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EXECUTIVE SUMMARY
Skin cancer is the most common type of cancer in the United States, and there 
are more diagnoses of skin cancer than all other cancers combined. Whereas 
melanoma has seen a greater amount of research and treatment advances, non-
melanoma skin cancers, including basal cell carcinoma, squamous cell carcinoma, 
and Merkel cell carcinoma, represent an area of unmet need for patients with 
progressive or recurrent disease. With a limited number of available treatment 
options, immunotherapies that have been recently approved or are currently 
being studied provide great potential for improving outcomes for these types 
of cancers. In this Special Report, we review the current recommendations for 
the diagnosis, staging, and management of skin cancer by type and provide an 
expert perspective on the implications for clinical pathway development.
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© 2019 Array BioPharma Inc. BRAFTOVI® and MEKTOVI® are registered trademarks of Array BioPharma Inc. 
in the United States and various other countries. PM-US-BIN+ENC-0164 v2

* COLUMBUS was a randomized, Phase 3, multicenter, open-label, active-controlled trial of 577 adult patients with BRAF V600E/K–mutant unresectable or metastatic 
melanoma. Patients were randomly assigned to receive a combination of BRAFTOVI 450 mg QD + MEKTOVI 45 mg BID, BRAFTOVI 300 mg QD, or vemurafenib 960 
mg BID. The primary endpoint was PFS, as determined by a blinded independent central review. Other outcome measures included overall survival, objective response 
rate, and duration of response. Treatment was continued until disease progression or unacceptable toxicity. Please visit braftovimektovi.com for additional data.1,2,7

†The analysis of OS was pre-specifi ed; however, the analysis is descriptive.
BID, twice daily; OS, overall survival; PFS, progression-free survival; QD, once daily.

Start your fi rst-line patients on BRAFTOVI 450 mg QD + MEKTOVI 45 mg BID‡

Longest observed median PFS and OS of any BRAF + MEK inhibitor1-6*†
• 14.9 months median PFS vs 7.3 months for vemurafenib (HR=0.54 [95% CI: 0.41-0.71], P<0.0001)
• 33.6 months median OS vs 16.9 months for vemurafenib (HR=0.61 [95% CI: 0.47-0.79])†

An oral treatment combination for patients with unresectable 
or metastatic melanoma with a BRAF V600E/K mutation1,2

ophthalmological evaluation for patient-reported acute vision loss or 
other visual disturbance within 24 hours. Permanently discontinue 
MEKTOVI in patients with documented RVO. In COLUMBUS, uveitis, 
including iritis and iridocyclitis was reported in 4% of patients. Assess 
for visual symptoms at each visit. Perform ophthalmological evaluation 
at regular intervals and for any visual disturbances, and to follow new 
or persistent ophthalmologic fi ndings.  
Interstitial Lung Disease (ILD): ILD, including pneumonitis occurred 
in 0.3% of patients with BRAF mutation-positive melanoma across 
multiple clinical trials. Assess new or progressive unexplained 
pulmonary symptoms or fi ndings for possible ILD. 
Hepatotoxicity: In the COLUMBUS trial, the incidence of Grade 3 
or 4 increases in liver function laboratory tests was 6% for alanine 
aminotransferase (ALT) and 2.6% for aspartate aminotransferase 
(AST), and 0.5% for alkaline phosphatase. Monitor liver laboratory tests 
before and during treatment and as clinically indicated. 
Rhabdomyolysis: In the COLUMBUS trial, elevation of laboratory 
values of serum creatine phosphokinase (CPK) occurred in 58% of 
patients. Rhabdomyolysis was reported in 0.1% of patients with BRAF 
mutation-positive melanoma across multiple clinical trials. Monitor CPK 
and creatinine levels prior to initiating MEKTOVI, periodically during 
treatment, and as clinically indicated. 
QTc Prolongation: BRAFTOVI is associated with dose-dependent 
QTc interval prolongation in some patients. In the COLUMBUS trial, 
an increase in QTcF to > 500 ms was measured in 0.5% (1/192) of 
patients. Monitor patients who already have or who are at signifi cant 
risk of developing QTc prolongation. Correct hypokalemia and 
hypomagnesemia prior to and during BRAFTOVI administration. 
Withhold, reduce dose, or permanently discontinue for QTc > 500 ms.
Embryo-Fetal Toxicity: BRAFTOVI or MEKTOVI can cause fetal 
harm when administered to pregnant women. BRAFTOVI can render 
hormonal contraceptives ineff ective. Non-hormonal contraceptives 
should be used during treatment and for at least 30 days after the fi nal 
dose for patients taking BRAFTOVI + MEKTOVI.
ADVERSE REACTIONS
The most common adverse reactions (≥20%, all Grades, in the 
COLUMBUS trial): were fatigue, nausea, diarrhea, vomiting, 
abdominal pain, arthralgia, myopathy, hyperkeratosis, rash, headache, 
constipation, visual impairment, serous retinopathy. 
In the COLUMBUS Trial, the most common laboratory abnormalities 
(≥20%, all Grades): included increased creatinine, increased CPK, 
increased gamma glutamyl transferase, anemia, increased ALT, 
hyperglycemia, increased AST, and increased alkaline phosphatase. 
DRUG INTERACTIONS
Avoid concomitant use of strong or moderate CYP3A4 inhibitors or 
inducers and sensitive CYP3A4 substrates with BRAFTOVI. Modify 
BRAFTOVI dose if concomitant use of strong or moderate CYP3A4 
inhibitors cannot be avoided. Avoid co-administration of BRAFTOVI 
with medicinal products with a known potential to prolong 
QT/QTc interval.
Please see the Brief Summary of Prescribing Information for both BRAFTOVI 
and MEKTOVI on the following pages for additional information.

INDICATIONS AND USAGE
BRAFTOVI® (encorafenib) and MEKTOVI® (binimetinib) are kinase 
inhibitors indicated for use in combination for the treatment of 
patients with unresectable or metastatic melanoma with a BRAF 
V600E or V600K mutation as detected by an FDA-approved test.
Limitations of Use: BRAFTOVI is not indicated for treatment of 
patients with wild-type BRAF melanoma.

IMPORTANT SAFETY INFORMATION
The information below applies to the safety of the combination of 
BRAFTOVI and MEKTOVI unless otherwise noted. See full Prescribing 
Information for BRAFTOVI and for MEKTOVI for dose modifi cations 
for adverse reactions.
WARNINGS AND PRECAUTIONS 
New Primary Malignancies, cutaneous and non-cutaneous 
malignancies can occur. In the COLUMBUS trial, cutaneous 
squamous cell carcinoma, including keratoacanthoma, occurred in 
2.6% and basal cell carcinoma occurred in 1.6% of patients. Perform 
dermatologic evaluations prior to initiating treatment, every 2 months 
during treatment, and for up to 6 months following discontinuation 
of treatment. Manage suspicious skin lesions with excision and 
dermatopathologic evaluation. Dose modifi cation is not recommended 
for new primary cutaneous malignancies. Based on its mechanism 
of action, BRAFTOVI may promote malignancies associated with 
activation of RAS through mutation or other mechanisms. Monitor 
patients receiving BRAFTOVI for signs and symptoms of 
non-cutaneous malignancies. Discontinue BRAFTOVI for RAS 
mutation-positive non-cutaneous malignancies. 
Tumor Promotion in BRAF Wild-Type Tumors: Confi rm evidence of 
BRAF V600E or V600K mutation prior to initiating BRAFTOVI.
Cardiomyopathy, manifesting as left ventricular dysfunction associated 
with symptomatic or asymptomatic decreases in ejection fraction, has 
been reported in patients. In the COLUMBUS trial, cardiomyopathy 
occurred in 7% and Grade 3 left ventricular dysfunction occurred in 
1.6% of patients. Cardiomyopathy resolved in 87% of patients. Assess 
LVEF by echocardiogram or MUGA scan prior to initiating treatment, 
1 month after initiating treatment, and then every 2 to 3 months during 
treatment. Safety has not been established in patients with a baseline 
ejection fraction that is either below 50% or below the institutional 
lower limit of normal. Patients with cardiovascular risk factors should 
be monitored closely.
Venous Thromboembolism (VTE): In the COLUMBUS trial, VTE 
occurred in 6% of patients, including 3.1% of patients who developed 
pulmonary embolism. 
Hemorrhage: In the COLUMBUS trial, hemorrhage occurred in 19% 
of patients and ≥ Grade 3 hemorrhage occurred in 3.2% of patients. 
Fatal intracranial hemorrhage in the setting of new or progressive 
brain metastases occurred in 1.6% of patients. The most frequent 
hemorrhagic events were gastrointestinal, including rectal hemorrhage 
(4.2%), hematochezia (3.1%), and hemorrhoidal hemorrhage (1%).
Ocular Toxicities: In the COLUMBUS trial, serous retinopathy occurred 
in 20% of patients; 8% were retinal detachment and 6% were macular 
edema. Symptomatic serous retinopathy occurred in 8% of patients 
with no cases of blindness. RVO is a known class-related adverse 
reaction of MEK inhibitors and may occur in patients treated with 
MEKTOVI in combination with encorafenib. In patients with BRAF 
mutation-positive melanoma across multiple clinical trials, 0.1% of 
patients experienced retinal vein occlusion (RVO). The safety of 
MEKTOVI has not been established in patients with a history of RVO 
or current risk factors for RVO including uncontrolled glaucoma or a 
history of hyperviscosity or hypercoagulability syndromes. Perform 

 ‡Please see Section 2, Dosage and Administration, of the Full Prescribing Information for both products, including for special populations.
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BRAFTOVI™ (encorafenib) capsules + MEKTOVI® (binimetinib) tablets  
Brief Summary 
The following is a brief summary. Before prescribing, please consult Full 
Prescribing Information. 
INDICATIONS AND USAGE 
BRAFTOVI and MEKTOVI are kinase inhibitors indicated for use in 
combination, for the treatment of patients with unresectable or metastatic 
melanoma with a BRAF V600E or V600K mutation, as detected by an FDA-
approved test. 
Limitations of Use: BRAFTOVI is not indicated for treatment of patients with 
wild-type BRAF melanoma. 
CONTRAINDICATIONS 
None.  
WARNINGS AND PRECAUTIONS 
New Primary Malignancies: New primary malignancies, cutaneous and non-
cutaneous, have been observed in patients treated with BRAF inhibitors and 
can occur with BRAFTOVI. 
Cutaneous Malignancies: In COLUMBUS, cutaneous squamous cell carcinoma 
(cuSCC), including keratoacanthoma (KA), occurred in 2.6%, and basal cell 
carcinoma occurred in 1.6% of patients who received BRAFTOVI in combination 
with MEKTOVI. Median time to first occurrence of cuSCC/KA was 5.8 months 
(range 1 to 9 months). 
For patients who received BRAFTOVI as a single agent, cuSCC/KA was 
reported in 8%, basal cell carcinoma in 1%, and a new primary melanoma in 
5% of patients.  
Perform dermatologic evaluations prior to initiating treatment, every 2 months 
during treatment, and for up to 6 months following discontinuation of 
treatment. Manage suspicious skin lesions with excision and dermatopathologic 
evaluation. Dose modification is not recommended for new primary cutaneous 
malignancies.  
Non-Cutaneous Malignancies: Based on its mechanism of action, BRAFTOVI 
may promote malignancies associated with activation of RAS through 
mutation or other mechanisms. Monitor patients receiving BRAFTOVI for 
signs and symptoms of non-cutaneous malignancies. Discontinue BRAFTOVI 
for RAS mutation-positive non-cutaneous malignancies. 
Tumor Promotion in BRAF Wild-Type Tumors: In vitro experiments have 
demonstrated paradoxical activation of MAP-kinase signaling and increased 
cell proliferation in BRAF wild-type cells, which are exposed to BRAF 
inhibitors. Confirm evidence of BRAF V600E or V600K mutation prior to 
initiating BRAFTOVI. 
Hemorrhage: Hemorrhage can occur when BRAFTOVI is administered in 
combination with MEKTOVI. In COLUMBUS, hemorrhage occurred in 19%  
of patients receiving BRAFTOVI in combination with MEKTOVI; Grade 3 or 
greater hemorrhage occurred in 3.2% of patients. The most frequent 
hemorrhagic events were gastrointestinal, including rectal hemorrhage 
(4.2%), hematochezia (3.1%), and hemorrhoidal hemorrhage (1%). Fatal 
intracranial hemorrhage in the setting of new or progressive brain metastases 
occurred in 1.6% of patients. 
Withhold, reduce dose, or permanently discontinue based on severity of 
adverse reaction. 
Embryo-Fetal Toxicity: Based on findings from animal studies and their 
mechanisms of action, BRAFTOVI and MEKTOVI can each cause fetal harm 
when administered to a pregnant woman.  
BRAFTOVI produced embryo-fetal developmental changes in rats and rabbits 
and was an abortifacient in rabbits at doses greater than or equal to those 
resulting in exposures approximately 26 (in the rat) and 178 (in the rabbit) 
times the human exposure at the recommended dose of 450 mg, with no 
clear findings at lower doses.  
MEKTOVI was embryotoxic and abortifacient when administered to rabbits 
during the period of organogenesis at doses greater than or equal to those 
resulting in exposures approximately 5 times the human exposure at the 
recommended clinical dose of 45 mg twice daily.  
Advise women of the potential risk to a fetus with the use of either BRAFTOVI 
or MEKTOVI. Advise females of reproductive potential to use an effective, 

non-hormonal method of contraception during treatment and for 2 weeks 
after the final dose of BRAFTOVI. Advise females of reproductive potential to 
use effective contraception during treatment with MEKTOVI and for at least  
30 days after the final dose.  
Cardiomyopathy: Cardiomyopathy, manifesting as left ventricular dysfunction 
associated with symptomatic or asymptomatic decreases in ejection fraction, 
has been reported in patients treated with BRAFTOVI in combination with 
MEKTOVI. In COLUMBUS, evidence of cardiomyopathy occurred in 7% of 
patients receiving BRAFTOVI in combination with MEKTOVI. Grade 3 left 
ventricular dysfunction occurred in 1.6% of patients. The median time to first 
occurrence of left ventricular dysfunction (any grade) in patients receiving 
BRAFTOVI in combination with MEKTOVI was 3.6 months (range 0 to 21 
months). Cardiomyopathy resolved in 87% of patients receiving BRAFTOVI in 
combination with MEKTOVI. 
Assess ejection fraction by echocardiogram or MUGA scan prior to initiating 
treatment, one month after initiating treatment, and then every 2 to 3 months 
during treatment. The safety of BRAFTOVI in combination with MEKTOVI has 
not been established in patients with a baseline ejection fraction that is either 
below 50% or below the institutional lower limit of normal (LLN). Patients 
with cardiovascular risk factors should be monitored closely when treated 
with MEKTOVI. 
Withhold, reduce dose, or permanently discontinue based on severity of 
adverse reaction. 
Venous Thromboembolism: In COLUMBUS, venous thromboembolism  
(VTE) occurred in 6% of patients receiving BRAFTOVI in combination with 
MEKTOVI, including 3.1% of patients who developed pulmonary embolism. 
Withhold, reduce dose, or permanently discontinue based on severity of 
adverse reaction. 
Ocular Toxicities 
Serous retinopathy: In COLUMBUS, serous retinopathy occurred in 20% of 
patients treated with BRAFTOVI in combination with MEKTOVI; 8% were 
retinal detachment and 6% were macular edema. Symptomatic serous 
retinopathy occurred in 8% of patients with no cases of blindness. No patient 
discontinued MEKTOVI due to serous retinopathy; 6% of patients required 
dose interruptions or dose reductions. The median time to onset of the first 
event of serous retinopathy (all grades) was 1.2 months (0 to 17.5 months). 
Assess for visual symptoms at each visit. Perform an ophthalmological 
examination at regular intervals, for new or worsening visual disturbances, 
and to follow new or persistent ophthalmological findings. Withhold, reduce 
dose, or permanently discontinue based on severity of adverse reaction. 
Retinal Vein Occlusion: RVO is a known class-related adverse reaction of MEK 
inhibitors and may occur in patients treated with BRAFTOVI in combination 
with MEKTOVI. In patients with BRAF mutation-positive melanoma receiving 
BRAFTOVI in combination with MEKTOVI (n=690), 1 patient experienced RVO 
(0.1%). 
The safety of MEKTOVI has not been established in patients with a history of 
RVO or current risk factors for RVO including uncontrolled glaucoma or a 
history of hyperviscosity or hypercoagulability syndromes.   
Perform ophthalmologic evaluation for patient-reported acute vision loss or 
other visual disturbance within 24 hours. Permanently discontinue MEKTOVI 
in patients with documented RVO. 
Uveitis: Uveitis, including iritis and iridocyclitis, has been reported in patients 
treated with BRAFTOVI in combination with MEKTOVI. In COLUMBUS, the 
incidence of uveitis among patients treated with BRAFTOVI in combination 
with MEKTOVI was 4%.  
Interstitial Lung Disease: In patients with BRAF mutation-positive melanoma 
receiving BRAFTOVI in combination with MEKTOVI (n=690), 2 patients (0.3%) 
developed interstitial lung disease (ILD), including pneumonitis.  
Assess new or progressive unexplained pulmonary symptoms or findings for 
possible ILD. Withhold, reduce dose, or permanently discontinue based on 
severity of adverse reaction. 
QT Prolongation:  
BRAFTOVI is associated with dose-dependent QTc interval prolongation in 
some patients. In COLUMBUS, an increase in QTcF to > 500 ms was 

Insert References Here 

References: 1. Braftovi® (encorafenib) Prescribing Information. Boulder, CO: Array BioPharma Inc, 1/19. 2. Mektovi® (binimetinib) Prescribing Information. 
Boulder, CO: Array BioPharma Inc, 1/19. 3. Long GV, Stroyakovskiy D, Gogas HJ, et al. Dabrafenib and trametinib versus dabrafenib and placebo for 
Val600 BRAF-mutant melanoma: a multicentre, double-blind, phase 3 randomised controlled trial. Lancet. 2015;386(9992):444-451. 4. Robert C, 
Karaszewska B, Schachter J, et al. Improved overall survival in melanoma with combined dabrafenib and trametinib. N Engl J Med. 2015;372(1):30-39. 
5. Ascierto PA, McArthur GA, Dréno B, et al. Cobimetinib combined with vemurafenib in advanced BRAF(V600)-mutant melanoma (coBRIM): updated 
efficacy results from a randomised, double-blind, phase 3 trial. Lancet Oncol. 2016;17(9):1248-1260. 6. Data on file. Array BioPharma, Inc. 7. Dummer R, 
Ascierto PA, Gogas HJ, et al. Encorafenib plus binimetinib versus vemurafenib or encorafenib in patients with BRAF-mutant melanoma (COLUMBUS):  
a multicentre, open-label, randomised phase 3 trial. Lancet Oncol. 2018;19(5):603-615.
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measured in 0.5% (1/192) of patients who received BRAFTOVI in combination 
with MEKTOVI.  
Monitor patients who already have or who are at significant risk of developing  
QTc prolongation, including patients with known long QT syndromes, 
clinically significant bradyarrhythmias, severe or uncontrolled heart failure 
and those taking other medicinal products associated with QT prolongation. 
Correct hypokalemia and hypomagnesemia prior to and during BRAFTOVI 
administration. Withhold, reduce dose, or permanently discontinue for QTc  
> 500 ms. 
Hepatotoxicity: Hepatotoxicity can occur when BRAFTOVI is administered in 
combination with MEKTOVI. In COLUMBUS, the incidence of Grade 3 or 4 
increases in liver function laboratory tests in patients receiving BRAFTOVI in 
combination with MEKTOVI was 6% for alanine aminotransferase (ALT), 2.6% 
for aspartate aminotransferase (AST), and 0.5% for alkaline phosphatase. No 
patient experienced Grade 3 or 4 serum bilirubin elevation. 
Monitor liver laboratory tests before initiation of MEKTOVI, monthly during 
treatment, and as clinically indicated. Withhold, reduce dose, or permanently 
discontinue based on severity of adverse reaction. 
Rhabdomyolysis: Rhabdomyolysis can occur when BRAFTOVI is 
administered in combination with MEKTOVI. In COLUMBUS, elevation of 
laboratory values of serum CPK occurred in 58% of patients treated with 
BRAFTOVI in combination with MEKTOVI. Rhabdomyolysis was reported in  
1 patient (0.1%).   
Monitor CPK and creatinine levels prior to initiating MEKTOVI, periodically 
during treatment, and as clinically indicated. Withhold, reduce dose, or 
permanently discontinue based on severity of adverse reaction. 
Risks Associated with BRAFTOVI as a Single Agent: BRAFTOVI when used 
as a single agent is associated with an increased risk of certain adverse 
reactions compared to when BRAFTOVI is used in combination with 
MEKTOVI. Grades 3 or 4 dermatologic reactions occurred in 21% of patients 
treated with BRAFTOVI single agent compared to 2% of patients treated with 
BRAFTOVI in combination with MEKTOVI. 
If MEKTOVI is temporarily interrupted or permanently discontinued, reduce 
the dose of BRAFTOVI as recommended. 
Risks Associated with Combination Treatment: BRAFTOVI is indicated for 
use in combination with MEKTOVI. Refer to the individual product’s 
prescribing information for additional risk information that applies to the 
combination use treatment. 
ADVERSE REACTIONS 
The following adverse reactions are described in Warnings and Precautions in 
the BRAFTOVI labeling: 
New Primary Malignancies; Hemorrhage; Uveitis; QT Prolongation  
The following adverse reactions are described in Warnings and Precautions in 
the MEKTOVI labeling: 
Cardiomyopathy; Venous Thromboembolism; Ocular Toxicities; Interstitial 
Lung Disease; Hepatotoxicity; Rhabdomyolysis; Hemorrhage  
Clinical Trials Experience: Because clinical trials are conducted under widely 
varying conditions, adverse reaction rates observed in the clinical trials of a 
drug cannot be directly compared to rates in the clinical trials of another drug 
and may not reflect the rates observed in practice. 
The data described in Warnings and Precautions reflect exposure of  
192 patients with BRAF V600 mutation-positive unresectable or metastatic 
melanoma to MEKTOVI (45 mg twice daily) in combination with BRAFTOVI 
(450 mg once daily) in a randomized open-label, active-controlled trial 
(COLUMBUS) or, for rare events, exposure of 690 patients with BRAF V600 
mutation-positive melanoma to MEKTOVI (45 mg twice daily) in combination 
with BRAFTOVI at doses between 300 mg and 600 mg once daily across 
multiple clinical trials.  
The data described below reflect exposure of 192 patients with BRAF V600 
mutation-positive unresectable or metastatic melanoma to MEKTOVI (45 mg  
twice daily) in combination with BRAFTOVI (450 mg once daily) in COLUMBUS.  
The COLUMBUS trial excluded patients with a history of Gilbert’s syndrome, 
abnormal left ventricular ejection fraction, prolonged QTc (> 480 msec), 
uncontrolled hypertension, and history or current evidence of retinal vein 
occlusion. The median duration of exposure was 11.8 months for patients 
treated with BRAFTOVI in combination with MEKTOVI and 6.2 months for 
patients treated with vemurafenib.  
The most common (≥ 25%) adverse reactions in patients receiving BRAFTOVI 
in combination with MEKTOVI were fatigue, nausea, diarrhea, vomiting, 
abdominal pain, and arthralgia.   
Adverse reactions leading to dose interruptions of BRAFTOVI occurred in 
30% of patients receiving BRAFTOVI in combination with MEKTOVI; the most 
common were nausea (7%), vomiting (7%) and pyrexia (4%). Adverse 
reactions leading to dose interruptions of MEKTOVI occurred in 33% of 

patients receiving BRAFTOVI in combination with MEKTOVI; the most 
common were left ventricular dysfunction (6%) and serous retinopathy (5%). 
Adverse reactions leading to dose reductions of BRAFTOVI occurred in 14% 
of patients receiving BRAFTOVI in combination with MEKTOVI; the most 
common were arthralgia (2%), fatigue (2%) and nausea (2%). Adverse 
reactions leading to dose reductions of MEKTOVI occurred in 19% of patients 
receiving BRAFTOVI in combination with MEKTOVI; the most common were 
left ventricular dysfunction (3%), serous retinopathy (3%), and colitis (2%). 
Five percent (5%) of patients receiving BRAFTOVI in combination with 
MEKTOVI experienced an adverse reaction that resulted in permanent 
discontinuation of MEKTOVI. The most common adverse reactions resulting 
in permanent discontinuation of BRAFTOVI or MEKTOVI were hemorrhage in 
2% and headache in 1% of patients. 
Table 1 and Table 2 present adverse drug reactions and laboratory 
abnormalities, respectively, identified in COLUMBUS. The COLUMBUS trial 
was not designed to demonstrate a statistically significant difference in 
adverse reaction rates for BRAFTOVI in combination with MEKTOVI, as 
compared to vemurafenib for any specific adverse reaction listed in Table 1. 
Table 1:  Adverse Reactions Occurring in ≥ 10% of Patients Receiving 

BRAFTOVI in Combination with MEKTOVI in COLUMBUSa 
 

a Grades per National Cancer Institute CTCAE v4.03. 
b Grade 4 adverse reactions limited to diarrhea (n=1), hemorrhage (n=3), 

fatigue (n=1), pruritus (n=1) and rash (n=1) in the BRAFTOVI plus MEKTOVI 
arm and constipation (n=1) in the vemurafenib arm. 

c Represents a composite of multiple, related preferred terms. 
BRAFTOVI when used as a single agent increases the risk of certain adverse 
reactions compared to BRAFTOVI in combination with MEKTOVI. In patients 
receiving BRAFTOVI 300 mg orally once daily as a single agent, the following 
adverse reactions were observed at a higher rate (≥ 5%) compared to 

Adverse Reaction

BRAFTOVI  
with MEKTOVI 

N=192

Vemurafenib 
N=186

All 
Grades 

(%)

Grades 
3 and 4B 

(%)

All 
Grades 

(%)

Grades 
3 and 4 

(%)
General Disorders and Administration Site Conditions
Fatiguec 43 3 46 6
Pyrexiac 18 4 30 0
Peripheral edemac 13 1 15 1
Gastrointestinal Disorders
Nausea 41 2 34 2
Vomitingc 30 2 16 1
Diarrhea 36 3 34 2
Abdominal painc 28 4 16 1
Constipation 22 0 6 1
Musculoskeletal and Connective Tissue Disorders
Arthralgiac 26 1 46 6
Myopathyc 23 0 22 1
Pain in extremity 11 1 13 1
Skin and Subcutaneous Tissue Disorders

Hyperkeratosisc 23 1 49 1
Rashc 22 1 53 13

Dry skinc 16 0 26 0

Alopeciac 14 0 38 0
Pruritusc 13 1 21 1

Nervous System Disorders
Headachec 22 2 20 1
Dizzinessc 15 3 4 0

Peripheral neuropathyc 12 1 13 2
Visual Disorders

Visual impairmentc 20 0 4 0
Serous 
retinopathy/RPEDc 20 3 2 0

Vascular Disorders
Hemorrhagec 19 3 9 2
Hypertension c 11 6 11 3
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patients receiving BRAFTOVI in combination with MEKTOVI: palmar-plantar 
erythrodysesthesia syndrome (51% vs. 7%), hyperkeratosis (57% vs. 23%), 
dry skin (38% vs. 16%), erythema (16% vs. 7%), rash (41% vs. 22%), 
alopecia (56% vs. 14%), pruritus (31% vs. 13%), arthralgia (44% vs. 26%), 
myopathy (33% vs. 23%), back pain (15% vs. 9%), dysgeusia (13% vs. 6%), 
and acneiform dermatitis (8% vs. 3%).  
Other clinically important adverse reactions occurring in < 10% of patients 
who received BRAFTOVI in combination with MEKTOVI were: 
Nervous system disorders: Facial paresis 
Gastrointestinal disorders: Pancreatitis, Colitis 
Skin and subcutaneous tissue disorders: Panniculitis  
Immune system disorders: Drug hypersensitivity 
Table 2:  Laboratory Abnormalities Occurring in ≥ 10% (All Grades) of 

Patients Receiving BRAFTOVI in combination with MEKTOVI in 
COLUMBUSa 

 

a Grades per National Cancer Institute CTCAE v4.03. 
DRUG INTERACTIONS 
No clinically important drug interactions have been observed with MEKTOVI. 
Effect of Other Drugs on BRAFTOVI 
Strong or Moderate CYP3A4 Inhibitors: Concomitant administration of 
BRAFTOVI with a strong or moderate CYP3A4 inhibitor increased BRAFTOVI 
plasma concentrations and may increase BRAFTOVI adverse reactions. Avoid 
coadministration of BRAFTOVI with strong or moderate CYP3A4 inhibitors, 
including grapefruit juice. If coadministration of strong or moderate CYP3A4 
inhibitors cannot be avoided, modify dose as recommended. 
Strong or Moderate CYP3A4 Inducers: Concomitant administration of 
BRAFTOVI with a strong or moderate CYP3A4 inducer may decrease 
BRAFTOVI plasma concentrations and may decrease BRAFTOVI efficacy. 
Avoid concomitant administration of strong or moderate CYP3A4 inducers 
with BRAFTOVI.  
Effect of BRAFTOVI on Other Drugs 
Sensitive CYP3A4 Substrates: Concomitant administration of BRAFTOVI with 
sensitive CYP3A4 substrates may result in increased toxicity or decreased 
efficacy of these agents.  
Coadministration of BRAFTOVI with hormonal contraceptives (CYP3A4 
substrates) can result in decreased concentrations and loss of hormonal 
contraceptive efficacy. Avoid hormonal contraceptives. 
Drugs That Prolong the QT Interval  
BRAFTOVI is associated with dose-dependent QTc interval prolongation. 
Avoid co-administration of BRAFTOVI with medicinal products with a known 
potential to prolong QT/QTc interval. 
 
 
 

USE IN SPECIFIC POPULATIONS 
Pregnancy 
Risk Summary: Based on findings from animal reproduction studies and their 
mechanism of action, both BRAFTOVI and MEKTOVI can cause fetal harm 
when administered to a pregnant woman. There are no available clinical data 
on the use of either BRAFTOVI or MEKTOVI during pregnancy.  
In animal reproduction studies, BRAFTOVI produced embryo-fetal 
developmental changes in rats and rabbits and was an abortifacient in rabbits 
at doses greater than or equal to those resulting in exposures approximately 
26 (in the rat) and 178 (in the rabbit) times the human exposure at the clinical 
oral dose of 450 mg, with no clear findings at lower doses. Advise pregnant 
women of the potential risk to a fetus. 
In animal reproduction studies, administration of MEKTOVI during 
organogenesis was embryotoxic and an abortifacient in rabbits at doses 
greater than or equal to those resulting in exposures approximately 5 times 
the human exposure at the clinical dose of 45 mg twice daily. Advise pregnant 
women of the potential risk to a fetus. 
In the U.S. general population, the estimated background risk of major birth 
defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 
15% to 20%, respectively. 
Data: Animal Data:  
In reproductive toxicity studies, administration of BRAFTOVI to rats during the 
period of organogenesis resulted in maternal toxicity, decreased fetal weights,  
and increased incidence of total skeletal variations at a dose of 20 mg/kg/day 
(approximately 26 times the human exposure based on area under the 
concentration-time curve [AUC] at the recommended clinical dose of  
450 mg once daily). In pregnant rabbits, administration of BRAFTOVI during 
organogenesis resulted in maternal toxicity, decreased fetal body weights, 
increased incidence of total skeletal variations and increased post-implantation 
loss, including total loss of pregnancy at a dose of 75 mg/kg/day 
(approximately 178 times the human exposure based on AUC at the 
recommended clinical dose of 450 mg once daily). While formal placental 
transfer studies have not been performed, BRAFTOVI exposure in the fetal 
plasma of both rats and rabbits was up to 1.7% and 0.8%, respectively, of 
maternal exposure. 
In reproductive toxicity studies, administration of MEKTOVI to rats during  
the period of organogenesis resulted in maternal toxicity, decreased fetal 
weights and increased variations in ossification at doses ≥ 30 mg/kg/day 
(approximately 37 times the human exposure based on AUC at the 
recommended clinical dose of 45 mg twice daily). In pregnant rabbits, 
administration of MEKTOVI during the period of organogenesis resulted in 
maternal toxicity, decreased fetal body weights, an increase in malformations, 
and increased post-implantation loss, including total loss of pregnancy at 
doses ≥ 10 mg/kg/day (approximately 5 times the human exposure based on 
AUC at the recommended clinical dose of 45 mg twice daily). There was a 
significant increase in fetal ventricular septal defects and pulmonary trunk 
alterations at 20 mg/kg/day of MEKTOVI (less than 8 times the human 
exposure at the recommended clinical dose of 45 mg twice daily). 
Lactation 
Risk Summary: There are no data on the presence of either BRAFTOVI or its 
metabolites or MEKTOVI or its active metabolite in human milk, or the effects 
of BRAFTOVI or MEKTOVI on the breastfed infant, or on milk production.  
Because of the potential for serious adverse reactions from BRAFTOVI and 
MEKTOVI in breastfed infants, advise women not to breastfeed during 
treatment with BRAFTOVI or MEKTOVI. Women should not breastfeed for  
an additional 2 weeks after the final dose of BRAFTOVI or for an additional  
3 days after the final dose of MEKTOVI. 
Females and Males of Reproductive Potential 
Pregnancy Testing: Verify the pregnancy status of females of reproductive 
potential prior to initiating either BRAFTOVI or MEKTOVI. 
Contraception: Advise females of reproductive potential to use effective 
contraception during treatment with BRAFTOVI and for 2 weeks after the final 
dose. Counsel patients to use a non-hormonal method of contraception since 
BRAFTOVI has the potential to render hormonal contraceptives ineffective. 
Both BRAFTOVI and MEKTOVI can cause fetal harm when administered to a 
pregnant woman.  
Females: Advise females of reproductive potential to use effective 
contraception during treatment with MEKTOVI and for at least 30 days after 
the final dose. 
Infertility: Males: Based on findings in male rats at doses approximately  
13 times the human exposure, use of BRAFTOVI may impact fertility in males. 
Pediatric Use: The safety and effectiveness of either BRAFTOVI or MEKTOVI 
have not been established in pediatric patients. 

Laboratory Abnormality

BRAFTOVI 
with MEKTOVI 

N=192

Vemurafenib 
N=186

All 
Grades 

(%)

Grades 
3 and 4 

(%)

All 
Grades 

(%)

Grades 
3 and 4 

(%)
Hematology

Anemia 36 3.6 34 2.2
Leukopenia 13 0 10 0.5
Lymphopenia 13 2.1 30 7
Neutropenia 13 3.1 4.8 0.5

Chemistry
Increased Creatinine 93 3.6 92 1.1

Increased Creatine  
Phosphokinase 58 5 3.8 0

Increased Gamma  
Glutamyl Transferase 45 11 34 4.8

Increased ALT 29 6 27 2.2
Increased AST 27 2.6 24 1.6

Hyperglycemia 28 5 20 2.7

Increased Alkaline  
Phosphatase 21 0.5 35 2.2

Hyponatremia 18 3.6 15 0.5

Hypermagnesemia 10 1.0 26 0.5
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Geriatric Use: Of the 690 patients with BRAF mutation-positive melanoma 
who received BRAFTOVI at doses between 300 mg and 600 mg once daily in 
combination with MEKTOVI (45 mg twice daily) across multiple clinical trials, 
20% were aged 65 to 74 years and 8% were aged 75 years and older. No 
overall differences in the safety or effectiveness of BRAFTOVI in combination 
with MEKTOVI were observed in elderly patients as compared to younger 
patients. 
Hepatic Impairment: Dose adjustment for BRAFTOVI is not recommended in 
patients with mild hepatic impairment (Child-Pugh Class A). A recommended 
dose has not been established for patients with moderate (Child-Pugh Class B) 
or severe hepatic impairment (Child-Pugh Class C). 
MEKTOVI concentrations may increase in patients with moderate or severe 
hepatic impairment. Dose adjustment for MEKTOVI is not recommended in 
patients with mild hepatic impairment (total bilirubin >1 and ≤ 1.5 × ULN  
and any AST or total bilirubin ≤ ULN and AST > ULN). Reduce the dose of 
MEKTOVI for patients with moderate (total bilirubin > 1.5 and < 3 × ULN and 
any AST) or severe hepatic impairment (total bilirubin levels >3 × ULN and 
any AST). 

Renal Impairment: For BRAFTOVI, no dose adjustment is recommended for 
patients with mild to moderate renal impairment (CLcr 30 to < 90 mL/min). A 
recommended dose has not been established for patients with severe renal 
impairment (CLcr < 30 mL/min). 
OVERDOSAGE 
Since MEKTOVI is 86% bound to plasma proteins and BRAFTOVI is 97% 
bound to plasma proteins, hemodialysis is likely to be ineffective in the 
treatment of overdose with either BRAFTOVI or MEKTOVI. 
© 2018 Array BioPharma, Inc. All rights reserved. BRAFTOVI™ is a trademark 
of Array BioPharma, Inc. MEKTOVI® is a registered trademark of Array 
BioPharma, Inc. in the United States and various other countries. 
℞ Only                                                             NP-US-BIN+ENC-0112 06/18 v1 
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Skin cancer is the most common type of cancer in the 
United States, and there are more diagnoses of skin 

cancer than all other cancers combined.1,2 The number of 
skin cancer cases is increasing, in particular for basal cell 
carcinoma (BCC) and squamous cell carcinoma (SCC).2 

This is partly a result of increased awareness of disease but 
also due to UV exposure while tanning, which has become 
more common. Skin cancer that results from UV expo-
sure has led to increasing incidences of cancers located on 
the torso as well as the head and neck, based on the latest 
population-based studies.2 During the decade from 2000-
2010, the incidence of SCC rose 263%, while BCC cases 
increased by 145%.2

BCC alone is the most common cancer in the United 
States, with an estimated 2 million people diagnosed per 
year.3 SCC is the second most common, with half the 
incidence.3 In immunocompromised patients, BCC is at 
least three times more common than SCC. Estimates are 
imprecise, however, as clinicians are not required to report 
nonmelanoma skin cancers to registries.2 An estimated 3 
million people were treated for nonmelanoma skin cancers 
in 2012, compared to approximately 1.6 million other cancer 
diagnoses that year.2

Metastasis in BCC is rare, and the disease is infrequently 
life-threatening.4 Localized SCC is highly curable, at a rate 
of 95% for patients in the early stages.4 The number of US 
deaths from BCC and SCC range from 2000 to more than 
15,000 each year in the United States, with rates decreasing.5,6 
Those who are most vulnerable to BCC and SCC are elderly 
patients who either received a delayed diagnosis or are im-
munocompromised, including those with organ transplants.5

Merkel cell carcinoma (MCC) cases are a small fraction 
of nonmelanoma skin cancers, with around 2488 cases per 
year. However, its incidence is dramatically increasing by 
about 2.5-fold over 10 years, 3-fold over 15 years, and 5.4-
fold over 18 years.7 Between 2000 and 2013 alone, rates of 
MCC increased by 95%.8 The increasing incidence of this 
skin cancer type has been attributed to the aging population.8

Nonmelanoma skin cancers account for less than 0.1% of 

all cancer deaths.2 However, MCC is a much more aggressive 
cancer than other types of nonmelanoma skin cancers, with 
rapid growth and early metastases. Prior to diagnosis, 63% of 
the primary lesions grew rapidly in the preceding 3 months, 
and 26% to 36% of cases have lymph node involvement on 
presentation, with up to half eventually developing metasta-
ses. A smaller portion, 6% to 16%, have distant metastases on 
presentation, with up to one-third subsequently spreading. 
Approximately 25% to 50% of patients with MCC experi-
ence disease recurrence.7,8

Depending on the stage at presentation, the 5-year rela-
tive or MCC-specific survival rates are 41% to 77%.7,8 For 
patients with MCC who receive chemotherapy, prognosis is 
poor, with about 10% surviving 3 years after systemic treat-
ment initiation.9

Melanoma of the skin affected an estimated 1,195,608 
people in the United States in 2016.10 It is estimated that 
96,480 new cases of melanoma will be diagnosed in 2019, 
with about 7230 patients dying of melanoma in the Unites 
States in the same year.10 However, these figures may be an 
underestimate, as many melanomas treated in the outpatient 
setting are not reported. The incidence of melanoma con-
tinues to increase dramatically, with rates increasing in men 
more rapidly than any other malignancy and in women more 
rapidly than any other malignancy expect lung cancer.10

In the United States, it is estimated that 84% of patients 
initially present with localized disease, 9% with regional 
disease, and 4% with distant metastatic disease. In general, 
prognosis is good for patients with localized disease or 
smaller primary tumors (1.00-mm thickness or less), with 
more than 90% of patients achieving 5-year survival.10 For 
patients with larger tumors (>1.0-mm thickness), survival 
ranges from 50% to 90%, depending on tumor thickness, 
ulceration, and mitotic rate.11 When regional nodes are 
involved, survival rates are roughly halved.11 Long-term 
survival in patients with distant metastatic melanoma has 
historically been less than 10%, although the emergence of 
effective systemic therapies has made long-term remission 
possible for a larger proportion of patients.12

Special Report
Updates in Treatment  
and Clinical Pathways  
for Skin Cancer
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treatment decision-making
Cutaneuous Melanoma

According to the NCCN Clinical Practice Guidelines 
in Oncology (NCCN Guidelines®) for Cutaneous Mela-
noma,12 patients with stage 0, stage 1, or stage 2 disease 
should have the cancer removed by wide excision, with 
or without sentinel nodel biopsy. If node positive, patients 
should undergo nodal basin ultrasound surveillance or 
complete lymph node dissection. 

Options for adjuvant treatment include systemic therapy 
with the following preferred regimens: novolumab, pembro-
lizumab, or dabrafenib/trametinib for patients with BRAF 
V600-activating mutation.12 Both nivolumab and pembro-
lizumab have shown clinically significant improvement in 
relapse-free survival compared with ipilimumab, though 
their impact on overall survival has not yet been reported.12

Patients with clinically positive nodes should undergo 
wide excision of the primary tumor as well as complete 
therapeutic lymph node dissection. Radiation therapy to 
the nodel basin may be considered as an option in selected 
high-risk patients, based on location, size, and number 
of involved nodes. Options for systemic therapy include 
novolumab, pembrolizumab, or dabrafenib/trametinib for 
patients with BRAF V600-activating mutation.12

Patients with intralymphatic metastatases should be 
treated with systemic therapy, local therapy, or regional 
therapy. First-line systemic therapy options for metastatic 
or unresectable disease include anti-PD-1 monotherapy 
(pembrolizumab or nivolumab) or combination targeted 
therapy if the patient has BRAF V600-activitating muta-
tion (dabrafenib/trametinib, vemurafenib/cobimetinib, or 
encorafenib/binimetinib). Local therapy options include 
complete surgical excision; intralesional injection with 
talimogene laherparepvec (T-VEC), Bacillus Calmette-
Guerin, interferon, or IL-2; topical imiquimod for superficial 
dermal lesions; or radiation therapy for unresectable disease. 
Regional therapy would consist of isolated limb infusion/
perfusion with melphalan.12

BCC
According to the NCCN Guidelines for BCC, patients 

who have low risk of recurrence could have the cancer re-
moved by electrodesiccation and curettage, with no adjuvant 
treatment. The cancer could also be excised surgically with 
4-mm clinical margins and a postoperative margin assessment. 
If negative, there would be no adjuvant treatment. If margins 
were positive, the patient could receive an additional excision 
or undergo Mohs micrographic surgery. Patients who are 
not surgical candidates may receive radiation treatment.13

For those with high-risk BCC, the NCCN Guidelines 
recommend patients receive Mohs surgery with complete 
circumferential margin assessment. If margins are positive, 
the patient would receive radiation therapy or a tumor board 
consultation. If negative, adjuvant treatment of radiation 
therapy would only be considered if there were extensive 

perineural involvement. The patient could instead undergo 
standard excision with wider surgical margins; if positive, 
Mohs surgery would be indicated. Radiation therapy would 
be considered if there were residual disease or as adjuvant 
treatment. Those who are not surgical candidates could 
receive radiation therapy. 

Those with positive margins who were treated with 
Mohs surgery or resection and have residual disease present, 
but for whom additional surgery and radiation therapy are 
contraindicated, should receive a multidisciplinary board 
consultation for possible systemic treatment with Hedgehog 
pathway inhibitors (vismodegib or sonidegib) or inclusion 
in a clinical trial. Patients should be followed up every 6 to 
12 months for 5 years, and then annually for life.13

Other treatment options appropriate for early stage BCC, 
noted by the American Academy of Dermatology, include 
cryosurgery, photodynamic therapy, and medicated creams 
(such as imiquimod or 5-fluorouracil).14

Those with at least one BCC lesion are at higher risk 
for developing others, whether or not in the same area. Le-
sions on the nose and scalp typically recur within 2 years 
after surgery.15 BCCs that are diagnosed and treated early 
are usually cured.16 The NCCN Guidelines note that if the 
patient experiences BCC local recurrence, they should go 
through the previous treatment steps.

Patients who experience metastases or nodal involvement 
could receive radiation therapy, surgery, a tumor board con-

The layers of the skin (epidermis and dermis), as well as an inset with a close-up view of the 
types of cells in the skin (squamous cells, basal cells, and melanocytes). Source: National 
Cancer Institute.
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sultation for potential treatment with a Hedgehog inhibitor, 
or enter a clinical trial.13

SCC
If confirmed as having local SCC, the patient should 

undergo a standard excision with 4 to 6 mm clinical margins 
and a postoperative margin assessment, as recommended by 
the NCCN Guidelines for SCC. If margins are negative, no 
further treatment is indicated. If margins are positive, the 
patient should undergo Mohs micrographic surgery with 
complete circumferential margin assessment or a standard 
re-excision for area L regions (trunk and extremities), or 
radiation therapy for non-surgical candidates. Instead of 
standard excision, the patient could also undergo electro-
desiccation and curettage, with no adjuvant treatment.16

Those with local high-risk SCC should undergo Mohs 
surgery or resection with complete circumferential margin 
assessment. If margins are positive, the patient should re-
ceive adjuvant radiation therapy and/or a multidisciplinary 
tumor board consultation for possible chemoradiation or a 
clinical trial. If margins are negative but there is extensive 
paraneural or large nerve involvement, adjuvant radiation 
therapy is advised. Those who do not receive Mohs surgery 
can instead get a standard excision with wider surgical 
margins and a postoperative margin assessment. Those 
with negative margins would follow the path for nega-
tive margins with Mohs surgery. Positive margins would 
lead to a Mohs surgery with complete circumferential 
margin assessment or radiation therapy, or re-excision if 
clinically feasible. If residual disease is seen, and additional 
surgery is contraindicated, the patient should be seen by 
a multidisciplinary tumor board for possible treatment 
with chemoradiation or enrollment in a clinical trial. If 
the patient is a nonsurgical candidate for initial excision 
or Mohs surgery, then radiation therapy with or without 
systemic therapy is advised.16

For those with palpable regional lymph nodes or suspicious 
nodes on imaging, the NCCN Guidelines suggest a fine needle 
or core biopsy. If negative, reevaluation should be considered 
with biopsy, imaging, or an open biopsy. If still negative, the 

patient should be followed. If positive, the patient should 
undergo a computed tomography (CT) scan with contrast 
of the lymph node area, as well as a chest, abdominal, and 
pelvic CT to rule out disease spread. A surgical evaluation for 
operable disease in the trunk and extremities would involve 
excision and lymph node dissection (indicated for multiple 
involved nodes or extracapsular extension [ECE]). Operable 
disease in the head and neck would involve tumor excision 
and indicated nodes, as well as radiation therapy, observation, 
and concurrent systemic therapy, depending on node size, 
involvement, and ECE presence. Inoperable disease would 
lead to radiation therapy with or without multidisciplinary 
tumor board consultation to consider adding systemic therapy 
to radiation or clinical trial.16

Treating local recurrence would be the same as an initial 
local treatment. Treating new regional recurrence would be the 
same as primary treatment for regional disease. For regional 
recurrence and distant metastases, a multidisciplinary tumor 
board consultation is recommended to facilitate participa-
tion in clinical trials for locally advanced and metastatic 
cutaneous SCC.16

Cemiplimab may be considered as a systemic therapy 
option for patients with locally advanced or metastatic 
cutaneous SCC who are not surgical or radiation therapy 
candidates.16 The 2018 approval of this treatment was based 
on results of two early-phase clinical trials with 108 pa-
tients. In the first trial, 13 of 26 patients responded to the 
drug, and in the second, 28 of 59 with metastatic disease 
saw tumors disappear or reduce in size. In the latter trial, 
16 of those who responded experienced a response longer 
than 6 months, and 13 continued to have a response to the 
drug when the analysis ended. This is in comparison with 
15% to 25% of advanced SCC patients who responded to 
chemotherapy regimens or targeted therapies, and also ex-
perienced debilitating side effects from treatment.4

MCC
Treatment for MCC is more complex than for other 

nonmelanoma skin cancers. According to the NCCN Guide-
lines for MCC, treatment depends on the histopathological 
interpretation and microstaging of the primary lesion and 
regional disease. A multidisciplinary panel is recommended 
for coordinated care. The guidelines note variability in man-
aging of MCC given the lack of prospective clinical trials.17

Patients with no nodal involvement should receive a 
wide excision of the primary tumor and adjuvant radiation 
therapy at the tumor site, or observation. They should also 
receive a sentinel lymph node (SLN) biopsy with an ap-
propriate immunopanel. If SLN positive, they should receive 
baseline imaging studies and preferably enter a clinical trial 
if available. They should also receive a multidisciplinary 
tumor board consult and node dissection and/or radiation 
therapy to the nodal basin. If SLN negative, their nodal 
basin would be observed, or radiation therapy could be 
considered if the patient is high risk.17

Clinical pathways are ideal 
for cancers like melanoma, 
where there are a variety of 

treatment options for patients 
and a good quantity of data to 

support their use.
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If the patient is node positive, a core biopsy or fine 
needle aspiration would be performed, along with an im-
munopanel. If positive, imaging studies are recommended. 
If M0, they should receive a multidisciplinary tumor board 
consult, node dissection with or without radiation therapy, 
and preferably enter a clinical trial for adjuvant therapy. If 
M1, they should receive a multidisciplinary tumor board 
consult, enter a clinical trial if possible, or use these therapies 
individually or as a combination: systemic therapy, radiation 
therapy, and surgery. Best supportive care is another option. 
If the biopsy is negative, they should follow the options in 
the previous paragraph.17

For regional disease, preferred systemic therapy is a clini-
cal trial, though adjuvant chemotherapy may be useful in 
certain circumstances. For disseminated disease, clinical trial 
is again preferred, as well as immunotherapy with avelumab, 
pembrolizumab, or nivolumab. Chemotherapy is indicated 
only if the patient is immunocompromised or checkpoint 
immunotherapy is contraindicated.17

MCC is aggressive and often recurs within 6 to 12 months 
after diagnosis. NCCN guidelines suggest physical exams 
and lymph node exams every 3 to 6 months for 3 years, 
and then every 6 to 12 months, with imaging as needed.17

If there is local or regional recurrence, the patient should 
receive individualized treatment. Pembrolizumab may be 
considered for patients with recurrent locally advanced or 
metastatic MCC, most often those with weakened immune 
systems and older people. Standard of care is now to use 
the immune checkpoint inhibitors as first-line treatment, 
instead of chemotherapy. With chemotherapy, more than 
90% of patients with advanced MCC will experience recur-
rence, and those who receive chemotherapy as a front-line 
treatment are significantly less likely to respond to second-
line immunotherapy. Researchers estimate that a sustained 
response is 10 times greater for immunotherapy if given 
before chemotherapy.18

If recurrence is disseminated, the patient should receive 
the same treatment as those diagnosed with M1 disease.17

Patients with no lymph node involvement have a good 
prognosis.19 Before pembrolizumab’s approval, those with 
advanced MCC had a 10% chance of a 3-year survival. In 
contrast, those who have received pembrolizumab as a first-
line therapy have a 64% chance of surviving at 3 years.18 
Patients who are immunocompromised may not be good 
candidates for immunotherapy, however.

considerations for treatment 
pathways

Clinical pathways are ideal for cancers like melanoma, 
where there are a variety of treatment options for patients 
and a good quantity of data to support their use. While the 
use of pathways is more common with melanoma, nonmela-
noma cancers like BCC and SCC only have a single class of 
drugs approved by the US Food and Drug Administration 
(FDA). There are two approved drugs for BCC and now 

two approved immunotherapies for MCC. None of these 
diseases have FDA-approved second-line therapies.

“We don’t have very well-defined clinical pathways for 
these three diseases,” Chrysalyne Schmults, MD, associate 
professor of dermatology, Harvard Medical School and chair 
of the Non-Melanoma Panel for the NCCN Guidelines, 
told Journal of Clinical Pathways. “When there’s only one or 
two drugs that work, it’s pretty easy to know what to do.”

SCC received its first drug approval, cemiplimab, in 2018. 
While it is estimated that SCC may kill 15,000 patients a year 
in the United States,6 “there are no firm statistics on that, 
because it’s not recorded in the SEER registry,” Dr Schmults 
said. Still, the number of deaths from SCC rival melanoma 
(12,000 per year). “SCC has really lagged behind in term of 
research as compared to melanoma, because most patients 
do so well with it.”

With few options, there are also no head-to-head clini-
cal trial comparisons of effectiveness, and therefore no way 
to evaluate the comparative cost and value, she said. Non-
melanoma cancer treatments cost Medicare more than $400 
million annually.3

With the approval of cemiplimab, however, more research-
ers are interested in SCC. “We’re starting to see studies in the 
adjuvant setting, even some early neoadjuvant trials. Some 
of these are in the planning stages, and some are opening 
this year. There is also talk of trials for combinations and 
second-line therapy,” she said. However, it will be a few years 
before data is available.

One of the big challenges remaining in SCC is that up to 
30% of patients who otherwise qualify for immunotherapy 
are immunosuppressed. This cohort was excluded from clini-
cal trials. “We don’t know if [the immunotherapy drugs] will 
perform similarly for those with leukemia and lymphoma, and 
chronic lymphocytic leukemia (CLL) specifically,” Dr Schmults 
said. A disproportionate number of CLL patients get SCC.

The other challenge is treating organ transplant patients, 
who also suffer disproportionately from SCC. “In case re-
ports so far, there is a 50% chance of organ rejection if they 
go on immunotherapy, so those patients are a real clinical 
dilemma,” she said. For kidney transplant patients who can 

“We don’t have very well-
defined clinical pathways for 
[nonmelanoma skin cancers]. 
When there’s only one or two 

drugs that work, it’s pretty 
easy to know what to do.”

—Chrysalyne Schmults, MD
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fall back on dialysis, some will use immunotherapy and risk 
kidney failure. “With heart, liver, and lung patients, it is a lot 
more difficult. They have to have a pretty advanced cancer 
before they are willing to take a chance.” In those cases, im-
munotherapy can cause rapid death. Those who want to try 
other options may be eligible for treatment with epidermal 
growth factor receptor (EGFR) antagonists and traditional 
platinum-based chemotherapy. 

Preliminary data suggests that other anti-PD-1 inhibitors 
may also be effective for SCC. Studies are being done in 
patients with advanced SCC to test EGFR inhibitors like 
cetuximab, which have limited supporting data to date.20

In terms of treatment, “the big take-home for BCC 
and SCC surgery with clear, meticulous margins by Mohs 
surgery, is that this is the mainstay treatment for those with 
complete circumferential and deep peripheral margin as-
sessment,” Dr Schmults said. 

For the small subset of patients who fail surgical clearance, 
“immunotherapy has really changed the landscape in the last few 
years for MCC, but not for SCC,” Dr Schmults said. “It remains 
to be seen what it is going to do for BCC that is refractory to 
surgery.” For refractory BCC, Hedgehog inhibitors are available. 
There is at least one trial underway for a PD-1 immunotherapy 
in patients who are refractory to Hedgehog inhibitors and one 
trial in the second-line setting. Other Hedgehog inhibitors 
are being tested as well. “With BCC and SCC, we only have 
the very narrow first-line indications, and no second-line or 
neoadjuvant or adjuvant treatments,” said Dr Schmults.

Researchers are also studying PD-1 inhibitor nivolumab 
and CTLA-4 inhibitor ipilimubab to treat advanced MCC 
both individually and in combination. Research is also 
underway to study combining immunotherapy with che-
motherapy or radiation.21

SLN biopsies are important in managing MCC, but the 
role for BCC and SCC has not been well defined, said Dr 
Schmults. For SCC, there was a recommendation by the As-
sociation of Professors of Dermatology for high-risk cutaneous 
SCC that preoperative nodal staging with ultrasound may be 
more useful than with CT or magnetic resonance imaging, 
and to consider obtaining a sentinel node biopsy if imaging is 
negative indicated for those staged with Brigham and Women’s 
Hospital stage T2b and T3.8

Radiation is also important for MCC treatment. “Only 
very small MCCs do not get radiation, for the most part,” 
Dr Schmults said. The role of radiation has not been well 
defined for BCC and SCC, though. “We do not really have 
proof of utility for either of those cancers, as opposed to 
MCC where it is a big part of the management.”  
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With few options, there are also 
no head-to-head comparisons 
of effectiveness, and therefore 

no way to evaluate the 
comparative cost and value.
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Please see additional Important Safety Information throughout and accompanying Brief Summary of Prescribing 
Information on the following pages.

Indication
LIBTAYO is indicated for the treatment of patients with metastatic cutaneous 
squamous cell carcinoma (CSCC) or locally advanced CSCC who are not candidates 
for curative surgery or curative radiation.

Important Safety Information
Warnings and Precautions 
Severe and Fatal Immune-Mediated Adverse Reactions 
Immune-mediated adverse reactions, which may be severe or fatal, can occur in any 
organ system or tissue and usually occur during treatment; however, they can also 
occur after discontinuation. Early identification and management are essential to 
ensuring safe use of PD-1–blocking antibodies. Monitor for symptoms and signs of 
immune-mediated adverse reactions. Evaluate clinical chemistries, including liver 
tests and thyroid function tests, at baseline and periodically during treatment. 
Institute medical management promptly to include specialty consultation as 
appropriate.
In general, withhold LIBTAYO for Grade 3 or 4 and certain Grade 2 immune-mediated 
adverse reactions. Permanently discontinue LIBTAYO for Grade 4 and certain Grade 3 
immune-mediated adverse reactions. For Grade 3 or 4 and certain Grade 2 immune-
mediated adverse reactions, administer corticosteroids (1 to 2 mg/kg/day prednisone 
or equivalent) or other appropriate therapy until improvement to Grade 1 or less 
followed by a corticosteroid taper over 1 month. Consider administration of other 
systemic immunosuppressants in patients whose immune-mediated adverse  
reaction is not controlled with corticosteroids. Institute hormone replacement therapy 
for endocrinopathies as warranted.

Immune-mediated pneumonitis: Immune-mediated pneumonitis occurred in 2.4% 
of 534 patients receiving LIBTAYO, including Grade 5 (0.2%), Grade 3 (0.7%), and 
Grade 2 (1.3%). Pneumonitis led to permanent discontinuation of LIBTAYO in 1.3%  
of patients. Systemic corticosteroids were required in all patients with pneumonitis, 
including 85% who received prednisone ≥40 mg/day or equivalent. Pneumonitis 
resolved in 62% of patients. Withhold LIBTAYO for Grade 2, and permanently 
discontinue for Grade 3 or 4. Resume in patients with complete or partial resolution 
(Grade 0 to 1) after corticosteroid taper.
Immune-mediated colitis: Immune-mediated colitis occurred in 0.9% of 534 
patients receiving LIBTAYO, including Grade 3 (0.4%) and Grade 2 (0.6%). Colitis  
led to permanent discontinuation of LIBTAYO in 0.2% of patients. Systemic 
corticosteroids were required in all patients with colitis, including 60% who  
received prednisone ≥40 mg/day or equivalent. Colitis resolved in 80% of patients. 
Withhold LIBTAYO for Grade 2 or 3, and permanently discontinue for Grade 4.  
Resume in patients with complete or partial resolution (Grade 0 to 1) after 
corticosteroid taper.
Immune-mediated hepatitis: Immune-mediated hepatitis occurred in 2.1% of 534 
patients receiving LIBTAYO, including Grade 5 (0.2%), Grade 4 (0.2%), and Grade 3 
(1.7%). Hepatitis led to permanent discontinuation of LIBTAYO in 0.9% of patients. 
Systemic corticosteroids were required in all patients with hepatitis, including 91% 
who received prednisone ≥40 mg/day or equivalent. Hepatitis resolved in 64% of 
patients. Withhold LIBTAYO if AST or ALT increases to more than 3 and up to 10  
times the upper limit of normal (ULN) or if total bilirubin increases up to 3 times the 
ULN. Permanently discontinue LIBTAYO if AST or ALT increases to more than 10  
times the ULN or total bilirubin increases to more than 3 times the ULN. Resume in 
patients with complete or partial resolution (Grade 0 to 1) after corticosteroid taper.

(Continued)

Warnings and Precautions (continued)
Immune-mediated endocrinopathies: Withhold LIBTAYO if clinically necessary 
for Grade 2, 3, or 4. 
• Adrenal insufficiency: Adrenal insufficiency occurred in 0.4% of 534 patients 

receiving LIBTAYO, including Grade 3 (0.2%) and Grade 2 (0.2%)
• Hypophysitis: Hypophysitis, which can result in hypopituitarism, occurred in 

0.2% of 534 patients receiving LIBTAYO, which consisted of 1 patient with 
Grade 3 hypophysitis

• Hypothyroidism: Hypothyroidism occurred in 6% of 534 patients receiving 
LIBTAYO, including Grade 3 (0.2%) and Grade 2 (5.6%); no patients 
discontinued hormone replacement therapy

• Hyperthyroidism: Hyperthyroidism occurred in 1.5% of 534 patients 
receiving LIBTAYO, including Grade 3 (0.2%) and Grade 2 (0.4%); 
hyperthyroidism resolved in 38% of patients

• Type 1 diabetes mellitus: Type 1 diabetes mellitus, which can present with 
diabetic ketoacidosis, occurred in 0.7% of 534 patients, including Grade 
4 (0.4%) and Grade 3 (0.4%); type 1 diabetes mellitus led to permanent 
discontinuation of LIBTAYO in 0.2% of patients

Immune-mediated nephritis with renal dysfunction: Immune-mediated 
nephritis occurred in 0.6% of 534 patients receiving LIBTAYO, including Grade 3 
(0.4%) and Grade 2 (0.2%). Nephritis led to permanent discontinuation of LIBTAYO 
in 0.2% of patients. Systemic corticosteroids were required in all patients with 
nephritis, including 67% who received prednisone ≥40 mg/day or equivalent. 
Nephritis resolved in all patients. Withhold LIBTAYO for Grade 3, and permanently 
discontinue for Grade 4. Resume in patients with complete or partial resolution 
(Grade 0 to 1) after corticosteroid taper.
Immune-mediated dermatologic adverse reactions: Immune-mediated 
dermatologic reactions, including erythema multiforme and pemphigoid, occurred 
in 1.7% of 534 patients receiving LIBTAYO, including Grade 3 (1.1%) and Grade 2 
(0.6%). In addition, SJS and TEN have been observed with LIBTAYO and with other 
products in this class. Systemic corticosteroids were required in all patients with 
dermatologic reactions, including 89% who received prednisone ≥40 mg/day or 
equivalent. Dermatologic reactions resolved in 33% of patients. Approximately 
22% of patients had recurrence of dermatologic reactions after re-initiation of 
LIBTAYO. Withhold LIBTAYO for Grade 3, and permanently discontinue for Grade 4. 
Resume in patients with complete or partial resolution (Grade 0 to 1) after 
corticosteroid taper.
Other immune-mediated adverse reactions: The following clinically  
significant immune-mediated adverse reactions occurred at an incidence of <1% 
in 534 patients who received LIBTAYO or were reported with the use of other 
PD-1–blocking and PD-L1–blocking antibodies. Severe or fatal cases have been 
reported for some of these adverse reactions. Withhold LIBTAYO for Grade 3, and 
permanently discontinue for Grade 4. Resume in patients with complete or partial 
resolution (Grade 0 to 1) after corticosteroid taper.
• Neurological: Meningitis, encephalitis, myelitis and demyelination, 

myasthenic syndrome/myasthenia gravis, Guillain-Barré syndrome, nerve 
paresis, and autoimmune neuropathy

• Cardiovascular: Myocarditis, pericarditis, and vasculitides
• Ocular: Uveitis, iritis, and other ocular inflammatory toxicities. Some 

cases can be associated with retinal detachment. Various grades of visual 
impairment to include blindness can occur. If uveitis occurs in combination 
with other immune-mediated adverse reactions, consider a Vogt-Koyanagi-
Harada–like syndrome, as this may require treatment with systemic 
corticosteroids to reduce the risk of permanent vision loss

• Gastrointestinal: Pancreatitis to include increases in serum amylase and 
lipase levels, gastritis, and duodenitis 

• Musculoskeletal and connective tissue: Myositis, rhabdomyolysis,  
and associated sequelae, including renal failure, arthritis, and  
polymyalgia rheumatica

• Hematological and immunological: Hemolytic anemia, aplastic anemia, 
hemophagocytic lymphohistiocytosis, systemic inflammatory response  
syndrome, histiocytic necrotizing lymphadenitis (Kikuchi lymphadenitis), 
sarcoidosis, immune thrombocytopenic purpura, and solid organ  
transplant rejection

Infusion-related reactions 
Severe infusion-related reactions (Grade 3) occurred in 0.2% of patients 
receiving LIBTAYO. Monitor patients for signs and symptoms of infusion- 
related reactions. Interrupt or slow the rate of infusion for Grade 1 or 2, and 
permanently discontinue for Grade 3 or 4.

Embryo-fetal toxicity 
LIBTAYO can cause fetal harm when administered to a pregnant woman due to  
an increased risk of immune-mediated rejection of the developing fetus resulting  
in fetal death. Advise women of the potential risk to a fetus. Advise females  
of reproductive potential to use effective contraception during treatment with 
LIBTAYO and for at least 4 months after the last dose.

Adverse reactions
• Serious adverse reactions occurred in 28% of patients. Serious adverse 

reactions that occurred in ≥2% of patients were cellulitis, sepsis, pneumonia, 
pneumonitis, and urinary tract infection. The most common Grade 3-4 
adverse reactions (≥2%) were cellulitis, sepsis, hypertension, pneumonia, 
musculoskeletal pain, skin infection, urinary tract infection, and fatigue

• LIBTAYO was permanently discontinued due to adverse reactions in 5%  
of patients; adverse reactions resulting in permanent discontinuation were 
pneumonitis, autoimmune myocarditis, hepatitis, aseptic meningitis, complex 
regional pain syndrome, cough, and muscular weakness

• The most common adverse reactions (incidence ≥20%) were fatigue, rash,  
and diarrhea

Use in specific populations
• Lactation: Because of the potential for serious adverse reactions in  

breastfed children, advise women not to breastfeed during treatment and for 
at least 4 months after the last dose of LIBTAYO

• Females and males of reproductive potential: Verify pregnancy status in 
females of reproductive potential prior to initiating LIBTAYO

Please see accompanying Brief Summary of 
Prescribing Information on the following pages.

Reference: LIBTAYO (cemiplimab-rwlc) injection full U.S. prescribing information.  
Regeneron Pharmaceuticals, Inc., and sanofi-aventis U.S. LLC.
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The Centers for Medicare & Medicaid Services assigned a 1 mg billing unit for LIBTAYO (1 mg of LIBTAYO = 1 unit).  
Coding requirements may vary by payer; please verify coding requirements before submitting claims. 

How supplied1

LIBTAYO is supplied in a carton containing 1 single-dose vial of 350 mg/7 mL  
(50 mg/mL).

Recommended dosage1

The recommended dosage of LIBTAYO is 350 mg administered as an 
intravenous infusion over 30 minutes every 3 weeks until disease progression 
or unacceptable toxicity.

For dates of service prior to April 1, 2019, use the appropriate unspecified  
HCPCS C-code (C9399 for unclassified drugs or biologics) to bill for LIBTAYO.

ALT=alanine aminotransferase; AST=aspartate aminotransferase;  
PD-1=programmed death receptor-1; NDC=National Drug Code.

Effective April 1, 2019, the following C-code can be 
used for administrative and billing purposes specific 
to LIBTAYO® (cemiplimab-rwlc):

Strength1

350 mg/7 mL (50 mg/mL)

NDC1

61755-008-01

C9044, INJECTION, 
cemiplimab-rwlc, 1 mg, 
for hospital outpatient use
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LIBTAYO® (cemiplimab-rwlc) injections, for intravenous use 
Brief Summary of Prescribing Information

1 INDICATIONS AND USAGE
LIBTAYO is indicated for the treatment of patients with metastatic cutaneous squamous cell carcinoma (CSCC) 
or locally advanced CSCC who are not candidates for curative surgery or curative radiation.

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage 
The recommended dosage of LIBTAYO is 350 mg administered as an intravenous infusion over 30 minutes every 
3 weeks until disease progression or unacceptable toxicity. 
2.2 Dosage Modifications for Adverse Reactions
Withhold or discontinue LIBTAYO to manage adverse reactions as described in Table 1. No dose reduction of 
LIBTAYO is recommended. 
Table 1: Recommended Dosage Modifications for Adverse Reactions

Adverse Reaction Severity* LIBTAYO Dosage Modifications

Severe and Fatal Immune-Mediated Adverse Reactions [see Warnings and Precautions (5.1)]

Pneumonitis
Grade 2 Withhold†

Grades 3 or 4 Permanently discontinue

Colitis
Grades 2 or 3 Withhold†

Grade 4 Permanently discontinue

Hepatitis

If AST or ALT increases to more than 
3 and up to 10 times the upper limit 
of normal (ULN) or if total bilirubin 
increases up to 3 times the ULN.

Withhold†

If AST or ALT increases to more than 
10 times the ULN or total bilirubin 
increases to more than 3 times 
the ULN

Permanently discontinue

Endocrinopathies Grades 2, 3, or 4 Withhold if clinically necessary

Other immune-mediated 
adverse reactions involving 
a major organ

Grade 3 Withhold†

Grade 4 Permanently discontinue

Recurrent or persistent 
immune mediated adverse 
reactions

• Recurrent Grade 3 or 4
• Grade 2 or 3 persistent for 

12 weeks or longer after last 
LIBTAYO dose

• Requirement for 10 mg per 
day or greater prednisone or 
equivalent lasting 12 weeks or 
longer after last LIBTAYO dose

Permanently discontinue

Other Adverse Reactions

Infusion-related reactions  
[see Warnings and 
Precautions (5.2)]

Grade 1 or 2 Interrupt or slow the rate of infusion

Grade 3 or 4 Permanently discontinue

*Toxicity graded per National Cancer Institute Common Terminology Criteria for Adverse Events, Version 4.0 
†Resume in patients with complete or partial resolution (Grade 0 to 1) after corticosteroid taper.

2.3 Preparation and Administration 
• Visually inspect for particulate matter and discoloration prior to administration. LIBTAYO is a clear to 

slightly opalescent, colorless to pale yellow solution that may contain trace amounts of translucent to white 
particles. Discard the vial if the solution is cloudy, discolored or contains extraneous particulate matter 
other than trace amounts of translucent to white particles.

Preparation
• Do not shake.
• Withdraw 7 mL from a vial and dilute with 0.9% Sodium Chloride Injection, USP or 5% Dextrose Injection, 

USP to a final concentration between 1 mg/mL to 20 mg/mL.
• Mix diluted solution by gentle inversion. Do not shake.
• Discard any unused medicinal product or waste material.
Storage and Infusion Solution 
• Store at room temperature up to 25°C (77°F) for no more than 8 hours from the time of preparation to the 

end of the infusion or at 2°C to 8°C (36°F to 46°F) for no more than 24 hours from the time of preparation to 
the end of infusion.

• Allow the diluted solution to come to room temperature prior to administration.
• Do not freeze.
Administration
• Administer by intravenous infusion over 30 minutes through an intravenous line containing a sterile, in-line 

or add-on 0.2-micron to 5-micron filter.

4 CONTRAINDICATIONS
None. 

5 WARNINGS AND PRECAUTIONS
5.1 Severe and Fatal Immune-Mediated Adverse Reactions
LIBTAYO is a monoclonal antibody that belongs to a class of drugs that binds to the programmed death 
receptor-1 (PD-1), blocking the PD-1/PD-L1 pathway, thereby removing inhibition of the immune response with 
the potential for breaking of peripheral tolerance and induction of immune-mediated adverse reactions. 
Important immune-mediated adverse reactions listed under Warnings and Precautions may not be inclusive of 
all possible immune-mediated reactions.
Immune-mediated adverse reactions, which may be severe or fatal, can occur in any organ system or tissue. 
While immune-mediated adverse reactions usually manifest during treatment with PD-1/PD-L1 blocking 
antibodies, immune-mediated adverse reactions can also manifest after discontinuation of PD-1/PD-L1 
blocking antibodies. 
Early identification and management are essential to ensure safe use of PD-1/PD-L1 blocking antibodies. 
Monitor for symptoms and signs of immune-mediated adverse reactions. Evaluate clinical chemistries, including 
liver tests and thyroid function tests, at baseline and periodically during treatment. Institute medical 
management promptly to include specialty consultation as appropriate. 
In general, withhold LIBTAYO for Grade 3 or 4 and certain Grade 2 immune-mediated adverse reactions. 
Permanently discontinue LIBTAYO for Grade 4 and certain Grade 3 immune-mediated adverse reactions [see 
Dosage and Administration (2.2)]. For Grade 3 or 4 and certain Grade 2 immune-mediated adverse reactions, 
administer corticosteroids (1 to 2 mg/kg/day prednisone or equivalent) or other appropriate therapy until 
improvement to Grade 1 or less followed by a corticosteroid taper over one month [see Dosage and Administration 
(2.2)]. Consider administration of other systemic immunosuppressants in patients whose immune-mediated 
adverse reaction is not controlled with corticosteroids. Institute hormone replacement therapy for 
endocrinopathies as warranted.
Immune-Mediated Pneumonitis  
Immune-mediated pneumonitis occurred in 2.4% of 534 patients receiving LIBTAYO, including Grade 5 (0.2%), 
Grade 3 (0.7%) and Grade 2 (1.3%) [see Adverse Reactions (6.1)]. Pneumonitis led to permanent discontinuation 
of LIBTAYO in 1.3% of patients. Systemic corticosteroids were required in all patients with pneumonitis, 
including 85% who received prednisone ≥40 mg per day or equivalent. Pneumonitis resolved in 62% of patients. 
Immune-Mediated Colitis 
Immune-mediated colitis occurred in 0.9% of 534 patients receiving LIBTAYO, including Grade 3 (0.4%) and 
Grade 2 (0.6%) [see Adverse Reactions (6.1)]. Colitis led to permanent discontinuation of LIBTAYO in 0.2% of 
patients. Systemic corticosteroids were required in all patients with colitis, including 60% who received 
prednisone ≥40 mg per day or equivalent. Colitis resolved in 80% of patients.
Immune-Mediated Hepatitis
Immune-mediated hepatitis occurred in 2.1% of 534 patients receiving LIBTAYO, including Grade 5 (0.2%), 
Grade 4 (0.2%), and Grade 3 (1.7%) [see Adverse Reactions (6.1)]. Hepatitis led to permanent discontinuation of 
LIBTAYO in 0.9% of patients. Systemic corticosteroids were required in all patients with hepatitis, including 
91% who received prednisone ≥40 mg per day or equivalent. Hepatitis resolved in 64% of patients. 
Immune-Mediated Endocrinopathies
Adrenal Insufficiency
Adrenal insufficiency occurred in 0.4% of 534 patients receiving LIBTAYO, including Grade 3 (0.2%), and Grade 
2 (0.2%) [see Adverse Reactions (6.1)].
Hypophysitis
Hypophysitis, which can result in hypopituitarism, occurred in 0.2% of 534 patients receiving LIBTAYO, which 
consisted of one patient with Grade 3 hypophysitis.
Hypothyroidism
Hypothyroidism occurred in 6% of 534 patients receiving LIBTAYO, including Grade 3 (0.2%) and Grade 2 
(5.6%). No patients discontinued hormone replacement therapy. 
Hyperthyroidism
Hyperthyroidism occurred in 1.5% of 534 patients receiving LIBTAYO, including Grade 3 (0.2%) and Grade 2 
(0.4%). Hyperthyroidism resolved in 38% of patients.
Type 1 Diabetes Mellitus
Type 1 diabetes mellitus, which can present with diabetic ketoacidosis, occurred in 0.7% of 534 patients, 
including Grade 4 (0.4%) and Grade 3 (0.4%). Type 1 diabetes mellitus led to permanent discontinuation of 
LIBTAYO in 0.2% of patients.
Immune-Mediated Nephritis with Renal Dysfunction
Immune-mediated nephritis occurred in 0.6% of 534 patients receiving LIBTAYO, including Grade 3 (0.4%) and 
Grade 2 (0.2%) [see Adverse Reactions (6.1)]. Nephritis led to permanent discontinuation of LIBTAYO in 0.2% of 
patients. Systemic corticosteroids were required in all patients with nephritis, including 67% who received 
prednisone ≥40 mg per day or equivalent. Nephritis resolved in all patients.
Immune-Mediated Dermatologic Adverse Reactions
Immune-mediated dermatologic reactions, including erythema multiforme and pemphigoid, occurred in 1.7% of 
534 patients receiving LIBTAYO, including Grade 3 (1.1%) and Grade 2 (0.6%) [see Adverse Reactions (6.1)]. In 
addition, SJS and TEN have been observed with LIBTAYO and with other products in this class. Systemic 
corticosteroids were required in all patients with dermatologic reactions, including 89% who received 
prednisone ≥40 mg per day or equivalent. Dermatologic reactions resolved in 33% of patients. Approximately 
22% of patients had recurrence of dermatologic reactions after re-initiation of LIBTAYO.
Other Immune-Mediated Adverse Reactions 
The following clinically significant immune-mediated adverse reactions occurred at an incidence of <1% in 534 
patients who received LIBTAYO [see Adverse Reactions (6.1)] or were reported with the use of other 
PD-1/PD-L1 blocking antibodies. Severe or fatal cases have been reported for some of these adverse reactions.  
Neurological: Meningitis, encephalitis, myelitis and demyelination, myasthenic syndrome / myasthenia gravis, 
Guillain-Barre syndrome, nerve paresis, autoimmune neuropathy 
Cardiovascular: Myocarditis, pericarditis, vasculitides 
Ocular: Uveitis, iritis, and other ocular inflammatory toxicities. Some cases can be associated with retinal 
detachment. Various grades of visual impairment to include blindness can occur. If uveitis occurs in 
combination with other immune-mediated adverse reactions, consider a Vogt- Koyanagi-Harada like syndrome, 
as this may require treatment with systemic corticosteroids to reduce the risk of permanent vision loss. 
Gastrointestinal: Pancreatitis to include increases in serum amylase and lipase levels, gastritis, duodenitis 
Musculoskeletal and Connective Tissue: Myositis, rhabdomyolysis and associated sequelae including renal 
failure, arthritis, polymyalgia rheumatica 
Hematological and Immunological: Hemolytic anemia, aplastic anemia, hemophagocytic lymphohistiocytosis, 
systemic inflammatory response syndrome, histiocytic necrotizing lymphadenitis (Kikuchi lymphadenitis), 
sarcoidosis, immune thrombocytopenic purpura, solid organ transplant rejection.
5.2 Infusion-Related Reactions 

Severe infusion-related reactions (Grade 3) occurred in 0.2% of patients receiving LIBTAYO [see Adverse 
Reactions (6.1)]. Monitor patients for signs and symptoms of infusion-related reactions. Interrupt or slow the 
rate of infusion or permanently discontinue LIBTAYO based on severity of reaction [see Dosage and 
Administration (2.2)]. 
5.3 Embryo-Fetal Toxicity
Based on its mechanism of action, LIBTAYO can cause fetal harm when administered to a pregnant woman. 
Animal studies have demonstrated that inhibition of the PD-1/PD-L1 pathway can lead to increased risk of 
immune-mediated rejection of the developing fetus resulting in fetal death. Advise women of the potential risk 
to a fetus. Advise females of reproductive potential to use effective contraception during treatment with 
LIBTAYO and for at least 4 months after the last dose [see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS
The following serious adverse reactions are described elsewhere in the labeling.
• Severe and Fatal Immune-Mediated Adverse Reactions [see Warnings and Precautions (5.1)]
• Infusion-Related Reactions [see Warnings and Precautions (5.2)]
6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the 
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice. 
The data described in WARNINGS AND PRECAUTIONS reflect exposure to LIBTAYO in 534 patients in two 
open-label, single-arm, multicohort studies (Study 1423 and Study 1540), including 98 patients with metastatic 
(nodal or distant) CSCC, 65 patients with locally advanced CSCC, and 371 patients with other advanced solid 
tumors. LIBTAYO as a single agent or in combination with chemotherapy or radiation was administered 
intravenously at doses of 1 mg/kg every 2 weeks (n=27), 3 mg/kg every 2 weeks (n=446), 3 mg/kg every 3 
weeks (n=12), 10 mg/kg every 2 weeks (n=6), 200 mg every 2 weeks (n=20) or 350 mg every 3 weeks (n=23). 
Among the 534 patients, 38% were exposed for ≥6 months and 16% were exposed for ≥12 months.
The data described below reflect exposure to LIBTAYO in 163 patients with advanced CSCC (metastatic or 
locally advanced disease) in Study 1423 and Study 1540. Patients received LIBTAYO 1 mg/kg every 2 weeks 
(n=1), 3 mg/kg every 2 weeks (n=139) or 350 mg every 3 weeks (n=23) as an intravenous infusion until disease 
progression, unacceptable toxicity, or completion of planned treatment. The median duration of exposure was 20 
weeks (3 days to 1.4 years). 
The safety population characteristics were: median age of 71 years (38 to 96 years), 85% male, 96% white, and 
ECOG performance score (PS) of 0 (44%) or 1 (56%). 
The most common adverse reactions reported in at least 20% of patients were fatigue, rash and diarrhea. The 
most common Grade 3-4 adverse reactions (≥2%) were cellulitis, sepsis, hypertension, pneumonia, 
musculoskeletal pain, skin infection, urinary tract infection and fatigue. LIBTAYO was permanently discontinued 
due to adverse reactions in 5% of patients; adverse reactions resulting in permanent discontinuation were 
pneumonitis, autoimmune myocarditis, hepatitis, aseptic meningitis, complex regional pain syndrome, cough, 
and muscular weakness. Serious adverse reactions occurred in 28% of patients. Serious adverse reactions that 
occurred in at least 2% of patients were cellulitis, sepsis, pneumonia, pneumonitis and urinary tract infection.
Table 2 summarizes the adverse reactions that occurred in ≥10% of patients and Table 3 summarizes Grade 3 
and 4 laboratory abnormalities worsening from baseline in ≥1% of patients receiving LIBTAYO.

Table 2: Adverse Reactions in ≥10% of Patients with Advanced CSCC Receiving LIBTAYO in Study 1423 and 
Study 1540

Adverse Reactions

LIBTAYO  
N=163

All Grades  
%

Grade 3-4 
%

Skin and Subcutaneous Tissue 

Rash* 25 1.2

Pruritus† 15 0

Gastrointestinal 

Diarrhea‡ 22 0.6

Nausea 19 0

Constipation 12 0.6

General and Administration Site

Fatigue§ 29 2

Musculoskeletal and Connective Tissue 

Musculoskeletal pain# 17 3

Metabolism and Nutrition

Decreased appetite 10 0
*Rash is a composite term that includes rash maculopapular, rash, dermatitis, rash generalized, dermatitis bullous, drug eruption, 
erythema, rash erythematous, rash macular, rash pruritic, and skin reaction. 
†Pruritus is a composite term that includes pruritus and pruritus allergic. 
‡Diarrhea is a composite term that inlcudes diarrhea and colitis. 
§Fatigue is a composite term that includes fatigue and asthenia. 
#Musculoskeletal pain is a composite term that includes: musculoskeletal pain, back pain, myalgia, neck pain, pain in extremity. 

Table 3: Grade 3 or 4 Laboratory Abnormalities Worsening from Baseline in ≥1% of Patients with Advanced 
CSCC Receiving LIBTAYO in Study 1423 and Study 1540

Laboratory Abnormality Grade 3-4 (%)†

Chemistry 
Increased aspartate aminotransferase 3
Increased INR 2
Hypoalbuminemia 1
Hematology
Lymphopenia 7
Anemia 2
Electrolytes 
Hypophosphatemia 4
Hyponatremia 3
Hypercalcemia 1

†Percentages are based on the number of patients with at least 1 post-baseline value available for that parameter. 

6.2 Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity. The detection of antibody formation is 
highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of antibody 
(including neutralizing antibody) positivity in an assay may be influenced by several factors including assay 
methodology, sample handling, timing of sample collection, concomitant medications, and underlying disease. 
For these reasons, comparison of the incidence of antibodies to cemiplimab-rwlc in the studies described below 
with the incidence of antibodies in other studies or to other products may be misleading. 
Anti-drug antibodies (ADA) were tested in 398 of 534 patients who received LIBTAYO and the incidence of 
cemiplimab-rwlc treatment-emergent ADAs was 1.3% using an electrochemiluminescent (ECL) bridging 
immunoassay; 0.3% were persistent ADA responses. In the patients who developed anti-cemiplimab-rwlc 
antibodies, there was no evidence of an altered pharmacokinetic profile of cemiplimab-rwlc.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary
Based on its mechanism of action, LIBTAYO can cause fetal harm when administered to a pregnant woman. 
There are no available data on the use of LIBTAYO in pregnant women. Animal studies have demonstrated that 
inhibition of the PD -1/PD-L1 pathway can lead to increased risk of immune-mediated rejection of the developing 
fetus resulting in fetal death (see Data). Human IgG4 immunoglobulins (IgG4) are known to cross the placenta; 
therefore, LIBTAYO has the potential to be transmitted from the mother to the developing fetus. Advise women of 
the potential risk to a fetus. 
In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically 
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.
Data 
Animal Data
Animal reproduction studies have not been conducted with LIBTAYO to evaluate its effect on reproduction and 
fetal development. A central function of the PD-1/PD-L1 pathway is to preserve pregnancy by maintaining 
maternal immune tolerance to the fetus. In murine models of pregnancy, blockade of PD-L1 signaling has been 
shown to disrupt tolerance to the fetus and to result in an increase in fetal loss; therefore, potential risks of 
administering LIBTAYO during pregnancy include increased rates of abortion or stillbirth. As reported in the 
literature, there were no malformations related to the blockade of PD-1/PD-L1 signaling in the offspring of these 
animals; however, immune-mediated disorders occurred in PD-1 and PD-L1 knockout mice. Based on its 
mechanism of action, fetal exposure to cemiplimab-rwlc may increase the risk of developing immune-mediated 
disorders or altering the normal immune response.
8.2 Lactation 
Risk Summary
There is no information regarding the presence of cemiplimab-rwlc in human milk, or its effects on the 
breastfed child or on milk production. Because of the potential for serious adverse reactions in breastfed 
children, advise women not to breastfeed during treatment and for at least 4 months after the last dose of 
LIBTAYO.
8.3 Females and Males of Reproductive Potential
Pregnancy Testing 
Verify pregnancy status in females of reproductive potential prior to initiating LIBTAYO [see Use in Specific 
Populations (8.1)].
Contraception 
LIBTAYO can cause fetal harm when administered to a pregnant woman [see Use in Specific Populations (8.1)]. 
Females 
Advise females of reproductive potential to use effective contraception during treatment with LIBTAYO and for 
at least 4 months after the last dose.
8.4 Pediatric Use
The safety and effectiveness of LIBTAYO have not been established in pediatric patients.
8.5 Geriatric Use
Of the 163 patients with metastatic and locally advanced CSCC who received LIBTAYO in clinical studies, 72% 
were 65 years or older and 37% were 75 years or older. No overall differences in safety or effectiveness were 
observed between these subjects and younger subjects.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).
Immune-Mediated Adverse Reactions
Advise patients that LIBTAYO can cause immune-mediated adverse reactions including the following [see 
Warnings and Precautions (5.1)]:
• Pneumonitis: Advise patients to contact their healthcare provider immediately for signs or symptoms of 

pneumonitis, including new or worsening symptoms of cough, chest pain, or shortness of breath.
• Colitis: Advise patients to contact their healthcare provider immediately for signs or symptoms of colitis, 

including diarrhea, blood or mucus in stools, or severe abdominal pain.
• Hepatitis: Advise patients to contact their healthcare provider immediately for signs or symptoms of hepatitis.
• Endocrinopathies: Advise patients to contact their healthcare provider immediately for signs or symptoms of 

hypothyroidism, hyperthyroidism, adrenal insufficiency, hypophysitis, or type 1 diabetes mellitus.
• Nephritis: Advise patients to contact their healthcare provider immediately for signs or symptoms of nephritis.
• Dermatologic Adverse Reactions: Advise patients to contact their healthcare provider immediately if they 

develop a new rash.
Infusion-Related Reactions
Advise patients to contact their healthcare provider immediately for signs or symptoms of infusion-related 
reactions [see Warnings and Precautions (5.2)].
Embryo-Fetal Toxicity
Advise females of reproductive potential that LIBTAYO can cause harm to a fetus and to inform their healthcare 
provider of a known or suspected pregnancy [see Warnings and Precautions (5.3) and Use in Specific Populations 
(8.1, 8.3)].
Advise females of reproductive potential to use effective contraception during treatment and for at least  
4 months after the last dose of LIBTAYO [see Use in Specific Populations (8.3)].
Lactation
Advise female patients not to breastfeed while taking LIBTAYO and for at least 4 months after the last dose  
[see Use in Specific Populations (8.2)].
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LIBTAYO® (cemiplimab-rwlc) injections, for intravenous use 
Brief Summary of Prescribing Information

1 INDICATIONS AND USAGE
LIBTAYO is indicated for the treatment of patients with metastatic cutaneous squamous cell carcinoma (CSCC) 
or locally advanced CSCC who are not candidates for curative surgery or curative radiation.

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage 
The recommended dosage of LIBTAYO is 350 mg administered as an intravenous infusion over 30 minutes every 
3 weeks until disease progression or unacceptable toxicity. 
2.2 Dosage Modifications for Adverse Reactions
Withhold or discontinue LIBTAYO to manage adverse reactions as described in Table 1. No dose reduction of 
LIBTAYO is recommended. 
Table 1: Recommended Dosage Modifications for Adverse Reactions

Adverse Reaction Severity* LIBTAYO Dosage Modifications

Severe and Fatal Immune-Mediated Adverse Reactions [see Warnings and Precautions (5.1)]

Pneumonitis
Grade 2 Withhold†

Grades 3 or 4 Permanently discontinue

Colitis
Grades 2 or 3 Withhold†

Grade 4 Permanently discontinue

Hepatitis

If AST or ALT increases to more than 
3 and up to 10 times the upper limit 
of normal (ULN) or if total bilirubin 
increases up to 3 times the ULN.

Withhold†

If AST or ALT increases to more than 
10 times the ULN or total bilirubin 
increases to more than 3 times 
the ULN

Permanently discontinue

Endocrinopathies Grades 2, 3, or 4 Withhold if clinically necessary

Other immune-mediated 
adverse reactions involving 
a major organ

Grade 3 Withhold†

Grade 4 Permanently discontinue

Recurrent or persistent 
immune mediated adverse 
reactions

• Recurrent Grade 3 or 4
• Grade 2 or 3 persistent for 

12 weeks or longer after last 
LIBTAYO dose

• Requirement for 10 mg per 
day or greater prednisone or 
equivalent lasting 12 weeks or 
longer after last LIBTAYO dose

Permanently discontinue

Other Adverse Reactions

Infusion-related reactions  
[see Warnings and 
Precautions (5.2)]

Grade 1 or 2 Interrupt or slow the rate of infusion

Grade 3 or 4 Permanently discontinue

*Toxicity graded per National Cancer Institute Common Terminology Criteria for Adverse Events, Version 4.0 
†Resume in patients with complete or partial resolution (Grade 0 to 1) after corticosteroid taper.

2.3 Preparation and Administration 
• Visually inspect for particulate matter and discoloration prior to administration. LIBTAYO is a clear to 

slightly opalescent, colorless to pale yellow solution that may contain trace amounts of translucent to white 
particles. Discard the vial if the solution is cloudy, discolored or contains extraneous particulate matter 
other than trace amounts of translucent to white particles.

Preparation
• Do not shake.
• Withdraw 7 mL from a vial and dilute with 0.9% Sodium Chloride Injection, USP or 5% Dextrose Injection, 

USP to a final concentration between 1 mg/mL to 20 mg/mL.
• Mix diluted solution by gentle inversion. Do not shake.
• Discard any unused medicinal product or waste material.
Storage and Infusion Solution 
• Store at room temperature up to 25°C (77°F) for no more than 8 hours from the time of preparation to the 

end of the infusion or at 2°C to 8°C (36°F to 46°F) for no more than 24 hours from the time of preparation to 
the end of infusion.

• Allow the diluted solution to come to room temperature prior to administration.
• Do not freeze.
Administration
• Administer by intravenous infusion over 30 minutes through an intravenous line containing a sterile, in-line 

or add-on 0.2-micron to 5-micron filter.

4 CONTRAINDICATIONS
None. 

5 WARNINGS AND PRECAUTIONS
5.1 Severe and Fatal Immune-Mediated Adverse Reactions
LIBTAYO is a monoclonal antibody that belongs to a class of drugs that binds to the programmed death 
receptor-1 (PD-1), blocking the PD-1/PD-L1 pathway, thereby removing inhibition of the immune response with 
the potential for breaking of peripheral tolerance and induction of immune-mediated adverse reactions. 
Important immune-mediated adverse reactions listed under Warnings and Precautions may not be inclusive of 
all possible immune-mediated reactions.
Immune-mediated adverse reactions, which may be severe or fatal, can occur in any organ system or tissue. 
While immune-mediated adverse reactions usually manifest during treatment with PD-1/PD-L1 blocking 
antibodies, immune-mediated adverse reactions can also manifest after discontinuation of PD-1/PD-L1 
blocking antibodies. 
Early identification and management are essential to ensure safe use of PD-1/PD-L1 blocking antibodies. 
Monitor for symptoms and signs of immune-mediated adverse reactions. Evaluate clinical chemistries, including 
liver tests and thyroid function tests, at baseline and periodically during treatment. Institute medical 
management promptly to include specialty consultation as appropriate. 
In general, withhold LIBTAYO for Grade 3 or 4 and certain Grade 2 immune-mediated adverse reactions. 
Permanently discontinue LIBTAYO for Grade 4 and certain Grade 3 immune-mediated adverse reactions [see 
Dosage and Administration (2.2)]. For Grade 3 or 4 and certain Grade 2 immune-mediated adverse reactions, 
administer corticosteroids (1 to 2 mg/kg/day prednisone or equivalent) or other appropriate therapy until 
improvement to Grade 1 or less followed by a corticosteroid taper over one month [see Dosage and Administration 
(2.2)]. Consider administration of other systemic immunosuppressants in patients whose immune-mediated 
adverse reaction is not controlled with corticosteroids. Institute hormone replacement therapy for 
endocrinopathies as warranted.
Immune-Mediated Pneumonitis  
Immune-mediated pneumonitis occurred in 2.4% of 534 patients receiving LIBTAYO, including Grade 5 (0.2%), 
Grade 3 (0.7%) and Grade 2 (1.3%) [see Adverse Reactions (6.1)]. Pneumonitis led to permanent discontinuation 
of LIBTAYO in 1.3% of patients. Systemic corticosteroids were required in all patients with pneumonitis, 
including 85% who received prednisone ≥40 mg per day or equivalent. Pneumonitis resolved in 62% of patients. 
Immune-Mediated Colitis 
Immune-mediated colitis occurred in 0.9% of 534 patients receiving LIBTAYO, including Grade 3 (0.4%) and 
Grade 2 (0.6%) [see Adverse Reactions (6.1)]. Colitis led to permanent discontinuation of LIBTAYO in 0.2% of 
patients. Systemic corticosteroids were required in all patients with colitis, including 60% who received 
prednisone ≥40 mg per day or equivalent. Colitis resolved in 80% of patients.
Immune-Mediated Hepatitis
Immune-mediated hepatitis occurred in 2.1% of 534 patients receiving LIBTAYO, including Grade 5 (0.2%), 
Grade 4 (0.2%), and Grade 3 (1.7%) [see Adverse Reactions (6.1)]. Hepatitis led to permanent discontinuation of 
LIBTAYO in 0.9% of patients. Systemic corticosteroids were required in all patients with hepatitis, including 
91% who received prednisone ≥40 mg per day or equivalent. Hepatitis resolved in 64% of patients. 
Immune-Mediated Endocrinopathies
Adrenal Insufficiency
Adrenal insufficiency occurred in 0.4% of 534 patients receiving LIBTAYO, including Grade 3 (0.2%), and Grade 
2 (0.2%) [see Adverse Reactions (6.1)].
Hypophysitis
Hypophysitis, which can result in hypopituitarism, occurred in 0.2% of 534 patients receiving LIBTAYO, which 
consisted of one patient with Grade 3 hypophysitis.
Hypothyroidism
Hypothyroidism occurred in 6% of 534 patients receiving LIBTAYO, including Grade 3 (0.2%) and Grade 2 
(5.6%). No patients discontinued hormone replacement therapy. 
Hyperthyroidism
Hyperthyroidism occurred in 1.5% of 534 patients receiving LIBTAYO, including Grade 3 (0.2%) and Grade 2 
(0.4%). Hyperthyroidism resolved in 38% of patients.
Type 1 Diabetes Mellitus
Type 1 diabetes mellitus, which can present with diabetic ketoacidosis, occurred in 0.7% of 534 patients, 
including Grade 4 (0.4%) and Grade 3 (0.4%). Type 1 diabetes mellitus led to permanent discontinuation of 
LIBTAYO in 0.2% of patients.
Immune-Mediated Nephritis with Renal Dysfunction
Immune-mediated nephritis occurred in 0.6% of 534 patients receiving LIBTAYO, including Grade 3 (0.4%) and 
Grade 2 (0.2%) [see Adverse Reactions (6.1)]. Nephritis led to permanent discontinuation of LIBTAYO in 0.2% of 
patients. Systemic corticosteroids were required in all patients with nephritis, including 67% who received 
prednisone ≥40 mg per day or equivalent. Nephritis resolved in all patients.
Immune-Mediated Dermatologic Adverse Reactions
Immune-mediated dermatologic reactions, including erythema multiforme and pemphigoid, occurred in 1.7% of 
534 patients receiving LIBTAYO, including Grade 3 (1.1%) and Grade 2 (0.6%) [see Adverse Reactions (6.1)]. In 
addition, SJS and TEN have been observed with LIBTAYO and with other products in this class. Systemic 
corticosteroids were required in all patients with dermatologic reactions, including 89% who received 
prednisone ≥40 mg per day or equivalent. Dermatologic reactions resolved in 33% of patients. Approximately 
22% of patients had recurrence of dermatologic reactions after re-initiation of LIBTAYO.
Other Immune-Mediated Adverse Reactions 
The following clinically significant immune-mediated adverse reactions occurred at an incidence of <1% in 534 
patients who received LIBTAYO [see Adverse Reactions (6.1)] or were reported with the use of other 
PD-1/PD-L1 blocking antibodies. Severe or fatal cases have been reported for some of these adverse reactions.  
Neurological: Meningitis, encephalitis, myelitis and demyelination, myasthenic syndrome / myasthenia gravis, 
Guillain-Barre syndrome, nerve paresis, autoimmune neuropathy 
Cardiovascular: Myocarditis, pericarditis, vasculitides 
Ocular: Uveitis, iritis, and other ocular inflammatory toxicities. Some cases can be associated with retinal 
detachment. Various grades of visual impairment to include blindness can occur. If uveitis occurs in 
combination with other immune-mediated adverse reactions, consider a Vogt- Koyanagi-Harada like syndrome, 
as this may require treatment with systemic corticosteroids to reduce the risk of permanent vision loss. 
Gastrointestinal: Pancreatitis to include increases in serum amylase and lipase levels, gastritis, duodenitis 
Musculoskeletal and Connective Tissue: Myositis, rhabdomyolysis and associated sequelae including renal 
failure, arthritis, polymyalgia rheumatica 
Hematological and Immunological: Hemolytic anemia, aplastic anemia, hemophagocytic lymphohistiocytosis, 
systemic inflammatory response syndrome, histiocytic necrotizing lymphadenitis (Kikuchi lymphadenitis), 
sarcoidosis, immune thrombocytopenic purpura, solid organ transplant rejection.
5.2 Infusion-Related Reactions 

Severe infusion-related reactions (Grade 3) occurred in 0.2% of patients receiving LIBTAYO [see Adverse 
Reactions (6.1)]. Monitor patients for signs and symptoms of infusion-related reactions. Interrupt or slow the 
rate of infusion or permanently discontinue LIBTAYO based on severity of reaction [see Dosage and 
Administration (2.2)]. 
5.3 Embryo-Fetal Toxicity
Based on its mechanism of action, LIBTAYO can cause fetal harm when administered to a pregnant woman. 
Animal studies have demonstrated that inhibition of the PD-1/PD-L1 pathway can lead to increased risk of 
immune-mediated rejection of the developing fetus resulting in fetal death. Advise women of the potential risk 
to a fetus. Advise females of reproductive potential to use effective contraception during treatment with 
LIBTAYO and for at least 4 months after the last dose [see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS
The following serious adverse reactions are described elsewhere in the labeling.
• Severe and Fatal Immune-Mediated Adverse Reactions [see Warnings and Precautions (5.1)]
• Infusion-Related Reactions [see Warnings and Precautions (5.2)]
6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the 
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice. 
The data described in WARNINGS AND PRECAUTIONS reflect exposure to LIBTAYO in 534 patients in two 
open-label, single-arm, multicohort studies (Study 1423 and Study 1540), including 98 patients with metastatic 
(nodal or distant) CSCC, 65 patients with locally advanced CSCC, and 371 patients with other advanced solid 
tumors. LIBTAYO as a single agent or in combination with chemotherapy or radiation was administered 
intravenously at doses of 1 mg/kg every 2 weeks (n=27), 3 mg/kg every 2 weeks (n=446), 3 mg/kg every 3 
weeks (n=12), 10 mg/kg every 2 weeks (n=6), 200 mg every 2 weeks (n=20) or 350 mg every 3 weeks (n=23). 
Among the 534 patients, 38% were exposed for ≥6 months and 16% were exposed for ≥12 months.
The data described below reflect exposure to LIBTAYO in 163 patients with advanced CSCC (metastatic or 
locally advanced disease) in Study 1423 and Study 1540. Patients received LIBTAYO 1 mg/kg every 2 weeks 
(n=1), 3 mg/kg every 2 weeks (n=139) or 350 mg every 3 weeks (n=23) as an intravenous infusion until disease 
progression, unacceptable toxicity, or completion of planned treatment. The median duration of exposure was 20 
weeks (3 days to 1.4 years). 
The safety population characteristics were: median age of 71 years (38 to 96 years), 85% male, 96% white, and 
ECOG performance score (PS) of 0 (44%) or 1 (56%). 
The most common adverse reactions reported in at least 20% of patients were fatigue, rash and diarrhea. The 
most common Grade 3-4 adverse reactions (≥2%) were cellulitis, sepsis, hypertension, pneumonia, 
musculoskeletal pain, skin infection, urinary tract infection and fatigue. LIBTAYO was permanently discontinued 
due to adverse reactions in 5% of patients; adverse reactions resulting in permanent discontinuation were 
pneumonitis, autoimmune myocarditis, hepatitis, aseptic meningitis, complex regional pain syndrome, cough, 
and muscular weakness. Serious adverse reactions occurred in 28% of patients. Serious adverse reactions that 
occurred in at least 2% of patients were cellulitis, sepsis, pneumonia, pneumonitis and urinary tract infection.
Table 2 summarizes the adverse reactions that occurred in ≥10% of patients and Table 3 summarizes Grade 3 
and 4 laboratory abnormalities worsening from baseline in ≥1% of patients receiving LIBTAYO.

Table 2: Adverse Reactions in ≥10% of Patients with Advanced CSCC Receiving LIBTAYO in Study 1423 and 
Study 1540

Adverse Reactions

LIBTAYO  
N=163

All Grades  
%

Grade 3-4 
%

Skin and Subcutaneous Tissue 

Rash* 25 1.2

Pruritus† 15 0

Gastrointestinal 

Diarrhea‡ 22 0.6

Nausea 19 0

Constipation 12 0.6

General and Administration Site

Fatigue§ 29 2

Musculoskeletal and Connective Tissue 

Musculoskeletal pain# 17 3

Metabolism and Nutrition

Decreased appetite 10 0
*Rash is a composite term that includes rash maculopapular, rash, dermatitis, rash generalized, dermatitis bullous, drug eruption, 
erythema, rash erythematous, rash macular, rash pruritic, and skin reaction. 
†Pruritus is a composite term that includes pruritus and pruritus allergic. 
‡Diarrhea is a composite term that inlcudes diarrhea and colitis. 
§Fatigue is a composite term that includes fatigue and asthenia. 
#Musculoskeletal pain is a composite term that includes: musculoskeletal pain, back pain, myalgia, neck pain, pain in extremity. 

Table 3: Grade 3 or 4 Laboratory Abnormalities Worsening from Baseline in ≥1% of Patients with Advanced 
CSCC Receiving LIBTAYO in Study 1423 and Study 1540

Laboratory Abnormality Grade 3-4 (%)†

Chemistry 
Increased aspartate aminotransferase 3
Increased INR 2
Hypoalbuminemia 1
Hematology
Lymphopenia 7
Anemia 2
Electrolytes 
Hypophosphatemia 4
Hyponatremia 3
Hypercalcemia 1

†Percentages are based on the number of patients with at least 1 post-baseline value available for that parameter. 

6.2 Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity. The detection of antibody formation is 
highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of antibody 
(including neutralizing antibody) positivity in an assay may be influenced by several factors including assay 
methodology, sample handling, timing of sample collection, concomitant medications, and underlying disease. 
For these reasons, comparison of the incidence of antibodies to cemiplimab-rwlc in the studies described below 
with the incidence of antibodies in other studies or to other products may be misleading. 
Anti-drug antibodies (ADA) were tested in 398 of 534 patients who received LIBTAYO and the incidence of 
cemiplimab-rwlc treatment-emergent ADAs was 1.3% using an electrochemiluminescent (ECL) bridging 
immunoassay; 0.3% were persistent ADA responses. In the patients who developed anti-cemiplimab-rwlc 
antibodies, there was no evidence of an altered pharmacokinetic profile of cemiplimab-rwlc.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary
Based on its mechanism of action, LIBTAYO can cause fetal harm when administered to a pregnant woman. 
There are no available data on the use of LIBTAYO in pregnant women. Animal studies have demonstrated that 
inhibition of the PD -1/PD-L1 pathway can lead to increased risk of immune-mediated rejection of the developing 
fetus resulting in fetal death (see Data). Human IgG4 immunoglobulins (IgG4) are known to cross the placenta; 
therefore, LIBTAYO has the potential to be transmitted from the mother to the developing fetus. Advise women of 
the potential risk to a fetus. 
In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically 
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.
Data 
Animal Data
Animal reproduction studies have not been conducted with LIBTAYO to evaluate its effect on reproduction and 
fetal development. A central function of the PD-1/PD-L1 pathway is to preserve pregnancy by maintaining 
maternal immune tolerance to the fetus. In murine models of pregnancy, blockade of PD-L1 signaling has been 
shown to disrupt tolerance to the fetus and to result in an increase in fetal loss; therefore, potential risks of 
administering LIBTAYO during pregnancy include increased rates of abortion or stillbirth. As reported in the 
literature, there were no malformations related to the blockade of PD-1/PD-L1 signaling in the offspring of these 
animals; however, immune-mediated disorders occurred in PD-1 and PD-L1 knockout mice. Based on its 
mechanism of action, fetal exposure to cemiplimab-rwlc may increase the risk of developing immune-mediated 
disorders or altering the normal immune response.
8.2 Lactation 
Risk Summary
There is no information regarding the presence of cemiplimab-rwlc in human milk, or its effects on the 
breastfed child or on milk production. Because of the potential for serious adverse reactions in breastfed 
children, advise women not to breastfeed during treatment and for at least 4 months after the last dose of 
LIBTAYO.
8.3 Females and Males of Reproductive Potential
Pregnancy Testing 
Verify pregnancy status in females of reproductive potential prior to initiating LIBTAYO [see Use in Specific 
Populations (8.1)].
Contraception 
LIBTAYO can cause fetal harm when administered to a pregnant woman [see Use in Specific Populations (8.1)]. 
Females 
Advise females of reproductive potential to use effective contraception during treatment with LIBTAYO and for 
at least 4 months after the last dose.
8.4 Pediatric Use
The safety and effectiveness of LIBTAYO have not been established in pediatric patients.
8.5 Geriatric Use
Of the 163 patients with metastatic and locally advanced CSCC who received LIBTAYO in clinical studies, 72% 
were 65 years or older and 37% were 75 years or older. No overall differences in safety or effectiveness were 
observed between these subjects and younger subjects.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).
Immune-Mediated Adverse Reactions
Advise patients that LIBTAYO can cause immune-mediated adverse reactions including the following [see 
Warnings and Precautions (5.1)]:
• Pneumonitis: Advise patients to contact their healthcare provider immediately for signs or symptoms of 

pneumonitis, including new or worsening symptoms of cough, chest pain, or shortness of breath.
• Colitis: Advise patients to contact their healthcare provider immediately for signs or symptoms of colitis, 

including diarrhea, blood or mucus in stools, or severe abdominal pain.
• Hepatitis: Advise patients to contact their healthcare provider immediately for signs or symptoms of hepatitis.
• Endocrinopathies: Advise patients to contact their healthcare provider immediately for signs or symptoms of 

hypothyroidism, hyperthyroidism, adrenal insufficiency, hypophysitis, or type 1 diabetes mellitus.
• Nephritis: Advise patients to contact their healthcare provider immediately for signs or symptoms of nephritis.
• Dermatologic Adverse Reactions: Advise patients to contact their healthcare provider immediately if they 

develop a new rash.
Infusion-Related Reactions
Advise patients to contact their healthcare provider immediately for signs or symptoms of infusion-related 
reactions [see Warnings and Precautions (5.2)].
Embryo-Fetal Toxicity
Advise females of reproductive potential that LIBTAYO can cause harm to a fetus and to inform their healthcare 
provider of a known or suspected pregnancy [see Warnings and Precautions (5.3) and Use in Specific Populations 
(8.1, 8.3)].
Advise females of reproductive potential to use effective contraception during treatment and for at least  
4 months after the last dose of LIBTAYO [see Use in Specific Populations (8.3)].
Lactation
Advise female patients not to breastfeed while taking LIBTAYO and for at least 4 months after the last dose  
[see Use in Specific Populations (8.2)].
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Please see additional Important Safety Information throughout and accompanying Brief Summary of Prescribing 
Information on the following pages.

Indication
LIBTAYO is indicated for the treatment of patients with metastatic cutaneous 
squamous cell carcinoma (CSCC) or locally advanced CSCC who are not candidates 
for curative surgery or curative radiation.

Important Safety Information
Warnings and Precautions 
Severe and Fatal Immune-Mediated Adverse Reactions 
Immune-mediated adverse reactions, which may be severe or fatal, can occur in any 
organ system or tissue and usually occur during treatment; however, they can also 
occur after discontinuation. Early identification and management are essential to 
ensuring safe use of PD-1–blocking antibodies. Monitor for symptoms and signs of 
immune-mediated adverse reactions. Evaluate clinical chemistries, including liver 
tests and thyroid function tests, at baseline and periodically during treatment. 
Institute medical management promptly to include specialty consultation as 
appropriate.
In general, withhold LIBTAYO for Grade 3 or 4 and certain Grade 2 immune-mediated 
adverse reactions. Permanently discontinue LIBTAYO for Grade 4 and certain Grade 3 
immune-mediated adverse reactions. For Grade 3 or 4 and certain Grade 2 immune-
mediated adverse reactions, administer corticosteroids (1 to 2 mg/kg/day prednisone 
or equivalent) or other appropriate therapy until improvement to Grade 1 or less 
followed by a corticosteroid taper over 1 month. Consider administration of other 
systemic immunosuppressants in patients whose immune-mediated adverse  
reaction is not controlled with corticosteroids. Institute hormone replacement therapy 
for endocrinopathies as warranted.

Immune-mediated pneumonitis: Immune-mediated pneumonitis occurred in 2.4% 
of 534 patients receiving LIBTAYO, including Grade 5 (0.2%), Grade 3 (0.7%), and 
Grade 2 (1.3%). Pneumonitis led to permanent discontinuation of LIBTAYO in 1.3%  
of patients. Systemic corticosteroids were required in all patients with pneumonitis, 
including 85% who received prednisone ≥40 mg/day or equivalent. Pneumonitis 
resolved in 62% of patients. Withhold LIBTAYO for Grade 2, and permanently 
discontinue for Grade 3 or 4. Resume in patients with complete or partial resolution 
(Grade 0 to 1) after corticosteroid taper.
Immune-mediated colitis: Immune-mediated colitis occurred in 0.9% of 534 
patients receiving LIBTAYO, including Grade 3 (0.4%) and Grade 2 (0.6%). Colitis  
led to permanent discontinuation of LIBTAYO in 0.2% of patients. Systemic 
corticosteroids were required in all patients with colitis, including 60% who  
received prednisone ≥40 mg/day or equivalent. Colitis resolved in 80% of patients. 
Withhold LIBTAYO for Grade 2 or 3, and permanently discontinue for Grade 4.  
Resume in patients with complete or partial resolution (Grade 0 to 1) after 
corticosteroid taper.
Immune-mediated hepatitis: Immune-mediated hepatitis occurred in 2.1% of 534 
patients receiving LIBTAYO, including Grade 5 (0.2%), Grade 4 (0.2%), and Grade 3 
(1.7%). Hepatitis led to permanent discontinuation of LIBTAYO in 0.9% of patients. 
Systemic corticosteroids were required in all patients with hepatitis, including 91% 
who received prednisone ≥40 mg/day or equivalent. Hepatitis resolved in 64% of 
patients. Withhold LIBTAYO if AST or ALT increases to more than 3 and up to 10  
times the upper limit of normal (ULN) or if total bilirubin increases up to 3 times the 
ULN. Permanently discontinue LIBTAYO if AST or ALT increases to more than 10  
times the ULN or total bilirubin increases to more than 3 times the ULN. Resume in 
patients with complete or partial resolution (Grade 0 to 1) after corticosteroid taper.

(Continued)

Warnings and Precautions (continued)
Immune-mediated endocrinopathies: Withhold LIBTAYO if clinically necessary 
for Grade 2, 3, or 4. 
• Adrenal insufficiency: Adrenal insufficiency occurred in 0.4% of 534 patients 

receiving LIBTAYO, including Grade 3 (0.2%) and Grade 2 (0.2%)
• Hypophysitis: Hypophysitis, which can result in hypopituitarism, occurred in 

0.2% of 534 patients receiving LIBTAYO, which consisted of 1 patient with 
Grade 3 hypophysitis

• Hypothyroidism: Hypothyroidism occurred in 6% of 534 patients receiving 
LIBTAYO, including Grade 3 (0.2%) and Grade 2 (5.6%); no patients 
discontinued hormone replacement therapy

• Hyperthyroidism: Hyperthyroidism occurred in 1.5% of 534 patients 
receiving LIBTAYO, including Grade 3 (0.2%) and Grade 2 (0.4%); 
hyperthyroidism resolved in 38% of patients

• Type 1 diabetes mellitus: Type 1 diabetes mellitus, which can present with 
diabetic ketoacidosis, occurred in 0.7% of 534 patients, including Grade 
4 (0.4%) and Grade 3 (0.4%); type 1 diabetes mellitus led to permanent 
discontinuation of LIBTAYO in 0.2% of patients

Immune-mediated nephritis with renal dysfunction: Immune-mediated 
nephritis occurred in 0.6% of 534 patients receiving LIBTAYO, including Grade 3 
(0.4%) and Grade 2 (0.2%). Nephritis led to permanent discontinuation of LIBTAYO 
in 0.2% of patients. Systemic corticosteroids were required in all patients with 
nephritis, including 67% who received prednisone ≥40 mg/day or equivalent. 
Nephritis resolved in all patients. Withhold LIBTAYO for Grade 3, and permanently 
discontinue for Grade 4. Resume in patients with complete or partial resolution 
(Grade 0 to 1) after corticosteroid taper.
Immune-mediated dermatologic adverse reactions: Immune-mediated 
dermatologic reactions, including erythema multiforme and pemphigoid, occurred 
in 1.7% of 534 patients receiving LIBTAYO, including Grade 3 (1.1%) and Grade 2 
(0.6%). In addition, SJS and TEN have been observed with LIBTAYO and with other 
products in this class. Systemic corticosteroids were required in all patients with 
dermatologic reactions, including 89% who received prednisone ≥40 mg/day or 
equivalent. Dermatologic reactions resolved in 33% of patients. Approximately 
22% of patients had recurrence of dermatologic reactions after re-initiation of 
LIBTAYO. Withhold LIBTAYO for Grade 3, and permanently discontinue for Grade 4. 
Resume in patients with complete or partial resolution (Grade 0 to 1) after 
corticosteroid taper.
Other immune-mediated adverse reactions: The following clinically  
significant immune-mediated adverse reactions occurred at an incidence of <1% 
in 534 patients who received LIBTAYO or were reported with the use of other 
PD-1–blocking and PD-L1–blocking antibodies. Severe or fatal cases have been 
reported for some of these adverse reactions. Withhold LIBTAYO for Grade 3, and 
permanently discontinue for Grade 4. Resume in patients with complete or partial 
resolution (Grade 0 to 1) after corticosteroid taper.
• Neurological: Meningitis, encephalitis, myelitis and demyelination, 

myasthenic syndrome/myasthenia gravis, Guillain-Barré syndrome, nerve 
paresis, and autoimmune neuropathy

• Cardiovascular: Myocarditis, pericarditis, and vasculitides
• Ocular: Uveitis, iritis, and other ocular inflammatory toxicities. Some 

cases can be associated with retinal detachment. Various grades of visual 
impairment to include blindness can occur. If uveitis occurs in combination 
with other immune-mediated adverse reactions, consider a Vogt-Koyanagi-
Harada–like syndrome, as this may require treatment with systemic 
corticosteroids to reduce the risk of permanent vision loss

• Gastrointestinal: Pancreatitis to include increases in serum amylase and 
lipase levels, gastritis, and duodenitis 

• Musculoskeletal and connective tissue: Myositis, rhabdomyolysis,  
and associated sequelae, including renal failure, arthritis, and  
polymyalgia rheumatica

• Hematological and immunological: Hemolytic anemia, aplastic anemia, 
hemophagocytic lymphohistiocytosis, systemic inflammatory response  
syndrome, histiocytic necrotizing lymphadenitis (Kikuchi lymphadenitis), 
sarcoidosis, immune thrombocytopenic purpura, and solid organ  
transplant rejection

Infusion-related reactions 
Severe infusion-related reactions (Grade 3) occurred in 0.2% of patients 
receiving LIBTAYO. Monitor patients for signs and symptoms of infusion- 
related reactions. Interrupt or slow the rate of infusion for Grade 1 or 2, and 
permanently discontinue for Grade 3 or 4.

Embryo-fetal toxicity 
LIBTAYO can cause fetal harm when administered to a pregnant woman due to  
an increased risk of immune-mediated rejection of the developing fetus resulting  
in fetal death. Advise women of the potential risk to a fetus. Advise females  
of reproductive potential to use effective contraception during treatment with 
LIBTAYO and for at least 4 months after the last dose.

Adverse reactions
• Serious adverse reactions occurred in 28% of patients. Serious adverse 

reactions that occurred in ≥2% of patients were cellulitis, sepsis, pneumonia, 
pneumonitis, and urinary tract infection. The most common Grade 3-4 
adverse reactions (≥2%) were cellulitis, sepsis, hypertension, pneumonia, 
musculoskeletal pain, skin infection, urinary tract infection, and fatigue

• LIBTAYO was permanently discontinued due to adverse reactions in 5%  
of patients; adverse reactions resulting in permanent discontinuation were 
pneumonitis, autoimmune myocarditis, hepatitis, aseptic meningitis, complex 
regional pain syndrome, cough, and muscular weakness

• The most common adverse reactions (incidence ≥20%) were fatigue, rash,  
and diarrhea

Use in specific populations
• Lactation: Because of the potential for serious adverse reactions in  

breastfed children, advise women not to breastfeed during treatment and for 
at least 4 months after the last dose of LIBTAYO

• Females and males of reproductive potential: Verify pregnancy status in 
females of reproductive potential prior to initiating LIBTAYO

Please see accompanying Brief Summary of 
Prescribing Information on the following pages.

Reference: LIBTAYO (cemiplimab-rwlc) injection full U.S. prescribing information.  
Regeneron Pharmaceuticals, Inc., and sanofi-aventis U.S. LLC.

Important Safety Information
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The Centers for Medicare & Medicaid Services assigned a 1 mg billing unit for LIBTAYO (1 mg of LIBTAYO = 1 unit).  
Coding requirements may vary by payer; please verify coding requirements before submitting claims. 

How supplied1

LIBTAYO is supplied in a carton containing 1 single-dose vial of 350 mg/7 mL  
(50 mg/mL).

Recommended dosage1

The recommended dosage of LIBTAYO is 350 mg administered as an 
intravenous infusion over 30 minutes every 3 weeks until disease progression 
or unacceptable toxicity.

For dates of service prior to April 1, 2019, use the appropriate unspecified  
HCPCS C-code (C9399 for unclassified drugs or biologics) to bill for LIBTAYO.

ALT=alanine aminotransferase; AST=aspartate aminotransferase;  
PD-1=programmed death receptor-1; NDC=National Drug Code.

Effective April 1, 2019, the following C-code can be 
used for administrative and billing purposes specific 
to LIBTAYO® (cemiplimab-rwlc):

Strength1

350 mg/7 mL (50 mg/mL)

NDC1

61755-008-01

C9044, INJECTION, 
cemiplimab-rwlc, 1 mg, 
for hospital outpatient use
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