Photodynamic therapy with BF-200 ALA

for the treatment of mild to severe actinic keratosis on extremities and trunk/neck:

Results of a randomized Phase Il trial
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Experts in photodynamic therapy

Total lesion clearance per patient's side - 12 weeks after the last PDT

BF-200 ALA is a gel containing 5-aminolevulinic acid hydrochloride (10%) in a nanoscale lipid vesicle formulation. It is approved under the brand A
name Ameluz” for lesion- and field-directed AK treatment on face and scalp in the US and for treatment of mild to moderate AK on face and scalp - 150- overall Mean total lesion clearance rate per patient's side, overall (A),
and superficialand nodular basal cell carcinoma (BCC) in the EU. » extremities (B) and trunk/neck (C)
We herein report the results of a randomized Phase Ill trial investigating BF-200 ALA in combination with red light for the treatment of mild to 3 100- A: BF-200 ALA: 86.0%, placebo: 32.9% superiority of BF-200 ALA over
severe AK on extremities and trunk/neck. 5 placebo (p<.0001, one-sided Wilcoxon signed rank test) ; B: BF-200 ALA:
3 __ 83.5%, placebo: 27.1% superiority of BF-200 ALA over placebo (p<.0001,
< 50- one-sided Wilcoxon signed rank test); C: BF-200 ALA: 96.0%, placebo:
Trial protocol - actinic keratosis 3 55.5% superiority of BF-200 ALA over placebo (p=0.0156, one-sided
S Wilcoxon signed rank test)
Objectives
m The pivotal Phase lll study (EudraCT 2017-000486-72) was performed to characterize the efficacy and safety profile of BF-200 ALA compared to 0- BF.200 ALA Placebo
placebo in the treatment of mild to severe AK lesions located on the extremities and trunk/neck with PDT when using the BF-RhodoLED® lamp, a (n=49) (n=49)
narrowband, red light illumination source. B C
Medicat — 1504 extremities — 150- trunk/neck
edication = =
m BF-200 ALA gel (contains10% ALA hydrochloride equivalent to 7.8% 5-aminolevulinic acid (ALA)) £ 5
m Placebo to BF-200 ALA gel £ 100- £ 100- —_1
Patients & treatment procedure S _ s
m Randomized, double-blind, intra-individual Phase Il trial was performed in 6 sites in Germany 2 50- 2  50-
m 50 patients with clinically mild to severe AK lesions on the extremities and trunk/neck were treated after randomization g §
m |llumination was performed 3h after drug application for 10 min with a narrowband red light source (~635nm, 37 J/cm?) © ©
® [ncaseofremaining lesions after first PDT, a second treatment was performed 12 weeks after PDT-1 0 | 0 |
m Follow-up (FU):6and 12 months e e

Endpoints

m Primary endpoint:total lesion clearance rate in percent per patient’s side 12 weeks after the last PDT

m Secondary endpoints: different characteristics of lesions and the overall cosmetic outcome

Overall cosmetic outcome 12 weeks after the last PDT [FAS]

BF-200 ALA Placebo
Application of BF-200 ALA and placebo
plus illumination with a narrowband red Final assessment for partial or non
light source for10 min responders
B Very good or good [%]
B Satisfactory [%]
Visit 2 Visit 3 Phone call Visit 6 FU 2 B Unsatisfactory [%]
(PDT-1) (4 weeks post - (1 week post- (12 weeks post- (12 months after |:| Impaired [%]
PDT-1) PDT-2) PDT-2) PDT-1/PDT-2)
Visit 1 Phone call Visit 4 Visit 5 FU 1 Over\”ew Of adverse events
(Screening) (1 week post- (12 weeks post- (4 weeks post- (6 months after
(<2 ng‘_ﬁ 1b)ef°fe PDT-1) PDT-1; PDT-2) PDT-2) PDT-1/PDT-2) Due to ALA PDT's mode of action, AEs are mainly local application site reactions such as erythema, pain, edema, and irritation

Final assessment for complete

which are transient and self-limiting, normally within 1-2 weeks.

responders! N=50 . "
I case of rermaining lesions after first Treated side of extremities or trunk/neck
PDT, a second treatment was performed
artial or nonresponders).
? onees BF-200 ALA Placebo Not allocated to a specific side unknown
patient’s side
. . - Any AEs 50 (100) 28 (56.0) 22 (44.0) 5(10.0)
Schematic overview: PDT for AK treatment on extremities and trunk/neck Any serious AES 2 (4.0) 0 3(6.0) 0
Any TEAES 50 (100) 28 (56.0) 20 (40.0) 5(10.0)
~ N N Any serious TEAES 2 (4.0) 0 2 (4.0) 0
- - w \\\ g Any TEAEs leading to death 0 0 0 0
L y . \\ ol Any related TEAES 50 (100) 22 (44.0) 1(2.0) 0
“‘ (| : ’ Any TEAEs resulting in 0 0 0 0
= discontinuation of study
N =
 —— ,,.-/-‘; | SAF: Safety Analysis Set; AE: adverse event; TEAE: treatment-emergent adverse event
-  J— |
Conclusions
- . = High efficacy for AK treatment on extremities, trunk and neck: superiority of BF-200 ALA over placebo
L —o — = PDT with BF-200 ALA is well-tolerated
——h. —— assessment m Overall cosmetic outcome of PDT with BF-200 ALA is superior over placebo (p<0.0001, one-sided Wilcoxon signed rank test)
| | ._ | after 12 weeks FUTyear
| | | | M Xz/f .
lesion preparation application of BF-200 ALA light-tight dressing; 3 h removal of remaining gel, potential
(including degreasing, or placebo illumination with second PDT treatment
roughening of the skin) narrowband red light source
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