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DRUG UPDATE PEER REVIEWED

Tirbanibulin
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Tirbanibulin is a recently commercially released
topical field therapy for actinic keratoses, delivered
as a short five-day treatment course. As well as
having a shorter duration of treatment, it may
potentially produce milder local reactions compared
with other field treatments.

ctinic keratoses (AKs) are often treated by Australian GPs.

Adequate management of AKs s desirable for symptomatic,

cosmetic and potential skin cancer preventive benefits.
Although a range of field treatments exists, lengthy application
regimens and uncomfortable local application site reactions mean
patients may go without, or delay, treatment. Tirbanibulin is a
newly available topical therapy that may be more convenient for
patients because of its shorter treatment course (once-daily appli-
cation for five days using single-use sachets) and potentially milder
local application site reactions (including an absence of photo-
sensitivity). This article reviews the efficacy and safety of tirbani-
bulin and provides practical guidance for its use.

Background

Definition and clinical features of AKs

AKs are cutaneous lesions resulting from the proliferation
of atypical keratinocytes.' They are the mildest form of the
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KEY POINTS

« Tirbanibulin is a new topical field therapy for actinic
keratoses (AKs), now released commercially in Australia.

o The TGA has approved tirbanibulin for the treatment of

nonhyperkeratotic, nonhypertrophic AKs of the face or

scalp in adults.

Tirbanibulin likely has similar efficacy to other field

therapies, with possibly milder local reactions.

Given as a five-day course, tirbanibulin has a shorter

treatment duration than most other field therapies.

keratinocyte atypia spectrum, with squamous cell carcinoma
(SCC) being the most advanced. Although it is rare for a single
AK to progress to an SCC, most SCCs arise from AKs.? Risk
factors for AKs include age, sun exposure, lower skin phototypes,
immunosuppression and prior skin cancer.! AKs are common
in Australia, with a reported prevalence of over 40% in a sample
of Queensland adults.’ Typically, they present as scaly, erythe-
matous macules or papules, often with a ‘sandpaper’ texture on
palpation (Figure).! Multiple clinical variants exist, including
hypertrophic and pigmented AKs. They may be present as distinct
lesions or grouped with diffuse change affecting surrounding
skin, referred to as field cancerisation. Although most AKs can
be diagnosed clinically, the presence of suspicious features such
as tenderness, bleeding and rapid growth may require a biopsy
to exclude SCC.

Current management options

Treatment of AKs is typically guided by skin cancer risk and
patient preference. Some patients prefer observation, given that
onein three AKs may regress spontaneously.* Alternatively, other
patients prefer active treatment for symptomatic and cosmetic
benefits and potential skin cancer prevention.
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Figure. Actinic keratoses on the left cheek.
© IMAGE COURTESY OF ASSOCIATE PROFESSOR STEPHEN SHUMACK.

Treatment options for AKs may be
divided into lesion-directed therapy (e.g.
cryotherapy) or field therapy. Field therapy
may be used for areas with a high density
of discrete AKs (field cancerisation). Com-
mon field treatment options available in
Australia are summarised in the Table.

Tirbanibulin

Mechanism of action and history
Tirbanibulin 1% ointment is a recently
approved field therapy for AKs, typically

prescribed as a five-day regimen of once
daily topical application. Tirbanibulin
inhibits microtubules and blocks Src
tyrosine kinase signalling, leading to anti-
proliferative and pro-apoptotic effects.” It
was first approved for the treatment of
AKs on the face and scalp in the USA in
2020, then in Europe in 2021.° In Aus-
tralia, tirbanibulin was initially approved
by the TGA in September 2023 but only
became commercially available in May
2026.

Efficacy

Tirbanibulin was assessed in two double-
blind randomised phase 3 clinical trials in
2021, showing a significant therapeutic
response compared with placebo.” In the
pooled analysis of 702 patients, 49% of
patients treated with tirbanibulin experi-
enced complete clearance, and 72% showed
at least a 75% reduction in AK numbers
in the treatment area: 83% lesion reduction
in trial 1 and 100% lesion reduction in
trial 2. The response rate on the face was
higher than on the scalp. Compliance was
excellent, with 99.7% of patients complet-
ing the treatment course. At one year,

within the field of treatment, 73% of
patients had recurrent or new lesions.

Tirbanibulin has also been examined
in several real-world studies, with similar
findings to the clinical trials. A 290-patient
multicentre prospective observational
study found 74% of patients achieved at
least 75% clearance, with 75% satisfied
with the treatment.?

Like other field therapies, in addition
to treating AKs, tirbanibulin mayalso have
cosmetic benefits. Reported effects include
lightening of solar lentigines, improvement
in skin texture and an overall antiageing
effect on the area of treated skin.’

Adverse effects

Aswith other AK field treatments, tirbani-
bulin is associated with alocal inflamma-
tory skin response. The pivotal trials
showed that the adverse event severity and
incidence were similar to placebo in both
trials.” Local skin reactions were mostly
mild to moderate (presumably due to the
mode of action that does not induce pro-
inflammatory cytokines, especially tumour
necrosis factor) and transient, resolving
without intervention.” The reactions

TABLE. ACTINIC KERATOSIS FIELD THERAPIES CURRENTLY AVAILABLE IN AUSTRALIA

pump

Therapy Preparations available Typical duration of therapy | PBS/RPBS status Typical cost without
in Australia for AKs concession*
5-Fluorouracil 4% and 5% cream Once or twice daily for 2to | RPBS only $61 to $64
4 weeks
5-Fluorouracil and 0.5%/10% combined Once daily for 12 weeks Non-PBS, non-RPBS $59
salicylic acid solution
5-Fluorouracil and Available compounded Twice daily for 4 days Non-PBS, non-RPBS >$100
calcipotriol only
Imiquimod 5% cream in sachets or Once daily, 3 times a week, | RPBS only $83 to $88

for one or two 4-week
cycles, or up to 16 weeks

Photodynamic therapy

Methyl aminolevulinate

1 to 2 sessions

RPBS, no Medicare

Dependent on practice

cream rebate, non-PBS (e.g. methyl aminolevulinate
cream $384.29 per 2g tube)
Diclofenac 3% gel Twice daily for 90 days RPBS only $58
Tirbanibulin 1% ointment sachet Once daily for 5 days Non-PBS, non-RPBS $111 for 5 sachets

Abbreviations: AKs = actinic keratoses; RPBS = Repatriation Pharmaceutical Benefits Scheme.
* June 2026 prices from Australian pharmacies, price for 1 unit.
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generally involve mild erythema and flak-
ing, peaking about on day eight after the
start of treatment (i.e. three days after com-
pletion of the five-day course), and resolv-
ing over an average of two to three weeks.®
Severelocal reactions such as erosions and
ulcerations may occur rarely. In phase 3
clinical trials, no serious adverse events
related to tirbanibulin occurred.”

Comparison with other therapies

Although direct comparisons are limited,
tirbanibulin appears to have similar efficacy
to other field treatments, but possibly
improved tolerability. A small, randomised
trial comparing 5-fluorouracil, tirbanibulin
and photodynamic therapy did not find a
significant difference in efficacy, although
it was not powered for noninferiority* How-
ever, tirbanibulin had a significantly lower
local site reaction score than photodynamic
therapy or 5-fluorouracil treatments. A 2022
systematic review of randomised control
trials reported tirbanibulin as being

superior in efficacy to diclofenacand similar
in efficacy to 5-fluorouracil, imiquimod,
photodynamic therapy and cryotherapy."
Tirbanibulin has also shown favourable
patient-reported outcomes, with one study
noting 77% of patients felt it had less severe
reactions than previous therapies and 72%
describing greater overall satisfaction com-
pared with their previous field therapies.®
The recurrence rates reported in the
phase 3 clinical trials sit within the range
reported with other AK treatments, which
have recurrence rates ranging from 39%
to 85% dependent on therapy type.?

Practical guidance for GPs
Indications for tirbanibulin
Tirbanibulin is approved by the TGA for the
topical field treatment of nonhyperkeratotic,
nonhypertrophic AK of the face or scalp in
adults.” An observational study evaluating
tirbanibulin outside of these indications
reported comparable response rates for
hyperkeratoticlesions (87.5%) and lesions on

the trunk and limbs (87.5%) relative to the
TGA-approved indications (89.2%)."

Prescribing tirbanibulin

Tirbanibulin is available as sachets, each
containing 250mg 1% tirbanibulin oint-
ment, with one sachet used daily over a
standard treatment course of five days. Each
sachetisintended to cover an area of 25cm?
however, overseas reports also note that
some dermatologists have recommended
thatlarger treatment areas are possible with
one sachet.® Up to four treatment cycles one
to two months apart may be considered
for more advanced disease.®

Education for patients

General patient instructions for applying
tirbanibulin are summarised in the Box.
Aswith other treatments for AKs, patients
should be informed about the chronic
nature of the condition and the potential
need for repeat treatments.® They should
be made aware that local reactions are
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PATIENT INSTRUCTIONS FOR
APPLYING TIRBANIBULIN

Wash your hands with soap and water
Wash the affected area with mild soap
and water and dry gently

Open a new sachet and apply a thin
layer evenly over the affected area
Wash hands with soap and water after
application

Avoid washing or touching the treated
area for eight hours. Do not cover the
treated area with a dressing

Repeat daily for five days, using a new
sachet each time

common and that these typically resolve
without treatment. Additionally, patients
should be advised to return for assessment
if any lesion becomes enlarged, tender or
prone to bleeding, as this may suggest pro-
gression to skin cancer.

Choosing between tirbanibulin and
other field treatments
Although there is a lack of comparative
trials, the efficacy of tirbanibulin appears
similar to that of other AK therapies. As
a result, the choice of tirbanibulin com-
pared to other field therapies is generally
dependent on patient factors. Tirbanibulin
may be an ideal option for patients seeking
the convenience of short-duration topical
tield therapy. In addition, the reportedly
milder local application site reactions may
be attractive to patients who have had
severe local reactions to other therapies.
As with most topical field therapies
for AKs, potential skin cancer preventive
effects have not yet been studied with
tirbanibulin. In addition, with the current
approved TGA indication, tirbanibulin may
not be ideal for large areas of AKs, as one
sachet is only approved in Australia to cover
atreatment field of 25 cm?. However, it has
been used on areas as large as 100 cm* and
is approved for this field size in the USA,
while the European Medicines Agency is
currently reviewing data on larger treatment
fields, with submission of the dossier to
the TGA expected later this year.® In con-
trast, other therapies such as 5-fluorouracil
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may be used for an area up to 500cm?
Aswith other field therapies for actinic

damage or skin field cancerisation, tirbani-

bulin is unlikely to be listed on the PBS.

Conclusion

Tirbanibulin is a useful addition to the AK
treatment armamentarium, complement-
ing currently available topical therapies,
including 5-fluorouracil, imiquimod,
diclofenac and photodynamic therapy. It
may be ideal for patients seeking therapy
of shorter duration with potentially reduced
local reactions compared with other field
therapies. Future comparative studies will
be essential to determine tirbanibulin’s
overall utility. MT
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