Safety and tolerability of tirbanibulin 1% treatment of Actinic Keratosis on face and scalp In routine clinical practice across the U.S. (PROAK study)
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* Actinic Keratosis (AK) has been shown to negatively affect emotional and social

functioning and skin-related quality of life of patients.?

* The objective of this analysis was to evaluate safety and tolerability of tirbanibulin in AK

treatment, among patients administered tirbanibulin in routine clinical practice across
the U.S.

* A single-arm, multicenter, prospective cohort study (PROAK: NCT05260073) was

conducted in adult patients with AKs on 25 cm? on the face or scalp who were newly
initiated with once-daily tirbanibulin 1% ointment treatment (5 consecutive days course)
as part of usual care.

Safety and tolerability endpoints were assessed at week 8 and week 24 and included
adverse events (AEs), serious AEs (SAE), adverse drug reactions (ADRS), serious
ADRs, local skin reactions (LSR), skin scarring and hypo/hyperpigmentation.

Number of patients discontinuing treatment because of AEs, ADRs and for any other
reasons were also reported.

LSR (erythema, flaking/scaling, crusting, swelling, vesiculation/pustulation, and
erosion/ulceration) were scored from O (absent) to 3 (severe) and summed to a
composite score (0-18).

A total of 300 patients were included in the safety analysis population (Table 1).

A total of 98% of patients completed the 5-day treatment course. No patients
discontinued the study due to AEs or ADRs.

During the study, 5% of patients reported at least one AE, 4% of patients at least 1
SAE, and no patients reported serious ADR (Table 2).

Basal Cell Carcinoma was reported in 1% (n=4) of patients and Squamous Cell
Carcinoma in 2% (n=7) of patients; all cases were considered not related to treatment
and only one patient had a confirmed location as the same as the treatment.

At week 8, scarring, hypopigmentation, and hyperpigmentation were observed in 1%,
5% and 3% of patients, respectively.
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. At week 8, the most reported LSR were erythema and flaking/scaling, mostly mild to  Figure 1. Local skin reactions at week 8 after tirbanibulin administration
moderate with few severe cases (5% and 3%, respectively). No severe cases were
reported for the rest of LSR (Figure 1).

* At week 8, mean (min-max) LSR composite score was 0.94 (0-11) which was lower
than the composite score registered in Phase 3 trials (4.0 [0-11] in trial NCT03285477
and 4.3 [0-12] in trial NCT03285490).2 i
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Table 1. Baseline characteristics Vesiculation/Pustulation Igg
Character )
Age (years), mean (SD) 66.5 (11.5) Swelling 0.8
Sex (male), n (%) 205 (68.3) 41
Caucasian, n (%) 295 (98.3) _
. . . Crusting
Fitzpatrick Skin Type, n (%)
Type | 25 (8.3)
Type I 268 (89.3) Flaking/Scaling 11.4
Type |l 0 (0) 38.2
Type IV 4(1.3) Erythema 23.6
Type V 3(1.0) 24.0
Treatment Area, n (%)* | | ' ' | |
— 235 (78.3) 0.0 20.0 40.0 60.0 80.0 100.0
Scalp 102 (34.0) Patients (%)
*Some patients had both locations. SD, standard deviation CO N CI US | on

Table 2. Summary of safety events

* In real world, once-daily tirbanibulin 1% ointment for 5 consecutive days showed

Safety Population (N=300) a good safety and tolerability profile in the treatment of AK on the face or scalp,

Patients with at least one AE, n (%) 15 (5.0) in line with results obtained in Phase 3 trials? even with a lower mean LSR
Mild 12 (4.0) composite score in PROAK study (0.9 vs 4.0 and 4.3).
Moderate 2(0.7)  This good safety/tolerability suggests a more favorable profile compared to
Severe 1(0.3) other AK topical treatments currently available in the market.
Patients with at least one SAE*, n (%) 6 (4.0)
Patients with at least one ADR, n (%) 1 (0.3) References
M!Id _ _ 1(0:3) 1Schlesinger T et al. Skin. 2023;7(3):771-787. “Blauvelt A et al. N Engl J Med. 2021;384(6):512-20.
Patients with at least one Serious ADR, n (%) 0 (0)
Patients with at least one not-related AE, n (%) 14 (4.7) Acknowledgements
ADR, adverse drug reaction; AE, adverse event; SAE, serious adverse event. _ _ » _ _ _
*SAEs were one hospitalization due to a Pneumothorax, one slip and fall accident, one Bowen’s Disease, three This study was funded by Almirall. Writing assistance provided by TFS HealthScience and funded by
Squamous Cell Carcinoma, and two Basal Cell Carcinoma (note that one patient reported 3 different SAES). Almirall.
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