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The Scottish Medicines Consortium (SMC) has completed its assessment of the above product and
advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on its use in
NHSScotland. The advice is summarised as follows:

ADVICE: following reassessment under the end of life and orphan equivalent medicine process

cemiplimab (Libtayo®) is accepted for use within NHSScotland.

Indication under review: as monotherapy for the treatment of adult patients with metastatic
or locally advanced cutaneous squamous cell carcinoma (CSCC) who are not candidates for
curative surgery or curative radiation.

In a phase Il study of cemiplimab in patients with metastatic or locally advanced CSCC the
objective response rate was 45%.

This advice applies only in the context of an approved NHSScotland Patient Access Scheme
(PAS) arrangement delivering the cost-effectiveness results upon which the decision was
based, or a PAS/ list price that is equivalent or lower.

This advice takes account of the views from a Patient and Clinician Engagement (PACE)
meeting.

SMC previously accepted cemiplimab for use in this indication on an interim basis (SMC2216).
This supersedes that advice.
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1. Clinical Context

1.1. Medicine background

Cemiplimab is a fully human immunoglobulin G4 (IgG4) monoclonal antibody and is the first
medicine to be licensed for this indication. It increases T cell responses including anti-tumour
responses by binding to the programmed cell death-1 (PD-1) receptor and blocking its interaction
with its ligands PD-L1 and PD-L2.% 2 Cemiplimab was accepted for use on an interim basis by SMC
for the indication under review in February 2020 (SMC2216). Interim acceptance eligibility was
based on a conditional marketing authorisation from the European Medicines Agency (EMA) at the
time. These conditions have since been met resulting in a full marketing authorisation from the
Medicines & Healthcare products Regulatory Agency (MHRA) in August 2022.

The recommended dose of cemiplimab is 350mg every 3 weeks, administered as an intravenous
(IV) infusion over 30 minutes; treatment may be continued until disease progression or
unacceptable toxicity.*

1.2. Disease background

Cutaneous squamous cell carcinoma (CSCC) is a form of non-melanoma skin cancer. Risk factors
for CSCC include exposure to ultraviolet radiation, immunosuppression and increasing age.> 3

It is estimated that there were 18,792 cases of CSCC in Scotland between 2017 to 2021.% In most
cases, CSCC lesions can be cured with local surgery (surgical excision, cryotherapy, electrosurgery)
or radiation; recurrence rates are low and most local recurrences can be surgically removed.? >
However, metastatic or locally advanced CSCC can develop in a small percentage (<5%) of
patients.? 3 The prognosis is very poor for these patients, with an estimated median overall
survival ranging from 4.7 to 10.9 months®?, and a 22% three-year survival rate.®

1.3. Treatment pathway and relevant comparators

For patients with advanced CSCC who are not candidates for curative surgery or curative radiation,
guidelines recommend PD-1 inhibitors for first-line treatment® °; cemiplimab is currently the only
licensed treatment for this indication in the UK.! Guidelines advise that, for patients who have an
intolerance, contraindication or inadequate response to PD-1 inhibitors, systemic chemotherapy
(for example, platinum-based regimens) can be used if patients are fit enough; however, their use
in this setting is off-label.> °® Clinical experts noted that many patients with advanced CSCC may not
be suitable for chemotherapy due to their age, fitness, other comorbidities or due to toxicity from
the chemotherapy; as a result, many of these patients will receive palliative care. They highlighted
that, following interim acceptance, cemiplimab is the preferred treatment for patients with
advanced CSCC.

The submitting company considered platinum-based chemotherapy (PBC) and best supportive
care (BSC) to be the only relevant comparators. Clinical experts consulted by SMC confirmed that
these are the most relevant comparators.




1.4. Category for decision-making process

Eligibility for a PACE meeting
Cemiplimab meets SMC end of life and orphan equivalent criteria for this indication.

2. Summary of Clinical Evidence

2.1. Evidence for the licensed indication under review

Evidence to support cemiplimab comes from the EMPOWER-CSCC-1 study. Details are summarised
in Table 2.1.

Table 2.1. Overview of the relevant study.

Criteria EMPOWER-CSCC-1 study?* 1°

Study Phase Il, open-label, non-randomised, international study including several different groups which

Design varied by stage of disease and dose of cemiplimab. Only groups 1, 2, 3, and 6 are relevant to this
submission (see the top row of Table 2.2 for further details on patient numbers and disease
characteristics).

Eligible e Adults (218 years) with a histologically confirmed diagnosis of invasive locally advanced or

Patients metastatic CSCC.

e ECOGPSscoreofOorl.

e No patients with a history of solid organ transplant.

e At least one lesion that was measurable as per study criteria.?

e In patients with locally advanced disease (applies to group 2 only), patients were deemed to be
inappropriate candidates for surgery or radiation therapy and were considered by investigator
to have life-threatening CSCC within 3 years with currently available treatments.

Treatments | Patients received IV cemiplimab at a dose of either:

¢ 3mg/kg once every 2 weeks for up to 96 weeks (group 1 and group 2);

e 350mg once every three weeks for up to 54 weeks (group 3);

e 350mg once every three weeks for up to 108 weeks (group 6).

In all groups, the medicine could be stopped if there was unacceptable toxicity or disease

progression.

Primary Objective response rate (ORR) defined as the proportion of patients with a best overall response of
outcome complete response or partial response as per independent central review (ICR).1°

Selected e Progression-free survival.

secondary | e Overall survival.

outcomes

Statistical No formal statistical testing was planned or carried out; all analyses are exploratory only.

analysis

2 |f a previously radiated lesion was to be followed as a target lesion, progression must have been confirmed by biopsy after
radiation therapy. Previously radiated lesions may have been followed as non-target lesions if there was at least 1 other
measurable target lesion.

Abbreviations: CSCC = cutaneous squamous cell carcinoma; ECOG PS = Eastern Cooperative Oncology Group performance
status; IV = intravenous; RECIST 1.1. = Response Evaluation Criteria in Solid Tumours version 1.1.




Table 2.2 presents results for the primary outcome and selected secondary outcomes of the
EMPOWER-CSCC-1 study for groups 1 and 3 (data cut-off September 2018) and group 2 (data cut-
off October 2018). Since SMC acceptance on an interim basis in February 2020, results from

updated analyses (data cut-off March 2022) have become available for each group. Results are

also presented from the interim analysis of group 6 (data cut-off October 2021), which was added

to provide additional efficacy and safety data.

Table 2.2. Primary and selected secondary outcomes from the EMPOWER-CSCC-1 study. % 10-12

Group 1: Metastatic CSCC
Cemiplimab 3mg/kg once
every 2 weeks (n=59)

Group 2: Locally
advanced CSCC
Cemiplimab 3mg/kg
once every 2 weeks

Group 3: Metastatic
CSscc
Cemiplimab 350mg
once every 3 weeks

Group 6: Metastatic and
locally advanced CSCC
Cemiplimab 350mg once
every 3 weeks

(n=78) (n=56) (n=167)°

Data cut-off Sept 2018 March 2022 | Oct 2018 March Sept 2018 March October 2021
2022 2022

Median 16.5 18.5 9.3 15.5 8.1 17.3 8.7
follow-up
(months)
Primary outcome: IRC-assessed objective response rate
ORR? 49% 51% 44% 45% 39% 46% 45%
(95% Cl) (36 to 62) (38to64) | (32to55) | (34to57) (26 to 53) (33 to 60) (37 to 53)
CR¢ 17% 20% 13% 13% 3.6% 20% 5.5%
PR 32% 31% 31% 32% 36% 27% 40%
Secondary outcome: progression-free survival
PFS events, 28 * 27 * 26 * *
n
Median PFS, 18.4 18.4 NR 18.5 10.4 21.7 14.7
months
12 months 53% 54% 58% 61% 45% 53% *
(95% Cl)¢ (39 to 65) (40to66) | (44t070) | (4810 72) (27 to 61) (40 to 65)
Secondary outcome: overall survival
Deaths, n 6 * 3 * 5 * *
Median NR 57.7 NR NR NR 48.4 NR
overall
survival,
months
12 months 81% 81% 93% 92% 76% 73% *
(95% Cl)¢ (69 to 89) (69to89) | (84to97) | (83to96) (57 to 88) (59 to 83)

aGroup 6 consisted of 167 patients with either metastatic CSCC (n=100) or locally advanced CSCC (n=67).
bORR was the proportion of patients who achieved CR or PR.
cOnly includes patients with complete healing of prior cutaneous involvement; locally advanced CSCC patients in the EMPOWER-CSCC-1
study required biopsy to confirm CR.
dBased on Kaplan-Meier estimates.

*Company considers this information confidential

Abbreviations: Cl = confidence interval; CR = complete response; DOR = duration of response; IRC = independent review committee; NR =
not reached; ORR = objective response rate; PFS = progression-free survival; PR = partial response.

In groups 1 to 3, there were a limited number of patients with tumour samples but based on

these, it was concluded that PD-L1 expression status did not appear to affect the clinical activity of

cemiplimab.’ 1 A secondary objective in group 6 was to assess the relationship between PD-L1
status and efficacy outcomes. At the April 2021 data cut-off, ORR was 31% and 38% in patients




with a PD-L1 expression of <1% and >1% respectively. These results suggest that cemiplimab is
active against advanced CSCC regardless of PD-L1 status.'®

Exploratory subgroup analyses showed that cemiplimab had effective anti-tumour activity in all
subgroups in groups 1 to 3 and 6. Patients in groups 1 to 3 who had received prior systemic
anticancer therapy had a lower ORR (42% [27/65]; 95% Cl: 29 to 54) than those who had not
received any prior systemic therapy (50% [64/128]; 95% ClI: 41 to 59). However, small patient
numbers in some of the subgroups in group 6 mean that the results should be interpreted with
caution.1°

2.2. Health-related quality of life outcomes

For groups 1 to 3 only, health-related quality of life was assessed using the European Organisation
for Research and Treatment of Cancer Quality of Life Questionnaire Core 30 (EORTC QLQ-C30). In
general, changes in mean EORTC QLQ-C30 scores did not indicate consistent changes in quality of
life apart from the pain symptom subscale. No negative effects were observed in any of the
subscales.?

2.3. Supportive studies

Supportive data come from the phase |, open-label, non-randomised, single-arm, multicentre
study 1423 (NCT02383212); this included two expansion cohorts of patients with metastatic
(n=16) and locally advanced (n=10) CSCC who were not candidates for surgery. All patients
received cemiplimab 3mg/kg IV once every two weeks for up to 48 weeks with a response
assessment every 8 weeks by central review. Recruited patients were predominantly white (92%),
male (81%), with a median age of 73 years, and ECOG PS of 1 (62%).% 13 Available updated results
(data cut-off April 2019) are similar to the results presented at the time of the original submission
(SMC2216; data cut-off June 2018) where ORR was 50% (13/26), median PFS by independent
central review was 22 months (95% Cl: 5.4 to not estimable), and median overall survival had not
been reached.? 13 These updated data have been pooled with data from the EMPOWER-CSCC-1
study in the economic analysis.

2.4. Indirect evidence to support clinical and cost-effectiveness comparisons

The indirect comparison presented by the company used similar methods and data sources for the
comparators as the original submission (SMC2216), but included some additional data and longer
follow-up for cemiplimab. However, these updated data remain limited. Due to these limitations,
the results remain highly uncertain.

Table 2.3: Summary of indirect treatment comparison

Criteria Overview

Design Naive ITC, STC and MAIC. Naive extrapolation of PFS and overall survival from the trial data was used
in the economic base case; STC was used in economic scenario analysis.

Population Adult patients with locally advanced or metastatic CSCC.

Comparators | Platinum-based chemotherapy; BSC.

Studies Pooled IPD from EMPOWER-CSCC-1 (groups 1, 2, 3 and 6) and study 1423 (for cemiplimab); two
included retrospective cohort studies by Jarkowski et al. 2016 (for platinum-based chemotherapy) and Sun et
al. 2019 (for BSC).%7




Outcomes

e Overall survival
e PFS (for platinum-based chemotherapy only, as PFS was not reported in Sun et al. 2019).

Results

The results from all three methods suggest that cemiplimab may provide longer overall survival than
the comparators, but similar PFS compared with platinum-based chemotherapy.

BSC = best supportive care; CSCC = cutaneous squamous cell carcinoma; IPD = individual-level patient data; ITC = indirect
treatment comparison; MAIC = matching adjusted indirect comparison; PFS = progression-free survival; STC = simulated
treatment comparison.

Other data were also assessed but remain confidential.*

3. Summary of Safety Evidence

Additional safety data were gathered from the EMPOWER-CSCC-1 study as part of the specific
obligations for the conditional marketing authorisation.? Based on the updated data in groups 1 to
3, as well as the new safety data presented from group 6, the European regulatory authority
deemed the safety data to be consistent with the known safety profile of cemiplimab and no new
significant safety findings were observed.*°

No comparative safety data are available, please refer to the Summary of Product Characteristics.!

In groups 1 to 3 (n=193) and group 6 (n=165) respectively, Grade >3 treatment-emergent adverse
events (TEAEs) were reported by 49% and 46% of patients; the most common Grade >3 TEAEs
(>2% incidence) were: hypertension (4.7% and 3.6%), cellulitis (4.1% and 1.2%), anaemia (4.1%
and 2.4%), pneumonia (4.1% and 3.6%), sepsis (2.6% and 1.2%), fatigue (2.6% and 0%), and
constipation (0.5% and 3.6%). Grade >3 immune-related adverse events were reported by 9.8%
and 9.7% of patients respectively; the most common of these (>1% incidence) were: pneumonitis
(3.1% and 0.6%), diarrhoea (1.0% and 0.6%), autoimmune hepatitis (1.0% and 0%) and adrenal
insufficiency (0% and 1.2%).10-12

Other data were also assessed but remain confidential. *

4. Summary of Clinical Effectiveness Considerations

4.1. Conditional marketing authorisation specific obligations and previous interim
acceptance criteria
At the time of interim acceptance by SMC (February 2020) cemiplimab had an EMA conditional
marketing authorisation with the following obligations?, which have since all been fulfilled
according to the regulatory authority:% 1°

e To confirm the efficacy and safety of cemiplimab for the treatment of patients with metastatic
or locally advanced CSCC who are not candidates for curative surgery or curative radiation, the
submitting company provided interim data of a single-arm trial. The submitting company
investigated biomarkers in order to confirm that PD-L1 expression is not predictive of efficacy.



https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf
https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf

To confirm the efficacy and safety of cemiplimab for the treatment of patients with metastatic
or locally advanced CSCC who are not candidates for curative surgery or curative radiation, the
submitting company submitted the final study report for groups 1 to 3 in the EMPOWER-CSCC-
1 study.

4.2. Key strengths

Since SMC acceptance on an interim basis, results from the final analysis (data cut-off March
2022) of groups 1 to 3 in the EMPOWER-CSCC-1 study show clinically meaningful benefits in
ORR (primary outcome) and progression-free survival (secondary outcome) for all of the
groups.®

Results from the interim analysis of group 6 (data cut-off October 2021) were supportive of
those from group 1 to 3, with no clinically meaningful differences between the groups.*°
Supportive evidence from a phase | study provide reassurance about the ORR results.> 3

Based on the additional information provided from the patients in group 6 who had tumour
samples available, it can be concluded with reasonable certainty that the efficacy of
cemiplimab is not affected by PD-L1 expression for patients with metastatic or locally
advanced CSCC.% 10

The updated data from groups 1 to 3, and the new safety data from group 6, in the EMPOWER-
CSCC-1 study were deemed to be consistent with the known safety profile of cemiplimab; no
new significant safety findings were observed.1°

4.3. Key uncertainties

In EMPOWER-CSCC-1, all patients were treated with cemiplimab and there are no controlled or
direct comparative data available. The indirect comparison presented by the company used
similar methods and data sources for the comparators as in the original submission
(SMC2216). However, the key limitations remain unchanged, including: a naive comparison
using retrospective data, subject to potential bias and confounding; heterogeneity across the
studies; wide variation in duration of follow up; no common comparator arms; and small
sample size. Due to these limitations, the indirect treatment comparisons are uncertain.

Median overall survival was not reached for group 2 (final analysis) and group 6 (interim
analysis) in the EMPOWER-CSCC-1 study; this also meant that overall survival was unavailable
for groups 1 to 3 combined. Overall, this raises some uncertainty about the long-term overall
survival benefit.

Patients with a history of solid organ transplant and those with significant autoimmune disease
were excluded from the EMPOWER-CSCC-1 study. Immunosuppression is a risk factor for CSCC
and the SPC recommends that cemiplimab is used with caution in this patient population.?

Only patients in groups 3 and 6 of the EMPOWER-CSCC-1 study received cemiplimab at the
licensed dose (n=223). The European regulator noted that pharmacokinetic data were
presented and confirmed that 350mg once every three weeks is overall as efficacious and safe
as 3mg/kg once every two weeks.2



4.4, Clinical expert input

Clinical experts consulted by SMC have advised that since interim acceptance in February 2020
(SMC2216), cemiplimab has been a therapeutic advancement and filled an unmet need in this
patient population. They highlighted that cemiplimab use for this patient group has increased

steadily every year since 2020 and has become the predominant treatment for this indication.
Overall, they deem this treatment to be a well-tolerated and effective medicine based on their
clinical experience.

4.5. Service implications

Clinical experts contacted by SMC have advised that the introduction of cemiplimab has resulted
in more attendances at cancer day-bed units over a longer treatment period (2 years of
cemiplimab compared with 4 to 6 cycles of platinum-based chemotherapy). However, the short
infusion time (30 minutes) and tolerability of the medicine have negated this and the overall
experience for the service has been positive.

5. Summary of Patient and Carer Involvement

A patient and clinician engagement (PACE) meeting with patient group representatives and clinical
specialists was held to consider the added value of cemiplimab (Libtayo®), as an orphan
equivalent and end of life medicine, in the context of treatments currently available in
NHSScotland.

The key points expressed by the group were:

e Metastatic or locally advanced cutaneous squamous cell carcinoma (CSCC) that is not suitable
for curative surgery or radiation is a severe, life-limiting condition that, prior to cemiplimab
availability, had an estimated median survival of less than one year. This knowledge can be
anguishing for these patients and their families, leaving them with little to no hope.

e The condition has a significant impact on the quality of life of patients. Many have visible
tumours affecting the exposed head and neck area, and depending on their location, may
cause difficulty in eating. Skin ulcerations can be unsightly, very painful, foul smelling, and may
bleed or weep; this all causes constant distress for patients by making them to be self-
conscious about their appearance. Many patients can become socially isolated as a result,
despite being physically fit.

e This condition also has an effect on relatives and/or carers. Firstly, the lasting psychological
and emotional impact of having to watch the disease visibly progress and damage the skin of a
person cannot be emphasised enough. Secondly, there is often a need to spend long periods of
time assisting with the cleaning and dressing of lesions, as well as changing linen on a daily
basis due to exudate. Thirdly, the needs for personal care and continuous assistance may
result in direct and indirect financial cost for patients and families.

e The main phase Il study showed clinically meaningful objective response rates, as well as
positive progression-free and overall survival results, in this patient population. The study also
showed cemiplimab to have relatively low discontinuation rates due to severe toxicity (less




than 10%) which is important when current treatment options have very poor tolerability.
Real-world data (including internal audit data from a regional cancer network and a
retrospective UK study) are similar to the results of this study, providing further reassurance.

e PACE participants highlighted that cemiplimab is already widely used as the standard of care
within NHSScotland for this indication. It has already shown to be an effective, well-tolerated
treatment that significantly prolongs the life expectancy and improves the quality of life of
these patients. Patients with this condition have reported how cemiplimab treatment has
“given them their life back”. PACE participants have highlighted how important the interim
acceptance process has been in allowing these patients have access to this medicine,
improving their quality of life and prolonging their lives.

e Since interim acceptance by SMC, PACE participants highlight that the improvements for
patients treated with cemiplimab has been markedly visible due to the reduction in skin
lesions; these responses have also been remarkably evident at around 6 to 8 weeks. Patients
with this condition have reported being able to return to work and normal family duties
following cemiplimab treatment. Others report that they have less need for a carer, and are
“enjoying life again”. The rapid and markedly visible improvements in skin lesions following
cemiplimab treatment are also emotionally rewarding and have reduced the burden placed on
carers who would not have as many wounds and dressings to manage. Overall, the quality of
life for patients, relatives and carers has been vastly improved by cemiplimab.

e Patients have deemed the attendance at day-units for the administration of cemiplimab to be
less onerous than other treatments such as chemotherapy and radiotherapy.

e The full acceptance of cemiplimab is not expected to cause any significant service implications
since it is already widely used as the standard of care for this indication within NHSScotland.
The infrastructure is already in place for treatment delivery and protocols are in place for
treatment monitoring.

Additional Patient and Carer Involvement

We received a patient group submission from Melanoma Action and Support Scotland (MASScot),
which is a Scottish charitable incorporated organisation. MASScot has not received any
pharmaceutical company funding in the past two years. A representative from MASScot
participated in the PACE meeting. The key points of their submission have been included in the full
PACE statement considered by SMC.

6. Summary of Comparative Health Economic Evidence

6.1. Economic case

The submitting company provided an economic case, as described in Table 6.1.




Table 6.1 Description of economic analysis

Criteria Overview

Analysis type | Cost-utility analysis.

Time horizon | 30 years.

Population The submitting company requested SMC consider cemiplimab for the treatment of patients with
metastatic CSCC or locally advanced CSCC who are not candidates for curative surgery or curative
radiotherapy.

Comparators | The comparators were chemotherapy (cisplatin + 5-fluorouracil) and best supportive care (BSC); BSC
consisted of no systemic therapy and included resource use only.

Model A three state partitioned survival model was used, with health states: pre-progression, progressed

description disease and death. The survival models for overall survival and progression-free survival (PFS)
determined the proportion in each health state. Patients initially entered in the progression-free
health state, receiving either cemiplimab or chemotherapy. The BSC comparator was only
administered in the progressed disease health state. Patients in the progression-free state could
transition to progressed disease or death, with patients in the progressed disease state transitioning
to death. A one-month cycle length was used. A half-cycle correction was applied.

Clinical data | Overall survival, PFS and adverse event data for cemiplimab were from the pooled cemiplimab trials.

These were the phase 2 EMPOWER-CSCC 1 (Groups 1 to 3 and 6, n=360)%1>1! and phase 1 Study 1423
(n=26).% 12 The clinical data for comparators were from retrospective US studies. Jarkowski et al. 2016
was used to inform overall survival and PFS data for the chemotherapy treatment arm (n=18).% Sun et
al., 2019 was used to inform the overall survival clinical data for BSC (n=20).”

Extrapolation

The base case analysis considered a naive comparison using independent extrapolations fitted directly
to the data for cemiplimab and comparator treatments. Cemiplimab overall survival and PFS were
modelled with the log-normal and second order fractional polynomial (power p1=0 p2=-1)
distributions, respectively. Chemotherapy overall survival and PFS were modelled with the Gompertz
and Weibull distributions, respectively. BSC overall survival was modelled using the log-logistic
distribution. The treatment effect of cemiplimab was assumed to last for a total of five years, and
after this point, the hazard rate was switched to the chemotherapy hazard rate. Time on treatment
for cemiplimab was modelled using PFS. There was a 24-month stopping rule in the model for
cemiplimab treatment.

Quality of The utility values were derived from EORTC-QLQ-C30 data from the phase 2 EMPOWER-CSCC 1 study
life (Groups 1 to 3) mapped to EQ-5D values.?®
Costs and The model included medicine acquisition, administration, adverse events, disease management (pre-

resource use

progression and progressed disease) and terminal care. Resource use was estimated from clinician
input.

PAS

A Patient Access Scheme (PAS) was submitted by the company and assessed by the Patient Access
Scheme Assessment Group (PASAG) as acceptable for implementation in NHSScotland. Under the
PAS, a discount was offered on the list price.

Abbreviations: BSC = Best supportive care; CSCC = cutaneous squamous cell carcinoma; EORTC-QLQ-C30 =European

Organisation For Research And Treatment Of Cancer Core Quality of Life questionnaire; EQ-5D = European Quality of

Life Five Dimension; PFS = progression free survival

6.2. Results

The base case results are presented in Tables 6.2 and 6.3. These include the PAS discount for

cemiplimab. In the chemotherapy comparison, the majority of the incremental quality adjusted

life year (QALY) gain for cemiplimab was in the progressed disease health state. The majority of

the incremental cost was from the acquisition of cemiplimab. In the BSC comparison, the majority
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of incremental QALY gain for cemiplimab was in the pre-progression health state. The majority of
the incremental cost for cemiplimab was from the cost of pre-progression disease management
(cemiplimab acquisition costs were second).

Table 6.2: Base case results — Chemotherapy comparator

Treatment ICER
Cemiplimab versus chemotherapy £40,359

Abbreviations: ICER: Incremental cost-effectiveness ratio

Table 6.3: Base case results — BSC comparator

Treatment ICER
Cemiplimab versus BSC £36,519

Abbreviations: ICER: Incremental cost-effectiveness ratio
6.3. Sensitivity analyses

Key scenario analyses are summarised in Table 6.4. These results include the PAS discount for
cemiplimab. The largest incremental cost-effectiveness ratio (ICER) changes were from reducing
the time horizon, extending the stopping rule, and using alternate utility values.

Table 6.4: Scenario analyses

. Base case Scenario ICER versus ICER versus
# Scenario
value value chemotherapy BSC
Base case £40,359 £36,519
1 Time horizon 30 vyears 10 years £47,497 £41,738
o | Comparative Naive sTC £37,899 £37,485
efficacy
3 | Treatment | onths | 36 months £48,259 £41,047
stopping rule
a4 | PPSCUNVE= 1 o6 1) | Lognormal £39,942 £36,266
cemiplimab
5 0s c.ur.ve B Lognormal | Loglogistic £41,219 £36,917
cemiplimab
g | FPFScurve- Weibull | Loglogistic £41,498 £37,163
chemotherapy
7 OS curve — Gompertz Lognormal £44,220 £41,747
chemotherapy
Cemiplimab Equal to ,’::é:::r(n_reor}t
8 time on time to HR applied £36,821 £34,492
treatment progression to PFS)
Longworth
9 Utility etal. | NicETA473 | £51,712 £44,800
mapping
algorithm
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Jarkowski
10 | BSC efficacy Sun et al. et al. (PFS £40,359 £45,789
and OS)
24 months
Combined and
treatment Longworth 36 months
11 . and NICE £61,835 £50,355
stopping rule et al.
- . TA473
and utility mapping
algorithm
Combined 36 months
treatment 24 months and
12 | stoppingrule | andSunet | Jarkowski £48,259 £53,711
and BSC al. (PFS and
efficacy 05S)
Combined
treatment
stopping rule | 24 months | 36 months
13 and and naive and STC £44,820 £42,260
comparative
efficacy

Abbreviations: BSC = Best supportive care; FP = Fractional polynomial; HR = Hazard ratio; ICER = Incremental cost-
effectiveness ratio; Inc = Incremental; NICE = National Institute for Health and Care Excellence; OS = Overall survival;
PFS = Progression-free survival; STC = Simulated treatment comparison; ToT = Time on treatment.

6.4. Key strengths

e The extrapolations used the most recent cemiplimab individual patient level data, drawn from
the phase 2 EMPOWER-CSCC 1 (Group 1 to 3, March 2022/Group 6 October 2021 data cut-off)
and phase 1 Study 1423 (April 2019 data cut-off). These used later data from a larger sample
size than SMC2216, which was from EMPOWER-CSCC 1 (Groups 1 to 3, October 2018 data cut-
off).

e The three state partitioned survival model was a suitable model, and facilitated the use of
time-to-event endpoints collected in the cemiplimab trials, reflecting disease progression.

e Comprehensive selection of variables considered in one-way deterministic sensitivity analysis.

6.5. Key uncertainties

e SMC statistical feedback highlighted several areas of uncertainty in the approach taken by the
submitting company to fit parametric models, highlighting that the approach did not follow
National Institute for Health and Care Excellence (NICE) Decision Support Unit (DSU) Technical
Support Documents (TSD) 14 and 21 to a significant extent.!® Firstly, the choice of parametric
models was not standard, with several standard parametric models and flexible spline models
omitted. Secondly, there was uncertainty in the methods used to apply the STC extrapolations
in the scenario analysis. Thirdly, it was not clear if independent extrapolations were necessary
in each arm, and that dependent models could have been explored. Although the alternate
extrapolation distributions showed limited variation in the ICER (Scenarios 4 to 7), they were
subject to those available from the submitting company.
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There was a lack of robust comparative evidence comparing cemiplimab to chemotherapy or
BSC, with comparative data drawn from small populations in US retrospective studies in an
unanchored (no linking treatment) indirect treatment comparison. In the base case, a naive
comparison fitting independent extrapolations was used to compare cemiplimab to the two
comparators. As an alternate consideration, adjustments to cemiplimab data were performed
using an STC, generating an ICER of £37,899 in the chemotherapy comparison and £37,485 in
the BSC comparison (Scenario 2). SMC statistical feedback viewed the use of naive
extrapolations in the base case as reasonable, but noted it still appropriate to explore
population-adjusted cemiplimab efficacy and highlighted that the submitting company’s
arguments for selecting the STC approach over the MAIC were not compelling. As no alternate
ICER was provided using the MAIC approach there remained some uncertainty in the choice of
STC, although MAIC outcome extrapolations provided indicative evidence this uncertainty may
be limited. However, regardless of the methods used, comparative evidence was drawn from
small populations in US retrospective studies, creating uncertainty in the evidence base that is
challenging to resolve. The issues of robust comparative evidence were highlighted in
SMC2216, and uncertainties remain in this area.

The utility values used in the economic model were higher than the treatment independent
utilities of NICE TA473 of 0.67 (pre-progression) and 0.52 (progressed disease).!” If using these
utility values the ICER increased to £51,712 against chemotherapy and £44,800 against BSC
(Scenario 9). Although utility values decreased slightly from SMC2216 easing the previously
noted limitation, they remained high and close to the general population levels in pre-
progression. The use of alternate utility values, from a head and neck cancer population,
highlighted the potential upward variation in the ICER.

There were no PFS outcome data available for BSC.” Using PFS and overall survival outcomes
for chemotherapy?® as a proxy for BSC outcomes resulted in an increased ICER of £45,789
against BSC.

There is no clinical stopping rule, but the economic base case applied a 24-month stopping rule
to cemiplimab that capped acquisition costs. An extended 36-month stopping rule was
considered, increasing the ICER to £48,259 against chemotherapy and to £41,047 against BSC
(Scenario 3) with combined scenarios also explored (Scenarios 11 to 13). However, the number
of patients receiving cemiplimab for longer than 24 months is expected to be low, with 3.6%
and 0.3% of patients exceeding 24 months and 36 months of treatment, respectively, in the
pooled cemiplimab studies.

Other data were also assessed but remain confidential. *
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7. Conclusion

The Committee considered the benefits of cemiplimab in the context of the SMC decision
modifiers that can be applied when encountering high cost-effectiveness ratios and agreed that
the criterion for the absence of other treatments of proven benefit was satisfied. In addition, as
cemiplimab is an orphan equivalent medicine, SMC can accept greater uncertainty in the
economic case.

After considering all the available evidence, the output from the PACE process, and after
application of the appropriate SMC modifiers, the Committee accepted cemiplimab for use in
NHSScotland.

8. Guidelines and Protocols

The Scottish Intercollegiate Guidelines Network (SIGN) published the Management of primary
cutaneous squamous cell carcinoma; A national clinical guideline (SIGN 140) in June 2014
(revalidated in June 2017).3

The British Association of Dermatologists (BAD) originally published multi-professional guidelines
for the management of the patient with primary cutaneous squamous cell carcinoma in 2002.18
The guidance was updated in November 2020.°

The European Dermatology Forum (EDF), the European Association of Dermato-Oncology (EADO),
and the European Organisation for Research and Treatment of Cancer (EORTC) published
Diagnosis and treatment of invasive squamous cell carcinoma of the skin: European consensus
based interdisciplinary guideline in 2015.8 The guidance was updated in 2020.°

9. Additional Information

9.1. Product availability date
July 2019.

Table 9.1 List price of medicine under review

Medicine Dose regimen Cost per year (£)

Cemiplimab 350mg intravenous infusion every three weeks until 80,600
disease progression.

Costs from BNF online on 07 August 2023. Costs do not take any patient access schemes into consideration.
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10. Company Estimate of Eligible Population and Estimated Budget
Impact

The submitting company estimated there would be 81 patients eligible for treatment with
cemiplimab in year 1, with 82 patients in year 5 to which confidential estimates of treatment
uptake were applied.

SMC is unable to publish the with PAS budget impact due to commercial in confidence issues. A
budget impact template is provided in confidence to NHS health boards to enable them to
estimate the predicted budget with the PAS.

Other data were also assessed but remain confidential.*
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*Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the SMC on
quidelines for the release of company data into the public domain during a health technology
appraisal:https://www.scottishmedicines.org.uk/about-us/policies-publications/

Medicine prices are those available at the time the papers were issued to SMC for consideration.
SMC is aware that for some hospital-only products national or local contracts may be in place for
comparator products that can significantly reduce the acquisition cost to Health Boards. These
contract prices are commercial in confidence and cannot be put in the public domain, including via
the SMC Detailed Advice Document. Area Drug and Therapeutics Committees and NHS Boards are
therefore asked to consider contract pricing when reviewing advice on medicines accepted by
SMC.

Patient access schemes: A patient access scheme is a scheme proposed by a pharmaceutical
company in order to improve the cost-effectiveness of a medicine and enable patients to receive
access to cost-effective innovative medicines. A Patient Access Scheme Assessment Group
(PASAG), established under the auspices of NHS National Services Scotland reviews and advises
NHSScotland on the feasibility of proposed schemes for implementation. The PASAG operates
separately from SMC in order to maintain the integrity and independence of the assessment
process of the SMC. When SMC accepts a medicine for use in NHSScotland on the basis of a
patient access scheme that has been considered feasible by PASAG, a set of guidance notes on the
operation of the scheme will be circulated to Area Drug and Therapeutics Committees and NHS
Boards prior to publication of SMC advice.
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Advice context:
No part of this advice may be used without the whole of the advice being quoted in full.

This advice represents the view of the Scottish Medicines Consortium and was arrived at after
careful consideration and evaluation of the available evidence. It is provided to inform the
considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in
determining medicines for local use or local formulary inclusion. This advice does not override the
individual responsibility of health professionals to make decisions in the exercise of their clinical
judgement in the circumstances of the individual patient, in consultation with the patient and/or
guardian or carer.
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