
Vol.:(0123456789)

Clinical and Translational Oncology 
https://doi.org/10.1007/s12094-024-03583-5

BRIEF RESEARCH ARTICLE

Access to systemic treatment of non‑melanoma skin cancer in Spain: 
a survey analysis

Pablo Cerezuela‑Fuentes1 · Maria Gonzalez‑Cao2  · Teresa Puertolas3 · Jose Luis Manzano4 · Cayetana Maldonado5 · 
Oriol Yelamos6 · Miguel A. Berciano‑Guerrero7 · Juan Martin‑Liberal8 · Eva Muñoz‑Couselo9 · Enrique Espinosa10,11 · 
Ana Drozdowskyj1 · Alfonso Berrocal12 · Ainara Soria13 · Ivan Marquez‑Rodas14 · Salvador Martin‑Algarra15 · 
Maria Quindos16 · Susana Puig11,17 · for the Spanish Melanoma Group (GEM)

Received: 6 May 2024 / Accepted: 20 June 2024 
© The Author(s), under exclusive licence to Federación de Sociedades Españolas de Oncología (FESEO) 2024

Abstract
Background Novel and highly effective drugs for non-melanoma skin cancer (NMSC) improve patient outcomes, but their 
high cost strains healthcare systems. Spain’s decentralized public health system, managed by 17 autonomous communities 
(AaCc), raises concerns about equitable access.
Methods A cross-sectional survey (July–September 2023) was sent to Spanish Multidisciplinary Melanoma Group (GEM 
Group) members to assess access to new drugs.
Findings Fifty physicians from 15 Spanish AaCc responded to the survey. Access for drug with approved public reimburse-
ment, Hedgehog inhibitors in basal-cell carcinoma and anti PD-L1 antibody in Merkel carcinoma, was observed in 84% and 
86% of centers, respectively. For other EMA-approved treatments, but without reimbursement in Spain access decreased to 
78% of centers. Heterogeneity in access was mainly observed intra regions.
Conclusion Unequal financial support for drugs for NMSC with creates a patchwork of access across Spanish hospitals, with 
variations even within the same AaCc.
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Introduction

Non-melanoma skin cancer (NMSC) is the most common 
type of cancer in humans. Rates of NMSC in Spain have 
been on a continuous rise in recent years. In fact, Spain sees 
a staggering 10.85 new NMSC cases per 100,000 inhabit-
ants every year, significantly higher than other European 
countries. Most of the cases are curable with surgery or local 
therapies, so the mortality is low, and advanced stages are 
uncommon. There are no official specific data on the num-
ber of advanced NMSC cases in Spain. The 5-year survival 
rate for advanced NMSC is around 50%, while the 5-year 
survival rate for early stage NMSC is over 95%. Mortality 
rates associated with NMSC in Spain were reported as 1.27 
per 100,000 inhabitants in 2018 (95% CI 1.16–1.39) for the 
overall population [1].

Recent advancements in systemic therapies for NMSC 
include immunotherapy and targeted therapies [2, 3]. 

However, their high cost creates challenges for patients seek-
ing access to these active medications. Recently, the Euro-
pean Federation of Pharmaceutical Industries Associations 
(EFPIA) survey indicates that only 28% of cancer drugs 
approved by European Medicines Agency (EMA) between 
2018 and 2021 are fully available in Spain [4].

Spain’s public healthcare system is universal and operates 
through 17 regional health ministries, one for each Autono-
mous Community (AC). The national Spanish Agency of 
Medicines and Medical Devices (AEMPS) regulates drug 
approval, while the Inter-Ministerial Commission for Medi-
cines Pricing (CIPM) sets pricing and reimbursement. Ulti-
mately, each AC government decides on and finances drug 
costs. This decentralized system, can lead to significant dis-
parities in patient access to treatment depending on their 
residence. The Spanish Society of Oncology (SEOM) [5], 
patient group societies [6], and scientific societies [7] have 
all raised concerns about equity and sustainability within 
this healthcare system.
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While the high cost of new drugs is a concern, limited 
research has investigated how Spain’s decentralized health-
care system impacts access to these therapies for patients 
with NMSC. This study aims to described which is the situ-
ation of access to new drug for NMSC in Spain and if there 
are disparities in drug access across the country.

Methods

Study population and survey design

A cross-sectional survey was conducted between July and 
September 2023. The survey was electronically distributed 
to all members of the Spanish Melanoma Group (GEM) at 
hospitals across all Spanish AaCs. Only physicians with pre-
scribing privileges for systemic cancer therapies were eli-
gible to complete the anonymous questionnaire. The survey 
collected data on demographics, clinical practice settings, 
hospital characteristics, and physician access to NMSC treat-
ments. The survey included items regarding access outside 
of clinical trials for these therapies in advanced-stage cuta-
neous squamous-cell carcinoma (CSC), basal-cell carci-
noma (BCC), and immunotherapy for Merkel cell carcinoma 
(MCC).

Statistical analysis

All survey responses were subjected to descriptive analysis, 
categorized by AaC to identify potential regional variations. 
Additionally, subgroup analyses were performed to assess 
potential influences from prescribing physician character-
istics (sex, age, and specialty) and hospital characteristics 
(public/private, tertiary/community, and city population 
size). Statistical analysis software SAS version 9.4 was used 
for this purpose.

Results

Among the 56 GEM physicians who responded to the sur-
vey, 50 prescribed systemic drugs for NMSC and were 
eligible for the final analysis. The final cohort included 
50 hospitals from 15 Autonomous Communities (AaCc). 
Most participants were from public centers (n = 46, 92%), 
with only four private centers (8%) participating (two each 
in Catalonia and Madrid). The median participant age was 
43 years (range 32–65), and 54% (n = 30) were women. The 
median number of participating centers per AaC was two 
(range 1–12). Nine AaCc had two or more participating cent-
ers (Table 1). No significant differences in drug access were 
observed based on prescriber age, sex, hospital type, or city 
population size.

Treatments options for cutaneous squamous‑cell 
carcinoma (CSC) patients

Treatment options for CSC patients with advanced or 
metastatic disease, or lesions not amenable to surgery or 
radiotherapy, include the targeted therapy cetuximab [8] 
and immunotherapy with anti-PD-1 antibodies (primar-
ily cemiplimab [9], pembrolizumab [10], and nivolumab 
[11]). Cemiplimab,  Libtayo®, received EMA approval in 
2019 for treating advanced CSC. However, there is cur-
rently no national reimbursement agreement for these 

Table 1  Participant characteristics

Characteristics of physicians that answered the questionnaire and 
their centers

Total 50
Physician speciality, n (%)
 Dermatology 10 (20.00)
 Medical oncology 40 (80.00)

Physician sex,  n (%)
 Men 22 (44.00)
 Women 27 (54.00)
 No answer 1 (2.00)

Physician age, median (range) 43 (32–64)
Hospital type,  n (%)
 Private 4 (8.00)
 Public 46 (92.00)

Hospital complexity,  n (%)
 Comunitary 5 (10.00)
 Terciary 45 (90.00)

Number of participant centers per AACC, n (%)
 Andalusia 11 (22.00)
 Aragon 2 (4.00)
 Asturias 1 (2.00)
 Basque Country 0 (0.00)
 Canary Islands 3 (6.00)
 Cantabria 2 (4.00)
 Castile la Mancha 1 (2.00)
 Castile Leon 1 (2.00)
 Catalonia 6 (12.00)
 Extremadura 1 (2.00)
 Galicia 2 (4.00)
 Madrid 11 (22.00)
 Murcia 3 (6.00)
 Navarre 1 (2.00)
 Valencia 5 (10.00)

Number of participant centers according to city inhabit-
ants,  n (%)

 200,000–500,000 inhabitants 19 (38.00)
 More than 500,000 inhabitants 26 (52.00)
 Less than 200,000 inhabitants 5 (10.00)



Clinical and Translational Oncology 

treatments in Spain. Despite this, some Autonomous 
Communities (AaCc) and even individual hospitals within 
these regions have authorized the use of anti-PD-1 anti-
bodies for these patients with advanced CSC.

Our survey revealed that 39 out of 50 hospitals (78%) 
reported having access to anti-PD1 antibody treatment for 
CSC. Notably, some centers within regions like Extrema-
dura, Asturias, Catalonia, Valencia, Andalusia, and Aragon 
lacked access, despite other centers in those same regions 
having it. This suggests that access disparities may not be 
solely driven by regional policies (Fig. 1a).

Access to cetuximab was lower, with only 34 out of 
50 hospitals (68%) reporting availability. Like anti-PD1 
antibodies, access disparities were observed within some 
regions (Extremadura, Andalusia, Valencia, Madrid, and 
Catalonia). One hospital was unsure about access to anti-
PD1 antibodies, and seven were unsure about access to 
cetuximab (Fig. 1b).

Treatments options for patients with basal‑cell 
carcinoma (BCC)

Currently, the treatment options for patients with advanced 
locorregional or metastatic BCC include Hedgehog inhibi-
tors (HHIs) that block a key pathway [12] and that are EMA-
approved -vismodegib  (Erivedge®, 2013) and sonidegib 
 (Odomzo®, 2015) [13]—and Anti-PD-1 antibodies with 
two EMA-approved options that are cemiplimab  (Libtayo®, 
2018) and pembrolizumab  (Keytruda®, 2014) for patients 
after failure to HHIs or intolerant to HHIs [14, 15].

In Spain, HHIs are reimbursed for first-line advanced or 
metastatic BCC, but there is no reimbursement agreement 
for anti PD-1 antibodies in BCC.

According to our study, there was access to Hedgehog 
inhibitors (HHIs) in 42 out of 50 hospitals (84%). Centers 
that answered that had no access were in Extremadura, 
Catalonia, and Madrid. However, within these regions, 
there were also hospitals that reported having access, sug-
gesting potential discrepancies in access or reporting. One 
hospital was unsure about access to HHIs (Fig. 2a).

Relating to anti-PD-1 antibodies, there was access in 
39 out of 50 hospitals (78%) for advanced BCC. Cent-
ers without access were located in Extremadura, Asturias, 
Catalonia, Valencia, Andalusia, and Aragon. Like HHIs, 
there were instances of conflicting access reports within 
the same regions. Eleven hospitals were unsure about 
access to anti-PD-1 antibodies (Fig. 2b).

Treatments options for patients with Merkel cell 
carcinoma (MCC)

Patients with advanced MCC have one main treatment 
option consisting in immunotherapy with anti-PD-1 anti-
bodies [16]. The EMA-approved anti-PD-L1 antibody 
for MCC is avelumab  (Bavencio®), approved in 2017. In 
Spain, avelumab is reimbursed for this indication.

According to our survey, 43 out of 50 hospitals (86%) 
reported having access to immunotherapy. There were two 
hospitals where specialists were unsure about access to 
immunotherapy (the only hospital representing Asturias in 
the survey and one of the 11 hospitals in the Community 
of Madrid). All centers without access were in Andalusia, 
despite other hospitals in the same region reporting access 
(Fig. 3).

Fig. 1  Access to therapies for advanced cutaneous squamous-cell car-
cinoma (CSC). a Access to anti PD-1 antibodies. b Access to cetuxi-
mab. Percentage of centers in every AACC were marked in red when 
there was no access (public centers), gray when there was full access 

(public centers), blue when there was full access (private centers), 
pink no access (private centers), and brown if the specialist answered 
they did not known. pu public hospital, pr private hospital
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Discussion

Our findings revealed a heterogeneous landscape of access, 
with reimbursement status playing a significant role. For 
public reimbursed therapies, higher availability across 
treatment centers was observed.

Interestingly, access to non-reimbursed therapies for 
NMSC appeared to be higher compared to similar situ-
ations observed in other tumor types, such as melanoma 
[17]. This disparity could be attributed to the relatively 
low prevalence of advanced NMSC and the limited avail-
ability of alternative treatment options. Consequently, 
some treatment centers appear to demonstrate greater flex-
ibility regarding access to non-reimbursed drugs, with a 
significant portion, nearly 78%, reporting access to anti-
PD-1 antibodies for BCC and SCC. However, the lack of 
reimbursement for certain NMSC therapies introduces 

challenges. When therapies lack established reimburse-
ment, access becomes more dependent on subjective cri-
teria and individual center policies. This can potentially 
lead to inequities in patient care, with access to potentially 
active treatments varying based on location and institu-
tional policies.

While access patterns varied across regions, there was no 
clear indication that regional policies were the sole determi-
nant of access disparities. Some regions now have a central 
committee to make decisions on drugs with pending finan-
cial decisions. Although we think that this is a first step in 
the right direction, there are still major differences among 
regions. Quick decisions about financing would be the best 
way to guarantee equal access throughout the country.

A small yet concerning proportion of physicians (2–4% 
for specific NMSC subtypes) exhibited uncertainty regard-
ing reimbursement details. This highlights the potential 
need for improved communication and education initiatives 

Fig. 2  Access to therapies for advanced basal-cell carcinoma (BCC). 
a Access to HHIs. b Access to anti PD-1 antibodies. Percentage of 
centers in every AACC were marked in red when there was no access 
(public centers), gray when there was full access (public centers), 

blue when there was full access (private centers), pink no access 
(private centers), and brown if the specialist answered they did not 
known. pu public hospital, pr private hospital

Fig. 3  Access to anti PD-L1 
antibody treatment for advanced 
Merkel cell carcinoma (MCC). 
Percentage of centers in every 
AACC were marked in red 
when there was no access in 
public hospitals, gray when 
there was full access, and yel-
low when there was access only 
for exceptional cases. pu public 
hospital, pr private hospital
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targeting healthcare professionals to ensure accurate knowl-
edge of reimbursement policies for novel NMSC treatments.

Additionally, educational initiatives targeting healthcare 
professionals could also play a crucial role. These efforts 
can help ensure that all patients receive optimal treatment 
options, regardless of location of patients.

Although this study is subject to limitations inherent to 
survey-based research, including potential response bias and 
the accuracy of self-reported dada, it highlights the com-
plex landscape of access to novel NMSC therapies within 
the Spanish healthcare system. While public reimbursed 
therapies are generally available, disparities in access exist 
for non-reimbursed options. Addressing these disparities 
through further research, policy changes, and educational 
initiatives is crucial to ensure equitable access to these 
potentially active treatments for all patients with advanced 
NMSC.
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