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SYNOPSIS — KX01-AK-003: 44% vs 5% (complete clearance); 68% vs 16% (partial Table 3. I\/IaX|mz_;1I post-baseline severe (Grade 3) LSRs
clearance), respectively (Safety Population)

 Actinic keratosis (AK) are precancerous lesions that if left untreated may — KXO01-AK-004: 54% vs 13% (complete clearance); 76% vs 20% KXO1-AK-003 KXO1-AK-004
lead to invasive squamous cell carcinomat (partial clearance), respectively (n=351) (n=351)
 Tirbanibulin (KX2-391, KX01) is a synthetic, highly selective, novel  Significantly higher complete and partial clearance rates for tirbanibulin s e fra Vehicle e ol Vehicle
Inhibitor of tubulin polymerization and Src kinase signaling developed as compared with vehicle were also demonstrated in subgroup analyses for 1 ({9 (n=175) (N=176) (n=178) (n=173)
a first-in-class topical formulation for the treatment for AK? age, baseline AK lesion count, gender, skin type, and treatment location e 5 (3) 0 17 (10) 0
» Previous Phase | and Il studies demonstrated that tirbanibulin ointment (face or scalp) in both studies (p<0.001) el el s 11 (6) 0 20 (11) 1 (<1)
1% was active against AK lesions on the forearm and face or scalp, Crusting 2 (1) 0 5 (3) 0
respectively. Local skin reactions (LSRs) were mostly transient and mild- 0 - S7E0 _
to-moderate in severity, and tirbanibulin was well tolerateds3# -rl-aza"[zlse()zf Xlzrlnezl'?)tr?s('l(lql'oT/O)oandlal?['aor:ll)a 1 (275%) clearance Swelling 1<) 0 1<) 0
. : . I U I i
* This poster presents results from two Phase Ill, double-blinded, vehicle- POP Ves'(j’leS/pUStUIes L (<) 0 L (=) 0
controlled, randomized, parallel-group, multicenter studies (KX01-AK- KX01-AK-003 KX01-AK-004 SosICMEUICETE 0 0 0 0
003 [NCT03285477]; KX01-AK-004 [NCT03285490]) that evaluated the (n=351) (n=351) USRS local skin reactions
efficacy and safety of tirbanibulin versus vehicle in adults with AK lesions mbenbuln | Weliels | o | Tesealslin | Wamele | |
on the face or Scalp (n=175) (n=176) (n=178) (n=173)
100% clearance, n (%) 77 (44%) 8 (5%) | <0.0001 97 (54%) 22 (13%) | <0.0001
Face 50% 6% <0.0001 61% 14% <0.0001 CO N C L U S I O N S
OBJ ECTlVE Scalp 30% 2% | <0.0001 41% 11% 0.0003
>75% clearance, n (%) 119 (68%) | 29 (16%) | <0.0001 | 136 (76%) | 34 (20%) | <0.0001 * Tirbanibulin ointment 1% once-daily for 5 days resulted in higher overall
« To assess the efficacy and safety of tirbanibulin compared with vehicle in Subgroup analysis Complete AK clearance ratoes at [2)ay 57 than vehicle |On two Pgase 1
participants with AK lesions on the face or scalp Age studies (KX01-AK-003: 44% vs 5%; KX01-AK-04: 54% vs 13%,
<65 years old 45% 2% <0.0001 63% 10% <0.0001 respective|y; p<00001)
265 years old 44% 5% <0.0001 51% 13% <0.0001 . . _ _
———  Statistically significant differences were demonstrated in all subgroups
M ETHODS Fomale —" TR p— PSRN [p— analyzed for the face and scalp
, Male 41% 3% | <0.0001 51% 13% | <0.0001  Most treatment-related TEAEs were mild-to-moderate, transient
* Adult participants with 4-8 typical, visible AK lesions in a 25 cm Baseline AK lesion count application site pruritus, or pain that did not require treatment
treatment area on the face or scalp were enrolled (2:1) in the study 4-6 AK lesions 49% 6% | <0.0001 61% 13% | <0.0001 " o | SR | g ked at Dav 8 bef
. . . . . e . . . ; .  Mean composite scores were low and peaked at Da efore
- Participants were randomized to receive either tirbanibulin ointment 1% =8 AK lesions 31% 2% | <0.0001 42% 11% | 0.0002 resolving bF;/ Day 29 P :
or vehicle (1:1); treatment was self-applied once-daily for 5 consecutive Fitzpatrick Skin Type B -
days and left in place for ~12 hours lor i 45% 5% | <0.0001 54% 13% | <0.0001 « Over 99% of participants completed the full 5-day self-application
I, 1V, V, or VI 42% 3% | <0.0001 56% 13% | <0.0001 of tirbanibulin

* The primary efficacy endpoint was complete (100%) clearance of AK
lesions at Day 57 AK actinic keratosis; ITT, intent-to-treat

foney endoomt | Safety REFERENCES

« Partial (275% reduction of AK lesions) clearance was a secondary

* Treatment-related treatment-emergent AEs (TEAES) were reported in 56

« Safety assessments included adverse events (AEs) and monitoring of o oo T
participants receiving tirbanibulin (KX01-AK-003, n=20 [11%]; KX02-AK-

. Fernandez Figueras MT. J Eur Acad Dermatol Venereol. 2017;31 Suppl

LSRs including erythema, flaking/scaling, crusting, swelling, o _ _ 2:5.7

vesicles/pustules, and erosions/ulcers as graded on a 4-point scale (0 004, n=36 [20%)]) and 35 participants treated with vehicle (KX01-AK-003, o

[absent] to 3 [severe]); composite LSR score was the sum of all six LSR A [[S9] RAZ s O AL | L) =0 SITIEIILET, b7, GO EY, < Lls SE, AULERa Jor =L

grades (possible range: 0-18) — Most treatment-related TEAEs were mild-to-moderate, transient 3. DuBois J, et al. Phase | study of tirbanibulin ointment 1%, a novel Src

application site pruritus or pain that did not require treatment phosphorylation and tubulin polymerization inhibitor, in subjects with
RESULTS » Two tirbanibulin-treated participants did not complete treatment for actinic keratosis. Poster presented at the 6th Annual Practical
reasons unrelated to study drug but remained in the study Symposium, Beaver Creek, CO, USA, August 8-11, 2019

-_— - » In the vehicle-treated group, two participants discontinued early from the 4. DuBois J, et al. Phase Il study of tirbanibulin ointment 1%, a novel Src

tudy participants study for reasons unrelated to treatment phosphorylation and tubulin polymerization inhibitor, for actinic keratosis.
* Overall 702 participants were enrolled from 62 study sites in the US Poster presented at the 6th Annual Practical Symposium, Beaver Creek,

* No discontinuations or serious AEs related to tirbanibulin were reported

(n=351 from 31 sites per study where each site participated in only one

study); over 99% of participants were treatment compliant * No ocular exposure led to ocular AEs, and there were no clinically
« Demographics and baseline characteristics were similar between signifi_can_t abnorm_al ele_ctrocardiograms, ORIy WALNE; (2Eicel
treatment groups; most participants were White males (mean age, examln-at|ons, ?r vital signs D|SCLOSU RES
70 years) and had a Fitzpatrick Skin Type of |-l (Table 1) Local skin reaction assessments
» The Intent-to-Treat and Safety Population were the same for both studies * LSRs were mostly mild-to-moderate erythema and flaking/scaling This study was sponsored by Athenex, Inc. Authors are either investigators
and included all randomized participants who were dosed. Participants . Mean composite LSR scores were low for tirbanibulin, peaked on Day 8 '(A'\Atﬁ SK, ISF, EL, SB, GA, AJ, MB, RL) or consultants (SK, SF, JF) of
who discontinued early were considered non-responders and were resolved by Day 29 (Figure 1) €nex, Inc.

CO, USA, August 8—11, 2019

 The most common maximal post-baseline severe (Grade 3) LSRs were
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LSR, local skin reaction
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