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SYNOPSIS Table 1. Baseline characteristics — VA Figure 2. LSR12Composite Score from Baseﬂline to Day 57 (Tirbanibulin, ITT population)
* Tirbanibulin Is a first-in-class, novel inhibitor of tubulin polymerization and associated ZE:Z:Q;;IS(%D)&;TS 62635(22)1 ) 72624(?;;3 ) % 10 )
with disruption of Src kinase signaling for actinic keratosis (AK). Race: White. n (%) 352 (>99) 348 (>99) % Z 2 : - :
* No cases of contact sensitization or phototoxicity were observed in two phase | studies i, arick skin Type, n (%) A7 B
(KX01-AK-006/KX01-AK-008). Type | 49 (14) 38 (11) % g ~
Type I 200 (57) 224 (64) é . ) ] ) )
OBJECTIVE Type Il 88 (25) 79 (23) S 3 - — ' : -
Type IV-VI 16 (5) 8 (2) 5 T T — °
* The objective was to report pooled safety data in adults with AK on the face/scalp from  median Baseline AK lesion count (min - max) 6.0 (4 - 8) 6.0 (4 - 8) - ; L l T -
two pivotal phase Ill randomized, double-blinded, vehicle-controlled, parallel-group A« actinic keratosis: SD. standard deviation : - - o
studies (KX01-AK-003/KX01-AK-004). | - | | Day 1 Day 5 Day 8 Day 15 Day 29 Day 57
* Treatment-related AEs were few: 16% of tirbanibulin-treated patients and 10% of vehicle- Visit day
METHODS treated patients had =1 treatment-related AE (mostly transient mild-to-moderate o 1 et pooo o [oeen the 25th and 75th percentiles). The symbolin the box nterior represents the group

application-site pain and pruritus that did not require treatment). No deaths,

discontinuations, or serious AEs related to tirbanibulin occurred. Figure 3. Evolution of moderate and severe LSR from baseline to Day 57

* Eligible adult patients with 4-8 clinically visible AK lesions in a 25 cm? area were

randomized 1:1 to receive tirbanibulin ointment 1% or vehicle (5-day once-daily self- * Incidence and severity of LSRs greater than baseline were higher with tirbanibulin vs.
application). The study design is shown in Figure 1. vehicle (Tal?Ie 2).. | | | Moderate LSR [l 4
* ITT Population: included all randomized patients. Safety Population included all o For tirbanibulin, the most commonly occurring LSRs were mild to moderate &
. : : . . . 0 0 . . 0 0 : ¢ | X s ) .5
subjects who received at least one dose of tirbanibulin cintment 1% erythema (22% and 63%) and flaking/scaling (26% and 47%), followed by mild Day 1 (Baseline) | Day8(LSR5) | Day 15(LSR3) | Day20(LSRO) | Day 57 (LSR 0)

crusting (30%) and mild swelling (29%).

Figure 1. Design of both studies

Table 2. Maximal post-baseline LSRs by severity (Safety Population) RN B R
57-day phase Safety population (n :7()2) .- '..a.- » ‘ | i\ W . ." ~ E‘, i g
n (%) Tirbanibulin (n=353) Vehicle (n=349) Severe LSR IS MR A W et . Y

» . ; /v, e

Erythema » Bty L;ﬁ N
Day o/ Mild 76 (22) 08 (28) |

Moderate 223 (63) 20 (6) Day 1 (Baseline) Day 8 (LSR 9) Day 15 (LSR 2) Day 29 (LSR 0) Day 57 (LSR 0)

S

R <==Imm

Tirbanibulin
- N=175

Once Daily Seve_re | 22 (6) 0
390 Flaking/scaling + There were no differences in treatment-related AEs according to age, gender, and
patients Mild 92 (26) 86 (25) H . . .. : :
oer trial Moderate 166 (47) 33 (9) aseline AK lesions. Overall incidence of treatment-related AEs was slightly higher for
Severe 31 (9) 1(<1) face (17% and 11%) than scalp subjects (13% and 7%) in the tirbanibulin and venhicle
Vehicl Dav 57 1 Crusting :
. m” chj 1007 (1340) 381 (29) groups, respectively (Table 3).
Once Daily i = EZ)) 2 Table 3. Treatment-Related Adverse Events Up to Day 57 of Incidence 22% by
for 5 davs Swelling reatment Location Subgroups (face/scalp)
Vo (0 e
. _ _ | . . Moderate 32 (9) 1 (<1) . afey population (n=702) .
« Safety assessments Iincluded local skin reactions (LSRs: erythema, flaking/scaling, Severe 2 (<1) 0 h (%) Tirbanibulin (n=353) Vehicle (n=349)
crusting, swelling, vesiculation/pustulation, erosion/ulceration; scale of 0-3 [absent- Velzicleslpustules o = urber of sub i Face Scalp Face Scalp
Mi 25 (7 3 (<1 umber of subjects with any treatment-
severe]) and adverse events (AEs) up to Day (D) 57. Moderate 2 (<1) 5 related AEs | 41 (17) 15 (13) 27 (11) 8 (7)
* Incidence of maximal post-baseline LSR grades greater than baseline was described | Severe | 2 (<1) 0 Application site pain 26 (11) 9 (8) 9 (4) 2 (2)
by treatment and LSR sign. Pooled LSR composite scores (the sum of all 6 LSRs) by 'I\EAE%S'O”S/“ _— 32 (9) 10 3) Application site pruritus 23 (10) °(8) 18 (8) 3 (3)

visit and treatment were analyzed.
' . i : CONCLUSIONS
RESULTS » Regarding composite LSR scores, LSR peaked on D8 with tirbanibulin with a maximum ¢ Pooled data from phase Il studies showed a favorable safety and tolerability

| | | | | - | mean composite LSR score of 4.1, decreased significantly by D15, and resolved by D29- profile of tirbanibulin ointment 1% once daily for 5 consecutive days In the
* 702 subjects were included in the pooled satety population (tirbanibulin n=353; vehicle D57. By D29 and D57, mean composite LSR scores were similar between tirbanibulin (0.6 treatment of AK on the face or scalp.
n=349). Treatment compliance was >99%. Demographics were similar between and 0.4, respectively) and vehicle groups (0.6 and 0.5) (Figure 2 and Figure 3).

treatment groups; most were Caucasian males, Fitzpatrick skin type Il and median of 6 ACKNOWLEDGEMENTS

. . . _ . * No significant difference was observed in mean composite LSR score In patients less and ” _
baseline AK lesions. Baseline characteristics are shown in Table 1. . | + Writing support was provided by TFS S.L.
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