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ABSTRACT: 

actinic keratosis is a skin disease with the potential to progress to cutaneous squamous cell carcinoma, making its 

treatment essential. However, the last update of the Spanish adaptation of the European clinical guidelines dates back to 

2014. This document includes the recommendations agreed upon by 75 primary care and dermatology experts on the 

optimal management of patients with actinic keratosis. In general, early and detailed diagnosis of actinic keratosis using 

dermoscopy and referral to dermatology is recommended, especially in high-risk patients. Regarding treatment, experts 

recommend the use of treatments adapted to the degree and extent of the injuries, highlighting the use of molecules such 

as 5-fluorouracil for isolated and field of cancerization injuries, as well as tirbanibulin for grade 1 and 2 isolated and field 

of cancerization injuries. These consensual recommendations seek to serve as a clinical guide on the routine management 

of patients with actinic keratosis. 
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INTRODUCTION 

Actinic keratosis (AK) is a chronic dermatologic disease caused by the intradermal proliferation of 

atypical keratinocytes following prolonged exposure to ultraviolet radiation¹. Patients present with 

erythematous lesions of variable color—ranging from light to reddish or pigmented—and with a 

rough texture, typically located in sun-exposed areas such as the face, neck, and dorsal hands². The 

prevalence of AK in Spain is difficult to determine due to regional variability³, but it is estimated to 

be above 15%, similar to other European regions⁴. 

AK is more common in men, older individuals, those with fair skin, and those with a history of chronic 

sun exposure⁵. Importantly, affected cells have the potential to transform into cutaneous squamous 
cell carcinoma (cSCC), the 2nd most common skin cancer worldwide⁶. This risk varies according to 
time, number of lesions, and the patient’s immune status⁷. However, the absence of treatment leads 
to progression to cSCC in approximately 20% of cases, and 60% of cSCCs arise in areas affected by 

AK⁸⁻⁹. Diagnosis is based on clinical evaluation, sometimes along with histopathological analysis to 

differentiate AK from other lesions such as invasive cSCC, and to distinguish pigmented AK from 

lentigo maligna¹⁰⁻¹¹. Although this diagnosis can be performed in primary care, in Spain it is 

predominantly established in specialized dermatology settings³⁻¹², accounting for 28.6% of 
dermatologic consultations¹³. In terms of pathology, patients may present with isolated lesions or field 

cancerization. AK is categorized into 3 grades of severity: grade 1 and grade 2 denote atypical 

keratinocytes occupying the lower third and the lower two-thirds of the epidermis, respectively; grade 
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3 refers to thick hyperkeratotic plaques extending beyond two-thirds of the epidermis, associated with 

a higher probability of progression to cSCC. Nonetheless, all AKs, from grade 1 to grade 3, have the 

potential to evolve into cSCC²⁻¹⁴. 

The primary endpoint of AK treatment is to eliminate clinical lesions to prevent progression to cSCC 

and to reduce the formation of new lesions within the field cancerization area¹⁵⁻¹⁶. When lesions are 
few in number and/or isolated, ablative treatments are typically used, with cryosurgery or cryotherapy 

being more frequent than curettage combined with electrocoagulation. Conversely, in patients with 

extensive involvement, dynamic photodynamic therapy and topical treatments—such as 5-

fluorouracil (5-FU), imiquimod, diclofenac, or tirbanibulin—are recommended¹⁷⁻¹⁸. However, 
treatment success depends on individual patient characteristics and on the chronic nature of the 

disease, which necessitates long-term therapies that may reduce adherence and complicate AK 

control¹⁸. 

The most recent Spanish adaptation of the European guideline for the management of AK dates back 

to 2014¹⁹. More recently, a multidisciplinary expert consensus from several European dermatology 
associations issued updated recommendations for the diagnosis and treatment of AK. Among these, 

individualized strategies are strongly emphasized, especially for patients at higher risk of developing 

cSCC, such as immunosuppressed individuals²⁰. For this reason, the present study aimed to update 
diagnostic and therapeutic recommendations for the optimal management of patients with AK. 

MATERIALS AND METHODS 

The study was conducted in several phases: literature review, focus group, and Delphi consultation. 

Literature review 

We conducted an organized review of the literature to identify available evidence regarding AK 

management using the Medline/PubMed international database. Searches employed filters and 

Medical Subject Headings (MeSH) combined with open search terms and Boolean connectors “OR” 
and “AND.” Additionally, a structured manual search of grey literature was performed on the 
websites of leading scientific societies such as the Spanish Academy of Dermatology and 

Venereology (AEDV), the Spanish Society of Primary Care Physicians (SEMERGEN), and the 

European Association of Dermato-Oncology, among others. Articles published in English or Spanish 

within the last 10 years (2014–2024) were included. Exclusion criteria were commentaries, letters to 

the editor, editorials, book chapters, and publications unrelated to AK. 

Focus group 

A total of 6 experts in AK management (3 in dermatology and 3 in primary care) formed the scientific 

committee and focus group. With the support of a moderator, the group reviewed the collected 

evidence to develop the questionnaire used in the Delphi consultation. The focus group also 

formulated the final list of recommendations based on the consensus statements. 
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Delphi consultation 

Questionnaire 

The questionnaire comprised 4 sections: 1) sociodemographic and professional characteristics (6 

items); 2) diagnosis of AK (21 statements); 3) referral criteria and pathways (13 statements); and 4) 

therapeutic management (66 statements). 

Consultation and panelists 

The Delphi consultation was directed at primary care physicians and dermatologists with at least 2 

years of experience managing AK within the public Spanish National Health System. The 

consultation was conducted over 2 consecutive rounds, where panelists rated their level of agreement 

with each statement using a 7-point Likert scale (1 = strongly disagree; 7 = strongly agree). A 

consensus threshold of 70% agreement (Likert 6–7) or disagreement (Likert 1–2) was established. 

Statements not reaching consensus in the first round were reassessed in the second round. 

Panelists were identified and invited to participate by SEMERGEN and AEDV, and those who agreed 

received the questionnaire electronically. 

RESULTS 

A total of 75 experts completed the 1st round and 68 completed the 2nd (90.7% response rate). Their 

characteristics are detailed in Table 1. 

In the Delphi survey, 70 of the 100 statements presented (70%) reached consensus. All statements 

related to the diagnosis of AK (21) and the referral criteria and pathways (13) achieved consensus 

(Supplementary Tables 1 and 2). Similarly, of the 66 statements proposed regarding therapeutic 

management, 36 (54.5%) reached consensus (including 4 statements with consensus in disagreement) 

(Supplementary Tables 3–8). The final list of recommendations is shown in Table 2. 

DISCUSSION 

Recommendations on the diagnosis of patients with AK 

Spanish and European clinical practice guidelines emphasize the need to perform histopathological 

analyses when diagnosing lesions suspected of progressing to cutaneous squamous cell carcinoma 

(cSCC)¹⁹˒²⁰. This recommendation is particularly relevant in cases of actinic cheilitis, which has a 
malignant transformation rate between 10% and 30% and accounts for 95% of cSCCs arising on the 

lips²¹. The panelists reached consensus on these aspects, including the management of actinic 

cheilitis—an aspect not addressed in the latest Spanish adaptation of the European clinical practice 

guidelines on the management of AK¹⁹. 

In addition, the panelists recommended collecting sociodemographic information and the patient’s 
health history. This aligns with findings from the Rotterdam Study, in which male sex, age olde than 
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70 years, fair skin phototype, a prior history of skin cancer, and residence in regions with high sun 

exposure were identified as significant risk factors for AK⁵. 

Consistent with these risk factors, it is essential to consider associated symptoms and their clinical 

implications. A prospective study demonstrated that manifestations such as pruritus, pain, bleeding, 

or changes in lesion size occur in 20–50% of patients with cSCC¹¹. In this context, panelists 

recommend assessing these signs and symptoms using the “5R + R” methodology proposed by 
Domínguez-Cruz et al., which facilitates a simple and systematic approach to diagnosing AK and 

detecting potential progression to cSCC²². Similarly, to identify the presence of field cancerization, 

the panelists advise evaluating the number of lesions and the adjacent photodamaged skin, which is 

consistent with a previous consensus that highlighted the ambiguity surrounding the definition of 

field cancerization in the literature and advocated for the use of anatomical indicators as evaluation 

criteria²³. 

Complementing these considerations, diagnostic support tools play a crucial role. In line with the 

conclusions of the above-mentioned consensus (Figueras Nart et al.), the panelists recommend the 

use of dermoscopy in primary care, as it facilitates distinguishing AK from other conditions such as 

superficial basal cell carcinoma¹⁹. Combining dermoscopy with appropriate training optimizes 
clinical diagnosis and helps determine the need for early referral to dermatology²⁴˒²⁵. However, 
widespread dermoscopy use still faces limitations, such as insufficient equipment availability²⁶. 

The use of telemedicine tools has expanded exponentially, especially in dermatology, due to the 

increasing number of consultations and advances in digital imaging²⁷. Teledermoscopy is widely 
recommended because it significantly improves diagnostic accuracy (92.4% with teledermoscopy vs 

62.4% without it in primary care; p < 0.001)²⁸, thereby accelerating diagnostic pathways²⁹. Experts 
recommend providing all relevant information to ensure appropriate patient referral—particularly in 

teleconsultations—such as including a dermoscopic image in addition to a clinical photograph and 

the patient’s health history²⁹˒³⁰. 

Recommendations on referral criteria and pathways 

Panelists recommend that the patient’s health record should include a clinical photograph, a 

dermoscopic photograph, previous treatments, and risk factors²˒³⁰. This recommendation aligns with 
prior dermatology guidelines and National Health Service (UK) documents³¹˒³². The authors support 
this suggestion given existing evidence of a lack of standardized referral criteria for AK patients from 

primary care to dermatology²⁶˒²⁹˒³³. In line with these guidelines, panelists advise referral especially 
for patients with risk factors such as xeroderma pigmentosum, a history of extensive sun damage, or 

lesions in anatomically complex areas (periocular region, lips)³¹–³⁴—regions that not only have higher 

malignant potential but also pose therapeutic challenges³¹˒³²˒³⁴. 

Recommendations on therapeutic management 

Because AK is considered a carcinoma in situ with the potential to progress to cSCC, previous 

guidelines recommend treating all AKs, including early or incipient lesions¹⁴˒¹⁹. In this regard, 
guidelines state that treatment of choice should be based on factors such as lesion extent and 

severity¹⁹˒³², recommending cryotherapy for isolated lesions, especially in patients with < 6 lesions 

or unresponsive to topical therapies¹⁵. A systematic review reported AK clearance rates > 70% within 

1–12 months after cryotherapy, with increased efficacy when combined with 0.5% 5-fluorouracil (5-

FU), resulting in a mean improvement of 13.3%¹⁸. Additionally, a clinical trial showed that 
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cryotherapy followed by imiquimod significantly reduced lesion numbers vs control (78 vs. 116)³⁵. 
For these reasons, both combinations were recommended by the panelists. 

Curettage is not only effective for treating isolated grade 3 lesions but also enables histopathologic 

sampling³⁶. However, panelists discouraged its use for extensive involvement, as it is a painful 
procedure requiring local anesthesia¹⁵˒³⁷ and because clinical trial evidence is limited. 

Regarding topical therapies, panelists recommended 5-FU for both isolated lesions (0.5% with 10% 

salicylic acid) and for field cancerization (4%). A meta-analysis showed lesion reductions up to 

80.1% at 3 months and 67.4% at 6 months, although efficacy is strongly influenced by treatment 

adherence, which may be affected by adverse effects such as pruritus and burning sensation³⁸. 
Notably, combining 0.5% 5-FU with 10% salicylic acid improves penetration and enhances 

therapeutic action³⁹. 

Imiquimod, at both 3.75% and 5%, was recommended for field cancerization regardless of severity. 

Reviews agree that formulation and frequency should be tailored to each patient¹⁵. The 5% 
formulation has demonstrated lesion clearance rates of up to 85%³⁸, whereas the 3.75% formulation 
shows similar efficacy with fewer adverse events⁴⁰. 

Regarding diclofenac sodium, panelists recommended its use for grade 1–2 lesions, both isolated and 

in field cancerization, highlighting that combining it with hyaluronic acid enhances drug 

penetration⁴¹. However, its use was discouraged for grade 3 lesions due to its lower efficacy (36% 
lesion reduction) vs cryotherapy (72.3%) and 5-FU (80.1%)¹⁸. For tirbanibulin, clinical trials have 

demonstrated that 1% formulations achieve complete clearance in approximately half of patients with 

mild to moderate involvement and have a favorable safety profile⁴². Accordingly, panelists 
recommended its use for grade 1–2 lesions, both isolated and in field cancerization. 

Consistent with a recent narrative review⁴³, panelists recommended photodynamic therapy (PDT) for 
patients with field cancerization. While daylight-PDT has been described as less painful⁴⁴, a recent 
meta-analysis found that although efficacy is similar to conventional PDT for isolated grade 1–2 

lesions (RR, 0.97; 95%CI, 0.91–1.04; p = 0.41), it is less effective for grade 3 lesions (RR, 0.87; 

95%CI, 0.81–9.94; p < 0.001)⁴⁵. 

Similarly, for immunosuppressed patients, panelists advised using conventional therapies such as 

cryotherapy, curettage, 5-FU, and both conventional and daylight-PDT, given the reduced efficacy 

of alternative therapies, the higher risk of cSCC, and the lack of clinical trials evaluating newer 

therapies in this population⁴⁶˒⁴⁷. 

Finally, panelists emphasized the importance of incorporating the patient’s perspective into treatment 
decisions, as motivation and engagement strongly influence adherence⁴⁸. A cross-sectional study 

showed that patients prioritize preventing AK progression to cSCC but also value cosmetic outcomes 

and treatment convenience—especially in older adults⁴⁹. In line with these observations, experts 
recommend patient education on self-examination and treatment administration, along with periodic 

follow-up, which may improve adherence and optimize therapeutic outcomes. 

CONCLUSIONS 

Panelists highlighted the importance of improving diagnostic processes in primary care to optimize 

appropriate referrals to dermatology. For treatment, they agreed on using tailored strategies based on 

patient profile and lesion type, emphasizing 0.5% 5-FU for isolated lesions and 4% 5-FU for field 
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cancerization, as well as tirbanibulin for grade 1 and 2 lesions, either isolated or in field cancerization. 

Finally, experts stressed the importance of patient education to optimize treatment adherence. This 

document may serve as a clinical guide to facilitate diagnosis, referral, and treatment of patients with 

AK in routine clinical practice. Interpretation of the findings should consider the inherent limitations 

of this study and its context within the Spanish health care system. 

Acknowledgments 

The authors would like to thank all the professionals who participated in the Delphi consultation for 

their valuable contribution to the development of this study. They also thank Outcomes’10 for 
providing methodological support and manuscript writing services. 

Funding 

This study was funded by Almirall as part of an agreement to promote independent research. The 

funding entity had no role in the design, conduct, analysis, or interpretation of the study results. 

REFERENCES 

REFERENCIAS 

 

1 Rossi R, Mori M, Lotti T. Actinic keratosis. Int J Dermatol. 2007;46 9:895-904. 
2 Puig S, Granger C, Garre A, Trullàs C, Sanmartin O, Argenziano G. Review of 
clinical evidence over 10 years on prevention and treatment of a film-forming medical 
device containing photolyase in the management of field cancerization in actinic keratosis. 
Dermatol Ther (Heidelb). 2019;9 2:259-70. 
3 Ferrándiz-Pulido C, Lera-Imbuluzqueta M, Ferrándiz C, Plazas-Fernandez MJ. 
Prevalence of actinic keratosis in different regions of spain: The epiqa study. Actas 
Dermosifiliogr (Engl Ed). 2018;109 1:83-6. 
4 George CD, Lee T, Hollestein LM, Asgari MM, Nijsten T. Global epidemiology of 
actinic keratosis in the general population: A systematic review and meta-analysis. British 
Journal of Dermatology. 2023;190 4:465-76. 
5 Flohil SC, van der Leest RJ, Dowlatshahi EA, Hofman A, de Vries E, Nijsten T. 
Prevalence of actinic keratosis and its risk factors in the general population: The rotterdam 
study. J Invest Dermatol. 2013;133 8:1971-8. 
6 Fania L, Didona D, Di Pietro FR, Verkhovskaia S, Morese R, Paolino G, et al. 
Cutaneous squamous cell carcinoma: From pathophysiology to novel therapeutic 
approaches. Biomedicines. 2021;9 2 
7 Reinehr CPH, Bakos RM. Actinic keratoses: Review of clinical, dermoscopic, and 
therapeutic aspects. An Bras Dermatol. 2019;94 6:637-57. 
8 de Oliveira ECV, da Motta VRV, Pantoja PC, Ilha CSO, Magalhães RF, Galadari H, 
et al. Actinic keratosis - review for clinical practice. Int J Dermatol. 2019;58 4:400-7. 
9 Marks R, Rennie G, Selwood TS. Malignant transformation of solar keratoses to 
squamous cell carcinoma. Lancet. 1988;1 8589:795-7. 
10 Bagazgoitia L, Cuevas J, Juarranz A. Expression of p53 and p16 in actinic 
keratosis, bowenoid actinic keratosis and bowen's disease. J Eur Acad Dermatol Venereol. 
2010;24 2:228-30. 
11 Askari SK, Schram SE, Wenner RA, Bowers S, Liu A, Bangerter AK, et al. 
Evaluation of prospectively collected presenting signs/symptoms of biopsy-proven 



Page 7 of 12

Jo
ur

na
l P

re
-p

ro
of

7 

melanoma, basal cell carcinoma, squamous cell carcinoma, and seborrheic keratosis in an 
elderly male population. J Am Acad Dermatol. 2007;56 5:739-47. 
12 Salido-Vallejo R, González-Velasco M, Guilabert M, García EI, Mira JJ. [the 
perception of care received by patients with actinic keratosis]. J Healthc Qual Res. 
2018;33 6:360-9. 
13 Ferrándiz C, Plazas MJ, Sabaté M, Palomino R. Prevalence of actinic keratosis 
among dermatology outpatients in spain. Actas Dermosifiliogr. 2016;107 8:674-80. 
14 Werner RN, Stockfleth E, Connolly SM, Correia O, Erdmann R, Foley P, et al. 
Evidence- and consensus-based (s3) guidelines for the treatment of actinic keratosis - 
international league of dermatological societies in cooperation with the european 
dermatology forum - short version. J Eur Acad Dermatol Venereol. 2015;29 11:2069-79. 
15 Dianzani C, Conforti C, Giuffrida R, Corneli P, di Meo N, Farinazzo E, et al. Current 
therapies for actinic keratosis. Int J Dermatol. 2020;59 6:677-84. 
16 (NHS) NHS. Actinic keratosis prescribing guidelines for adults. 2023.  
17 Del Regno L, Catapano S, Di Stefani A, Cappilli S, Peris K. A review of existing 
therapies for actinic keratosis: Current status and future directions. Am J Clin Dermatol. 
2022;23 3:339-52. 
18 Worley B, Harikumar V, Reynolds K, Dirr MA, Christensen RE, Anvery N, et al. 
Treatment of actinic keratosis: A systematic review. Arch Dermatol Res. 2023;315 5:1099-
108. 
19 Ferrándiz C, Fonseca-Capdevila E, García-Diez A, Guillén-Barona C, Belinchón-
Romero I, Redondo-Bellón P, et al. Adaptación española de la guía europea para la 
evaluación y tratamiento de la queratosis actínica [10.1016/j.ad.2013.11.013]. Actas 
Dermo-Sifiliográficas. 2014;105 4:378-93. 
20 Kandolf L, Peris K, Malvehy J, Mosterd K, Heppt MV, Fargnoli MC, et al. European 
consensus-based interdisciplinary guideline for diagnosis, treatment and prevention of 
actinic keratoses, epithelial uv-induced dysplasia and field cancerization on behalf of 
european association of dermato-oncology, european dermatology forum, european 
academy of dermatology and venereology and union of medical specialists (union 
européenne des médecins spécialistes). J Eur Acad Dermatol Venereol. 2024;38 6:1024-
47. 
21 Lai M, Pampena R, Cornacchia L, Pellacani G, Peris K, Longo C. Treatments of 
actinic cheilitis: A systematic review of the literature. J Am Acad Dermatol. 2020;83 3:876-
87. 
22 Dominguez-Cruz J, Ruiz-Villaverde R. The '5r + r' rule: A simple and comprehensive 
method for diagnosis of actinic keratosis. Sultan Qaboos Univ Med J. 2019;19 1:e81-e2. 
23 Figueras Nart I, Cerio R, Dirschka T, Dréno B, Lear JT, Pellacani G, et al. Defining 
the actinic keratosis field: A literature review and discussion. J Eur Acad Dermatol 
Venereol. 2018;32 4:544-63. 
24 Palacios-Martínez D, Díaz-Alonso RA. Dermatoscopia para principiantes (<span 
class="elsevierstylesmallcaps">i</span>): Características generales 
[10.1016/j.semerg.2015.11.009]. Medicina de Familia SEMERGEN. 2017;43 3:216-21. 
25 Verhoeven C, Claessens Z, Lubeek SFK, Schers HJ. Needs and challenges among 
general practitioners in the management of actinic keratosis: A qualitative study. BMC 
Primary Care. 2023;24 1:260. 
26 Salido-Vallejo R, González-Velasco M, Guilabert M, García EI, Mira JJ. La 
percepción del proceso asistencial de pacientes con queratosis actínica 
[10.1016/j.jhqr.2018.09.005]. Journal of Healthcare Quality Research. 2018;33 6:360-9. 



Page 8 of 12

Jo
ur

na
l P

re
-p

ro
of

8 

27 Romero G, Garrido JA, García-Arpa M. Telemedicina y teledermatología (i): 
Concepto y aplicaciones [10.1016/S0001-7310(08)74735-5]. Actas Dermo-Sifiliográficas. 
2008;99 7:506-22. 
28 Sola-Ortigosa J, Muñoz-Santos C, Masat-Ticó T, Isidro-Ortega J, Guilabert A. The 
role of teledermatology and teledermoscopy in the diagnosis of actinic keratosis and field 
cancerization. J Invest Dermatol. 2020;140 10:1976-84.e4. 
29 DE SE. Circuito asistencial y el rol de atención primaria y dermatología en la 
queratosis actínica.   
30 Ferrándiz L, Morales-Conde M, Fernández-Orland A, Martín-Gutiérrez FJ, Raya-
Maldonado J, Toledo-Pastrana T, et al. Teledermatology-driven topical therapy of actinic 
keratosis: A comparative study of clinical effectiveness and compliance. J Eur Acad 
Dermatol Venereol. 2018;32 12:2149-52. 
31 (NHS) NHS. Actinic keratosis prescribing guidelines for adults. 2023  
32 de Berker D, McGregor JM, Mohd Mustapa MF, Exton LS, Hughes BR. British 
association of dermatologists' guidelines for the care of patients with actinic keratosis 
2017. Br J Dermatol. 2017;176 1:20-43. 
33 Pereyra-Rodriguez JJ, Monserrat-García MT, Corbí-Llopis R, Conejo-Mir Sánchez 
J. Determinantes del tratamiento de las queratosis actínicas por médicos de atención 
primaria [10.1016/j.ad.2018.10.032]. Actas Dermo-Sifiliográficas. 2020;111 5:444-6. 
34 Richard MA, Amici JM, Basset-Seguin N, Claudel JP, Cribier B, Dreno B. 
Management of actinic keratosis at specific body sites in patients at high risk of carcinoma 
lesions: Expert consensus from the akteam™ of expert clinicians. J Eur Acad Dermatol 
Venereol. 2018;32 3:339-46. 
35 Tan JK, Thomas DR, Poulin Y, Maddin F, Tang J. Efficacy of imiquimod as an 
adjunct to cryotherapy for actinic keratoses. J Cutan Med Surg. 2007;11 6:195-201. 
36 Berman B, Amini S. Pharmacotherapy of actinic keratosis: An update. Expert Opin 
Pharmacother. 2012;13 13:1847-71. 
37 Heppt MV, Leiter U, Steeb T, Alter M, Amaral T, Bauer A, et al. S3 guideline "actinic 
keratosis and cutaneous squamous cell carcinoma"- update 2023, part 1: Treatment of 
actinic keratosis, actinic cheilitis, cutaneous squamous cell carcinoma in situ (bowen's 
disease), occupational disease and structures of care. J Dtsch Dermatol Ges. 2023;21 
10:1249-62. 
38 Samrao A, Cockerell CJ. Pharmacotherapeutic management of actinic keratosis: 
Focus on newer topical agents. Am J Clin Dermatol. 2013;14 4:273-7. 
39 Garofalo V, Geraci F, Di Prete M, Lanna C, Lozzi F, Cosio T, et al. Early clinical 
response to 5-fluorouracil 0.5% and salicylic acid 10% topical solution in the treatment of 
actinic keratoses of the head: An observational study. J Dermatolog Treat. 2022;33 
5:2664-9. 
40 Tambone S, Fargnoli MC, Capizzi R, Peris K. Clinical experience of imiquimod 
3.75% for actinic keratosis: Results from a case series. G Ital Dermatol Venereol. 
2018;153 3:333-7. 
41 Nelson CG. Diclofenac gel in the treatment of actinic keratoses. Ther Clin Risk 
Manag. 2011;7:207-11. 
42 Blauvelt A, Kempers S, Lain E, Schlesinger T, Tyring S, Forman S, et al. Phase 3 
trials of tirbanibulin ointment for actinic keratosis. N Engl J Med. 2021;384 6:512-20. 
43 Farberg AS, Marson JW, Soleymani T. Advances in photodynamic therapy for the 
treatment of actinic keratosis and nonmelanoma skin cancer: A narrative review. Dermatol 
Ther (Heidelb). 2023;13 3:689-716. 



Page 9 of 12

Jo
ur

na
l P

re
-p

ro
of

9 

44 Mei X, Wang L, Zhang R, Zhong S. Daylight versus conventional photodynamic 
therapy for the treatment of actinic keratosis: A meta-analysis of randomized controlled 
trials. Photodiagnosis Photodyn Ther. 2019;25:23-8. 
45 Mei X, Wang L, Zhang R, Zhong S. Daylight versus conventional photodynamic 
therapy for the treatment of actinic keratosis: A meta-analysis of randomized controlled 
trials. Photodiagnosis and Photodynamic Therapy. 2019;25:23-8. 
46 Heppt MV, Steeb T, Niesert AC, Zacher M, Leiter U, Garbe C, et al. Local 
interventions for actinic keratosis in organ transplant recipients: A systematic review. Br J 
Dermatol. 2019;180 1:43-50. 
47 Szeimies RM, Ulrich C, Ferrándiz-Pulido C, Hofbauer GFL, Lear JT, Lebbé C, et al. 
The "personalising actinic keratosis treatment for immunocompromised patients" (im-pakt) 
project: An expert panel opinion. Dermatol Ther (Heidelb). 2024;14 7:1739-53. 
48 Bridges JF, Hauber AB, Marshall D, Lloyd A, Prosser LA, Regier DA, et al. Conjoint 
analysis applications in health--a checklist: A report of the ispor good research practices 
for conjoint analysis task force. Value Health. 2011;14 4:403-13. 
49 Steeb T, Wessely A, von Bubnoff D, Dirschka T, Drexler K, Falkenberg C, et al. 
Treatment motivations and expectations in patients with actinic keratosis: A german-wide 
multicenter, cross-sectional trial. J Clin Med. 2020;9 5 
 

  



Page 10 of 12

Jo
ur

na
l P

re
-p

ro
of

10 

Table 1. Sociodemographic and Professional Characteristics of the Panelists 

Age in years; mean (SD) 44.9 (10.2) 

Sex; n (%)  

• Male 28 (37.3) 

• Female 47 (62.7) 

Professional profile; n (%)  

• Family and Community Medicine 16 (21.3) 

• Dermatology 30 (40.0) 

• Oncologic Dermatology 29 (38.7) 

Years of experience managing AK; mean (SD) 16.8 (9.6) 

Number of patients seen per month; mean (SD) 90.1 (91.6) 

Autonomous community of practice; n (%)  

• Andalusia 9 (12.0) 

• Aragón 6 (8.0) 

• Asturias 1 (1.3) 

• Balearic Islands 2 (2.7) 

• Canary Islands 4 (5.3) 

• Cantabria 1 (1.3) 

• Castile -La Mancha 3 (4.0) 

• Castile and León 6 (8.0) 

• Catalonia 14 (18.7) 

• Valencian Community 6 (8.0) 

• Galicia 1 (1.3) 

• Madrid 21 (28.0) 

• Navarre 1 (1.3) 

SD, standard deviation; AK, actinic keratosis. 
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Table 2. List of Recommendations 

DIAGNOSIS 

Whenever possible, the use of dermatoscopes in primary care is recommended to improve diagnostic accuracy and to provide relevant 

information for appropriate referral to dermatology, particularly when referral occurs via teleconsultation. 

In general, the diagnosis of AK should be made through physical examination, with histological diagnosis recommended only in: (1) 

cases with unclear clinical findings; (2) presence of clinical signs of progression to cutaneous squamous cell carcinoma; and/or (3) 

resistance to therapy. 

During diagnosis, it is recommended to evaluate modulating risk factors (age, skin phototype, baldness, lifestyle, occupation, 

geographic location, history of skin cancer or immunosuppression) and to document the location, number, and severity of AK lesions. 

The following clinical signs indicate possible progression of AK to cutaneous squamous cell carcinoma: (1) thickening or induration; 

(2) pain on palpation, bleeding, or ulceration; (3) rapid growth; (4) surface changes; (5) resistance to therapy; and/or (6) rapid 

recurrence after initially successful treatment. 

A patient is considered to have a field of cancerization when at least 6 AK lesions are present in a body region or field, with evidence 

of actinic skin damage and hyperkeratosis in contiguous areas. 

The use of the “5 Rs + R rule” (Red, Rough, Recurrent lesions in sun-exposed Regions receiving Radiation + Risk of malignant 

transformation) is recommended for AK diagnosis, especially in primary care. 

Training on the diagnosis and management of AK—particularly directed at primary care professionals—is recommended. 

Whenever possible, the use of teledermatology is recommended to ensure accurate and timely diagnosis and follow-up. 

REFERRAL CRITERIA 

For appropriate referral of a patient with AK via teleconsultation, it is recommended—whenever feasible—to include a clinical 

photograph, a dermoscopic image, prior treatments, and risk factors in the health record. 

Referral of a patient with AK to dermatology is recommended in the following situations: 

– immunosuppressed patients and solid-organ transplant recipients 

– patients with clinical signs of possible progression to cutaneous squamous cell carcinoma 

– patients with marked evidence of sun damage 

– diagnosis of xeroderma pigmentosum 

– multiple AK lesions in highly susceptible areas such as the face, scalp, or hands 

– AK lesions located in high-risk regions (periocular area, ears, lips) 

– uncertain diagnosis requiring specialist confirmation 

– treatment failure 

– multiple or recurrent AK lesions difficult to treat 

THERAPEUTIC MANAGEMENT 

The use of the following treatments for managing AK lesions is recommended (green) or discouraged (red) depending on lesion type 

and grade. 

Lesion Grade Isolated Lesions Lesions with Field Cancerization 

Grade 1–2 

✓ Cryosurgery 

✓ 4% 5-fluorouracil 

✓ 0.5% 5-fluorouracil with 10% salicylic 

acid 

✓ 1% tirbanibulin 

✓ 4% 5-fluorouracil 

✓ 5% imiquimod 

✓ 3.75% imiquimod 

✓ 3% diclofenac sodium with 2.5% 

hyaluronic acid 

✓ 1% tirbanibulin 

✓ Conventional photodynamic therapy 

✓ Daylight photodynamic therapy 

✗ Curettage/electrocoagulation 

Grade 3 

✓ Cryosurgery 

✓ Curettage/electrocoagulation 

✓ 0.5% 5-fluorouracil with 10% salicylic 

acid 

✓ 4% 5-fluorouracil 

✓ 5% imiquimod 

✓ 3.75% imiquimod 

✓ Conventional photodynamic therapy 

✗ Curettage/electrocoagulation 

✗ 3% diclofenac sodium with 2.5% 

hyaluronic acid 

In the case of combination treatments, the following therapies are recommended for both isolated lesions and lesions with field 

cancerization: 5-FU followed by cryosurgery, cryosurgery followed by imiquimod, or cryosurgery followed by 5-FU. 

In immunodeficient and immunosuppressed patients with AK lesions, cryosurgery, curettage, 5-fluorouracil (4% and 0.5%), and 

photodynamic therapy—both conventional and daylight—are generally recommended. 

When selecting the most appropriate treatment for AK lesions, the patient’s ability to self-administer therapy or the availability of 

caregivers/family members to do so should be taken into consideration. 

After diagnosing AK, patients should be encouraged to adopt photoprotection measures, including behavioral changes regarding sun 

exposure, the use of sunscreen and protective clothing, as well as promoting self-examination. 

Patients with AK should be followed periodically, with follow-up intervals adjusted according to the number of lesions, patient profile, 

and associated risk factors, particularly in immunodeficient and immunosuppressed patients. 

Educational and awareness campaigns are recommended to improve knowledge and prevention of AK among patients, families, and 

caregivers. 

5-FU, 5-fluorouracil. AK, actinic keratosis. 
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Supplementary Table 1. Recommendations on the Diagnosis of AK 

Statements 
Consensus 

(%) 

In general, AK diagnosis should be performed through physical examination, with histological diagnosis 

recommended only in specific cases. 
97.3 

Histological diagnosis of AK is appropriate in the following situations:  

• Unclear clinical findings 94.7 

• Presence of clinical signs of progression to cutaneous squamous cell carcinoma 98.7 

• Resistance to therapy 77.3 

For AK lesions located on the lip (actinic cheilitis), biopsy is recommended to confirm histological diagnosis when: 

• Clinical findings are unclear 96 

• Clinical signs of progression to cutaneous squamous cell carcinoma are present 98.7 

• There is resistance to therapy 89.3 

Whenever possible, a dermatoscope should be available in Primary Care to improve diagnostic accuracy and/or 

facilitate patient referral to Dermatology. 
70.7 

During diagnosis, it is recommended to assess modulating risk factors such as age, skin phototype, baldness, lifestyle, 

occupation, geographic location, history of skin cancer, or immunosuppression. 
100 

The following clinical signs indicate possible progression of AK to cutaneous squamous cell carcinoma: 

• Thickening or induration 84 

• Pain on palpation 73.3 

• Bleeding or ulceration 88 

• Rapid growth 90.7 

• Changes in lesion surface 79.4* 

• Resistance to therapy 91.2* 

• Rapid recurrence after initially successful treatment 70.7 

A patient is considered to have field cancerization if they present at least 6 AK lesions per body region/field and 

evidence of actinic damage with hyperkeratosis in contiguous areas. 
82.7 

The 5 R + R rule (Red lesions, Rough, Recurrent, in cephalic Region and sun-exposed to Radiation + Risk of 

malignant transformation) is recommended for AK diagnosis. (22) 
76 

During diagnosis, it is recommended to document the location, number, and severity of AK lesions to facilitate 

follow-up and evaluate treatment response. 
90.7 

Training on AK diagnosis and management is recommended, especially for Primary Care professionals. 90.7 

Teledermatology is appropriate to provide more efficient and agile diagnosis and follow-up. 73.3 

Bold values indicate consensus (Agreement–green, Disagreement–red). * Consensus reached in the second Delphi round. 

AK: actinic keratosis. 

 

Supplementary Table 2. Recommendations on Referral Criteria and Pathways 

Statements Consensus (%) 

For the management of patients with AK, referral from Primary Care to Dermatology is recommended in patients who are: 

• Immunosuppressed and solid organ transplant recipients 92 

• Showing clinical signs of possible progression to cutaneous squamous cell carcinoma 100 

• With strong evidence of sun damage 79.4* 

• With xeroderma pigmentosum 97.3 

• With multiple AK lesions in sensitive areas such as the face, scalp, or hands 72 

• With AK in periocular region, ears and/or lips (refs. 32,34) 78.7 

• With uncertain diagnosis 100 

• With treatment failure 88 

• With multiple or recurrent AK lesions that are difficult to treat 97.3 

For appropriate referral of an AK patient through teleconsultation, whenever possible, the clinical record should include: 

• A clinical photograph 98.3 

• A dermatoscopic photograph 78.7 

• Patient’s previous treatments 97.3 

• Risk factors 90.7 

Bold values indicate consensus (Agreement–green, Disagreement–red). * Consensus reached in the second Delphi round. 

AK: actinic keratosis. 


