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Introduction & Objectives: Tirbanibulin (KX2-391) is a novel tubulin polymerisation and
Src kinase signalling inhibitor. This study was a randomised, double-blinded, single-centre,
within-subject comparison that consisted of a 3-week Induction Phase of repeated topical
application of tirbanibulin ointment 1% followed by light exposure, and a Challenge Phase to
determine the photoallergic potential of tirbanibulin ointment 1% in healthy subjects.

Materials & Methods: Eligible subjects (aged ≥18 years) were enrolled and 8 application
sites (2 cm2 each) were marked on the subject’s back (4 sites on each side of the back: one
side for induction, one side for challenge). During the 3-week Induction Phase, tirbanibulin
or vehicle (glycerol monostearate and propylene glycol) ointment was applied to 2 sites
twice each week for 24 hours under open-patch conditions (6 applications). Application sites
were evaluated and one site for each study product was irradiated with 2 times the subject’s
minimal erythemal dose using the full Xenon lamp spectrum. All sites were reevaluated 48
to 72 hours post-irradiation; irradiated versus non-irradiated sites were compared for each
subject. Dermal reactions were assessed for erythema (0=no reaction; 1=mild but definite;
2=moderate; 3=marked/severe), oedema (0=no reaction; 1=mild but definite; 2=definite
with erosion/vesiculation) and other signs of irritation. Following a 2-week rest period,
subjects entered the Challenge Phase where study products were applied to 2 naïve sites for
24 hours under open-patch conditions. All sites were evaluated. One application site per
study product, and one untreated site were irradiated; sites were examined for dermal
reactions at 24, 48 and 72 hours post-irradiation. If a cutaneous response was observed
during  the  Challenge  Phase  indicating  possible  photosensitisation,  a  Rechallenge  was
performed. Adverse events (AEs) were assessed.

Results:  Overall,  64 subjects were randomised (mean [range] age, 55.8 [26‒75] years;
89.1% female; 100% Caucasian with Fitzpatrick skin type I‒III) and 59 completed the study.
During  the  Induction  Phase,  the  mean dermal  response  scores  (sum of  erythema and
oedema scores) were <1 for all treated sites (with or without irradiation). There was no
significant  difference  (p=0.8036)  between  mean  (standard  deviation)  dermal  response
scores for irradiated tirbanibulin (0.414 [0.32]) and irradiated vehicle sites (0.406 [0.32]).
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During the Challenge Phase, the highest dermal response score was 1 for treated and
untreated sites, with or without irradiation which mainly represented mild erythema in the
absence of oedema. At 72 hours after irradiation when most dermal response was observed,
for tirbanibulin-treated sites dermal response scores of 1 were reported in 10 (16.9%) and 7
(11.9%) subjects whose sites were irradiated and not irradiated, respectively,  and in 1
(1.7%) subject each for vehicle (with and without irradiation) and irradiated untreated sites.
In total, 7 AEs were reported by 6 subjects (n=4 mild; n=3 moderate); all were unrelated to
study product and 1 led to study discontinuation.

Conclusion: There was no evidence of photosensitisation with tirbanibulin ointment 1% or
vehicle.

Funding: Athenex Inc.


