanced	CSCC	(locally	advanced	CSCC	that	is	no	
longer	amenable	to	surgery	or	radiation	therapy,		
or	metastatic	CSCC).

•	Cemiplimab	(REGN2810)	is	a	high-affinity,	highly	potent	
human	monoclonal	antibody	directed	against	
programmed	death-1	(PD-1).3,4

•	Cemiplimab	demonstrated	substantial	activity	and	
durable	response	with	a	safety	profile	comparable	with	
other	anti-PD-1	agents,	in	patients	with	advanced		
CSCC	from	Phase	1	expansion	cohorts	and	patients	
with	metastatic	CSCC	from	primary	analysis	of	the	
Phase	2	study.4

•	Here,	we	present	a	prespecified	interim	analysis	of	the	
locally	advanced	CSCC	cohort	from	the	pivotal		
Phase	2	study	(NCT02760498).

Objectives
•			The	primary	objective	was	to	evaluate	overall	response	
rate	according	to	independent	central	review	per	
Response	Evaluation	Criteria	In	Solid	Tumors	(RECIST)	
1.15	(for	scans)	and	modified	World	Health	Organization	
criteria	(WHO;	for	photos).

•	Secondary	objectives	include:
	- Estimation	of	duration	of	response	(durable	disease	
control	rate	was	also	analyzed)

	- Assessment	of	safety	and	tolerability	of	cemiplimab.

Methods
•	Adult	patients	with	locally	advanced	CSCC	(without	
nodal	or	distant	metastasis),	who	were	not	candidates	
for	surgery	or	radiation	therapy,	from	Group	2	of	the	
Phase	2,	non-randomized,	global,	pivotal	trial	of	
cemiplimab	in	patients	with	advanced	CSCC	are	
included	in	this	analysis	(Figure	1).

•	Severity	of	treatment-emergent	adverse	events	(TEAEs)	
was	graded	according	to	the	National	Cancer	Institute	
Common	Terminology	Criteria	for	Adverse	Events	
(version	4.03).

•	This	interim	analysis	was	prespecified	and	includes	
patients	who	started	study	treatment	at	least	9	months	
prior	to	the	data	cut-off	date	(October	27,	2017).
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The locally advanced CSCC cohort (Group 2) of the Phase 
2 study is now fully enrolled; the primary analysis of the 
results is pending.
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Table 3.	TEAEs	regardless	of	attribution

TEAEs Locally advanced  
CSCC (N=23)

n (%) Any	grade Grade	≥3

Any 23	(100.0) 8	(34.8)
Serious 5	(21.7) 4	(17.4)
Led	to	discontinuation 1	(4.3) 1	(4.3)
With	an	outcome	of	death† 2	(8.7) 2	(8.7)

Occurred	in	at	least	
four	patients‡

Fatigue 9	(39.1) 1	(4.3)
Diarrhea 7	(30.4) 0
Nausea 6	(26.1) 0
Pruritus 5	(21.7) 0
Hypothyroidism 5	(21.7) 0
Arthralgia 4	(17.4) 1	(4.3)
Decreased	appetite	 4	(17.4) 0
Dry	skin 4	(17.4) 0
Pneumonia 4	(17.4) 3	(13.0)

†One	death	was	considered	unrelated	to	study	treatment:	the	patient	was	
hospitalized	on	study	day	134	with	pneumonia	and	placed	on	a	ventilator	
for	support.	The	patient	was	also	found	to	have	evidence	of	heart	failure,	
considered	secondary	to	septic	shock.	The	patient	was	extubated	and	
died	on	study	day	136.	Details	of	the	death	that	was	considered	related	to	
treatment	can	be	found	in	Table	4.	‡Events	are	listed	as	indicated	on	the	
case	report	form.	Adverse	events	were	coded	according	to	Preferred	
Terms	(MedDRA	version	20.0).	Included	in	this	table	are	TEAEs	of	any	
grade	that	occurred	in	≥4	patients.	Events	are	listed	in	decreasing	order	
of	frequency	by	any	grade.

Table 4.	Investigator-assessed	treatment-related	TEAEs

TEAEs Locally advanced  
CSCC (N=23)

n (%) Any	grade Grade	≥3

Any 20	(87.0) 3	(13.0)

Serious 1	(4.3) 1	(4.3)

Led	to	discontinuation 1	(4.3) 1	(4.3)

With	an	outcome	of	death† 1	(4.3) 1	(4.3)

Occurred	in	at	least		
four	patients‡

Fatigue 7	(30.4) 0
Nausea 5	(21.7) 0
Diarrhea 4	(17.4) 0
Hypothyroidism 4	(17.4) 0

†Patient	developed	hyponatraemia	on	study	day	13	and	pneumonia	on	
study	day	14;	both	TEAEs	were	assessed	as	unrelated	to	treatment.	The	
patient	died	on	study	day	24	due	to	unknown	cause	that	was	assessed	as	
treatment-related.	‡Events	are	listed	as	indicated	on	the	case	report	form.	
Adverse	events	were	coded	according	to	Preferred	Terms	(MedDRA	version	
20.0).	Included	in	this	table	are	investigator-assessed	treatment-related	
TEAEs	of	any	grade	that	occurred	in	≥4	patients.	Events	are	listed	in	
decreasing	order	of	frequency	by	any	grade.	Grade	≥3	treatment-related	
TEAEs	reported	were	dizziness	(n=1)	and	increased	aspartate	
aminotransferase	(n=1).

Table 2.	Tumor	response	assessment	by	independent	
central	review

Locally advanced 
CSCC (N=23)

Best	overall	response,	
	n	(%)

Complete	response 0

Partial	response 10	(43.5)

Stable	disease 9	(39.1)

Progressive	disease 2	(8.7)

Not	evaluable† 2	(8.7)

Overall	response	rate,		
%	(95%	CI) 43.5	(23.2–65.5)

Durable	disease	control	rate,		
%	(95%	CI)‡	 69.6	(47.1–86.8)

Median	observed	time	to	
response,	months	(range)§ 2.8	(1.9–7.6)

†Includes	missing	and	unknown	tumor	response.	‡Defined	as	the	proportion	
of	patients	without	progressive	disease	for	at	least	105	days.	§Data	shown	
are	from	patients	with	confirmed	responses.
CI,	confidence	interval.

Results
Baseline characteristics, disposition, and  
treatment exposure
•	As	of	the	data	cut-off	date,	23	patients	were	eligible	for	
inclusion	in	this	analysis	(Table	1).

	- Thirteen	patients	(56.5%)	remained	on	treatment	and	
10	(43.5%)	have	discontinued	treatment	(the	most	
common	reason	for	discontinuation	was	disease	
progression	[n=3;	13.0%]).

	- The	median	duration	of	follow-up	at	the	time	of	data	
cut-off	was	9.7	months	(range:	0.8–15.9).

Table 1.	Patient	demographics,	baseline	characteristics,	
	and	exposure	to	cemiplimab

Locally advanced 
CSCC (N=23)

Median	age,	years	(range) 67	(47–96)
≥	65	years,	n	(%) 13	(56.5)

Male,	n	(%) 17	(73.9)
ECOG	performance	status	score,	n	
(%)
0 13	(56.5)
1 10	(43.5)

Primary	CSCC	site,	n	(%)
Head/neck 17	(73.9)
Extremity 5	(21.7)
Trunk 1	(4.3)

Prior	systemic	therapy	for	CSCC,	n	(%) 6	(26.1)
Prior	radiotherapy	for	CSCC,	n	(%) 14	(60.9)
Median	duration	of	cemiplimab	
exposure	(range),	weeks 43.3	(2.0–68.0)

Median	number	of	cemiplimab	doses	
administered	(range) 22	(1–31)

•	Neither	median	overall	survival	nor	median		
progression-free	survival	had	been	reached	at	the	time	
of	data	cut-off.

	- The	estimated	probability	of	survival	at	12	months	
was	91.1%	(95%	CI:	68.8–97.7).

	- The	estimated	progression-free	probability	at		
12	months	was	65.6%	(95%	CI:	37.6–83.4).

Treatment-emergent adverse events 
•	TEAEs	regardless	of	attribution	are	summarized	in		
Table	3.

•	Investigator-assessed	treatment-related	TEAEs	are	
summarized	in	Table	4.

Figure 1.	Study	design

ECOG,	Eastern	Cooperative	Oncology	Group;	IV,	intravenously;	PD-L1,	programmed	death-ligand	1;	Q2W,	every	2	weeks;	Q3W,	every	3	weeks.

Group 1 – Adult patients with metastatic 
(nodal and/or distant) CSCC

Group 2 – Locally advanced CSCC 
(without nodal or distant metastasis)

Group 3 – Adult patients with metastatic 
(nodal and/or distant) CSCC

Cemiplimab 3 mg/kg 
Q2W IV, for up to

 96 weeks 
(retreatment optional 

for patients with 
disease progression 

during follow-up)

Cemiplimab 350 mg 
Q3W IV, for up to 

54 weeks

Tumor imaging every 
8 weeks for 

the assessment
 of efficacy 

(confirmatory scans 
performed no sooner 

than 4 weeks following 
initial documentation 
of tumor response)

Tumor imaging 
every 9 weeks for 
the assessment 

of efficacy

Tumor response assessment by an independent central review committee

Key inclusion criteria
● ECOG performance status of 0 or 1
● Adequate organ function
● Group 2:
 – At least one lesion measurable by digital 

   medical photography
 – CSCC lesion that is not amenable to surgery or   

   radiation therapy per investigators’ assessment
Key exclusion criteria
● Ongoing or recent (within 5 years) autoimmune 

disease requiring systemic immunosuppression
● Prior treatments with anti-PD-1 or 

anti-PD-L1 therapy
● History of solid organ transplant, concurrent 

malignancies (unless indolent or not considered 
life threatening; for example, basal cell 
carcinoma), or hematologic malignancies.

Figure 2.	Clinical	activity	of	tumor	response	to	cemiplimab	in	patients	who	underwent	photo	evaluation	per	WHO	
criteria	by	independent	central	review	

Plot	shows	the	best	percentage	change	in	the	sum	of	target	lesion	diameters	from	baseline	for	20	patients	who	underwent	photo	evaluation	per	independent	
central	review	after	treatment	initiation.	Lesion	measurements	after	progression	were	excluded.	Blue	and	red	dotted	lines	indicate	WHO	criteria	for	partial	
response	(≥50%	decrease	in	the	sum	of	target	lesion	diameters)	and	progressive	disease	(≥25%	increase	in	the	target	lesion	diameters).	Three	patients	that	do	
not	appear	in	the	figure	(but	are	included	in	the	overall	response	analysis	[Table	2],	per	intention-to-treat)	are:	two	patients	with	no	evaluable	post-treatment	
tumor	assessment	and	one	patient	who	did	not	have	a	measurable	skin	disease.
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Figure 3.	Change	in	target	lesion	per	WHO	criteria	over	time	

Plot	shows	the	percentage	change	in	target	lesion	diameters	from	baseline	over	time.	Patients	shown	in	this	figure	are	the	same	as	those	in	Figure	2.	Horizontal	
dotted	lines	indicate	criteria	for	partial	response	(≥50%	decrease	in	the	sum	of	target	lesion	diameters)	and	progressive	disease	(≥25%	increase	in	the	target	
lesion	diameters).	One	patient	(dashed	blue	line)	had	increased	target	lesion	measurements	at	week	8	and	week	16	that	met	criteria	for	progressive	disease	(by	
independent	central	review),	followed	by	complete	resolution	of	target	lesions.	This	suggests	that	patients	with	locally	advanced	CSCC	may	occasionally	
experience	an	increase	in	target	lesions,	followed	by	subsequent	durable	response.
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Figure 4.	Time	to	response	and	duration	of	response	in	responding	patients	

Plot	shows	time	to	response	and	duration	of	response	in	the	10	responding	patients.	Each	horizontal	line	represents	one	patient.	Nine	of	the	10	patients	remain	
in	response	and	on	study	at	time	of	data	cut-off.	One	patient	was	censored	(top	line)	after	missing	treatments	due	to	co-morbidities	and	withdrawing	consent	
from	study;	therefore,	they	no	longer	met	the	dual	criteria	of	ongoing	response	per	independent	central	review	and	ongoing	study	treatment.
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Clinical efficacy
•	Tumor	response	assessment,	characteristics	of	tumor	
response,	and	examples	of	reductions	in	visible	lesions	
following	cemiplimab	treatment	are	shown	in	Table	2	
and	Figures	2–4.

•	Median	duration	of	response	has	not	been	reached.	The	
longest	duration	of	response	at	the	time	of	data	cut-off	
is	12.9+	months.
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