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Tirbanibulin 1% real-world use in 679 actinic keratoses patients
during warm season (SUMM-AK study)

Dear Editor, becomes more challenging during summer months when
Tirbanibulin 1% ointment is a topical field therapy  higher UV exposure may exacerbate LSRs and reduce
approved for actinic keratoses (AKs) of the face and scalp, ~ adherence.>® Several topical AK therapies induce local
administered through a concise 5-day regimen with minimal ~ inflammation, photosensitivity or irritation, limiting
local skin reactions (LSRs).! Although field therapies are their applicability during sunny periods.” Phase 3 clinical
often deferred during warmer months, concerns regarding  trials established tirbanibulin's efficacy and safety under
ultraviolet (UV) exposure and treatment tolerability lack  controlled conditions,' while independent real-world studies
systematic validation in real-world settings. We conducteda ~ have confirmed significant reductions in AKASI scores and
retrospective multicenter study across 33 dermatology units ~ high patient acceptability.* The feasibility of tirbanibulin
in Italy, including 679 adult patients treated with tirbanibulin ~ treatment during warmer months is further supported by its

between April and September 2024. The study aimed to  lack of photoallergic or phototoxic potential "’
evaluate efficacy, tolerability and patient acceptability In our cohort, the mean patient age was 74.9+9.7 years,
under conditions of increased ambient UV exposure.  with men representing 70.8% of cases and 77.6% reporting

Efficacy outcomes included clearance rates and the Actinic ~ long-standing AK (>1year). Lesions were predominantly lo-
Keratosis Area and Severity Index (AKASI).? The rationale cated on the face (61.8%) and scalp (31.8%), with a smaller
for this investigation stemmed from current European  proportion affecting the upper chest and hands, confirm-
recommendations supporting field-directed therapy and  ing the treatment's versatility across sun-exposed areas.
from the field-cancerization concept, which recognizes that ~ Adherence was complete (100%), suggesting that the short,
lesion-targeted treatments may miss subclinical disease  well-tolerated regimen is easily manageable even under con-
at risk of malignant transformation.> Managing AKs  ditions of elevated temperature and UV exposure. Treatment
requires the balance of efficacy and tolerability, which  outcomes were favourable (Figure la; Table 1). In our cohort
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FIGURE 1 Clinical efficacy and local skin reactions (LSRs) following tirbanibulin 1% ointment for the treatment of actinic keratoses (AKs) during
the warm season (SUMM-AK Study). (a) Violin plots showing AKASI (Actinic Keratosis Area and Severity Index) scores before and after treatment, with
a significant mean decrease of —2.869 points (p <0.001), indicating marked clinical improvement. (b) Frequency of mild LSRs, moderate LSRs, and severe
LSRs, shown for the total population. The most frequent reactions were mild erythema, flaking/scaling and crusting. Moderate events were less common,
and severe LSRs were rare across all subtypes, with no cases of severe flaking/scaling, swelling, vesiculation/pustulation or erosion/ulceration observed.
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TABLE 1 Clinical efficacy, photodamage improvement and
satisfaction outcomes after tirbanibulin 1% treatment.

Outcome Total (n=679) p-Value

198 (29.2%) -

474 (69.7%) =
~2.87 (~63.2%) <0.001

206 (30.5%) =

539 (79.4%) -

564 (83.1%) =

>75% response

Mean AAKASI (%)
Photodamage improvement
Patient satisfaction >3/4

Clinician satisfaction >3/4

69.7% of patients attained at least a 75% reduction in lesion
burden. The mean AKASI score decreased from 4.54 to 1.67
(A—2.87; —63.2%, p<0.001), and visible photodamage im-
proved in 30.5% of cases. Because AKASI is a head-specific
measure and can be influenced by untreated areas, complete
clearance within the 25 cm? treated zone may not correspond
to an AKASI of 0.? Tolerability remained favourable despite
summer exposure (Figure 1b). Most LSRs were mild or mod-
erate; grade >3 reactions occurred in 11.9% of patients, with
no grade 4 events or treatment discontinuations. Erythema
was the most frequent reaction, followed by scaling and crust-
ing. Patient and clinician satisfaction were high, 79.4% and
83.1%, respectively, rated =3 out of 4; and satisfaction scores
correlated positively with clinical response and inversely,
though weakly, with LSR severity. These results, derived from
the largest real-world series conducted during the warm sea-
son, are consistent with pivotal trials' and independent stud-
ies demonstrating meaningful AKASI improvements and
the practicality of the five-day regimen.®® The absence of
photoallergic or phototoxic effects, coupled with a reassuring
safety profile under maximal-use conditions, supports both
the pharmacologic and biophysical rationale for summertime
application.” ™ Limitations include the retrospective de-
sign, non-standardized follow-up and variable UV exposure.
Nevertheless, the consistency of findings across endpoints re-
inforces their external validity.

In conclusion, tirbanibulin 1% ointment represents an
effective, well-tolerated and innovative field therapy for AK,
with a short regimen that fosters adherence and maintains
safety even during periods of high UV exposure. These re-
sults endorse tirbanibulin as a compelling therapeutic option
throughout the year, including the warmer months. Future
prospective studies should further refine follow-up protocols
and evaluate the long-term durability of clinical response.
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