WO 2017/198347 PCT/EP2017/025137

1/10
350
A
300 it 0
Pt —@— LbackT1
E —O— L back T2
250 3 f'\" ........ R baCkT
8 ""O"' Up BK Tl
:: —&— Low BK T2
200
g —— L earT
'2 senfess Back T
% 150 =A== ear back T
% —8— Up bk T1
(3
—{— Up bk T2
100 il Up bk T3
....D... Lt eyeT
50 —— UpbkT
—<— Lt Mid tu
----- Ltleg Tu
0
WKO WK1 WK2 WK3 WK4
Time after start of treatment (weeks)

FIG. TA



WO 2017/198347 PCT/EP2017/025137
2/10
120
—e— Up BK
—O— Low BK
@+ FaceTl (close to R eye)
100

Relative Tumor Area

80

60

40

20

WKO WK1 WK2 WK3 WK4
Time after start of treatment (weeks)

=0+« Face T2 (middle)
—&— Face T3 (close to mouth)
—— L mouthT
veodk+s Behind ear LT
---fx-+- Behind earR T
—— BK T (two tiny)
=—{F— R Back T

......- L EarT

...D-.- REarT

—e— UpBKTL

—O— Mid BK T2
=@ Low BKT3
O Low Lt bk T
—X— Ear back T
—X— ear/head Tu
===%+:= ear/neck Tu

X earinside T

FIG. 1B




WO 2017/198347

3/10

Relative Tumor Area

PCT/EP2017/025137

200

175

150

[EEN
N
S, ]

=
~N o
ul o

94
o

25

-i:o.n......
."‘Ii--c----- 2

1 2 3
Time after start of treatment (weeks)

—— 15 tumors CTRL Average

FIG. 1C

20 tumors compound 1* Average




WO 2017/198347 PCT/EP2017/025137
4/10

200

175

[EEY
Ul
o

[EEY
N
ol

Relative Tumor Area
[y
~ (@]
ul (@]

(o4
o

N
(6}

0 1 2 3 4
Time after start of treatment (weeks)

E 15 tumors CTRL Average [0 20 tumors compound 1* Average

FIG. 1D



WO 2017/198347 5/10 PCT/EP2017/025137

Y, ~ Percent Control

® o
@ o01%

0.1-1%
1-5%
5-10%
10-35%
> 35%

wg*..

ATYPHOAL RLITART

L5

FOFRS

Wi

LREEE
BET

PR

SUBSTITUTE SHEET (RULE 26)



WO 2017/198347

PCT/EP2017/025137
6/10

Tissue conc. [ng/g]

100000

10000 -
1000 -
100 -

10

6 12 18 24
Time [h]
s=pun Compound1* pH3 === Compound1* pH7
== |Miquimod =3&=Compound8 pH3

«i#e=Compound3 pH3  =@==Comound13 pH 3
= COmpound21 pH 3 Compound42 pH 3
s Compound2* pH 3 s COmpound20 pH 3

FIG. 3



WO 2017/198347 PCT/EP2017/025137

7/10
Tape-stripped pig skin

100000 -

10000 -
()
=
@

= 1000

ko)
o
c

100 -

10 T T 1
0 4 8 12 16 20 24 28

Time [h]

= FOrmulation 1: Compound1*.HCI 1%
== Formulation 2: Compound1*.HCI 1%
== Formulation 3: Compound3.HCI 1%

=== FOrmulation 4: Imiquimod 5%

FIG. 4



WO 2017/198347 PCT/EP2017/025137
8/10

13000 -

—

D 11000 -

(o))

5 9000

c

9 000

-~ 7 ]

o

b

c 5000

()

(S)

c 3000

O

(&)

c 1000 -

>

» 1000

0 3 6 9 12
Time (h)
= Compound1* @ 11.3 mg topical (F1: PG + TH)

=g COmpound1* @ 11.3 mg topical (F3: PEG)
=== Compound3 @ 10.8 mg topical (F2: PG + TH)
e | iUIMOd

FIG. 5



WO 2017/198347

Day 3 Day 7

1-1

NT '
0 B

o

Day 10 Day 14 Day 17

End treatment at Day 24

NT
Mouse 1-1

Left flank .

o
|

A

Mid dorsal

i
Wi

o
e

Right flank

\%
Mouse 2-3

.
.

.

PCT/EP2017/025137

Day 21 Day 24

Cpd1*
Mouse 3-5

g




WO 2017/198347 PCT/EP2017/025137
10/10

NT  NT  NT | Vehicle Vehicle Vehicle J Cpd1* Cpd1* Cpd1*
Mouse 1-  Mouse 1- Mouse 1- | Mouse 2- - Mouse 2- :Mause 2- § Mouse 3- Mouse 3- Mr;suse 3-

Day

Left

7
o

. e ‘ . . . .
Mid o . 0 L -
4 L | . L ‘ . .

o

e
o

Right

.
o
.

o

Non Vehicle Cpd1*

FIG. 7



