WO 2017/118726 PCT/EP2017/050259

1142

= (S)
I~ /4 T
/77777 0/ \9

AT Q/
PZ2227277777772 @

ESSSSSSNASKRNCENSSY (/)/,
2777777777 ¢ ?,

D
(Oo‘\
B 168 hours

E2 142 hours

ANNNNNNY

SIS o/

AN

ooz 7, @

AANMNSANNNN
(22222722, 0 O

B 120 hours

= 2, 9
&y

ASAAMARANNANAANANNNY %
SIS SIS/ a

Figure 1A

(SSSSSSNY AN
(727272774 é\

B 96 hours

AAMTTTLTLTLLLLLLLLLNRRMNURGUNNNRNN Y @

ANAMOMANNANUNNNNNNY 1 .

/SIS 0 e
= ey

AAMTTHTIHIHITHITHHRININNNNTMUMTMURGUNRRNRONUNNRNNY
WLLL L LA LL L

B 72 hours

ARMANRRNURUAURRRNNRNNNY
7777777772 o

ATTHHITTIITITITHITIHIHITHHHININNITITNITHIHNNITINNNTGNUUUNUNRNUERURUUOUNUR
(22227227227

AANATUVVUVUUUUTRURNNNRNNY
WLLL L84 o

X
00
A 48 hours

AAAITIITIITERTIRRRRRRRRRRRRRRRRNRNRSNNNNNNNNN S@
77277777 O

BRI
ANANANRRRRARRRNNNNNNNN
727272/ 77227777774 o

12.000
10.000
8.000
6.000
4.000
2.000
0.000
@)
0@
N 24 hours

(luy 01x) uonenuaduo |29 €10



WO 2017/118726 PCT/EP2017/050259

2/42

0[
%,
(%) ”Gl,-
f Yy S
%, ©
/@ g
(R S S RS A A SESCSSSSSY Q./ ~
7777/7777777. %f @4- ©
%} ©
ASSSSUSAISRCIRINNY .O/ -
(Z277777777] .
&
3
@]
N -
N
<
—
[42)
—
=3
o
-
o
N
- m
<
w | .
—
3 -
(@]
< (@)
m - —
o L
w
—
=
(@)
-
Z N
TR TR RS o N~
7727777772 %
1<
AA1ATIITITTIITIITTRMTITERUR RO >
P27772 7777777777 7777777777777 777 777777777777 (o]
A e N -
(SHSSESSSESRRSEARSANSSN </o ?
7777777777777 O
== O, S
AT T IR RRRRRROORRRONRUONNNNNNNN %
2772772 7777777772 7777777777 7777777777 f7 77777777 O
[SESSSSRSNSSSNSINSN Oo
7777777777777

12.000
10.000
8.000
6.000
4.000
2.000
0.000
&)
o“
N 24 hours

(Iw/g0 LX) uonenuasuo) |80 a|geIn



WO 2017/118726 PCT/EP2017/050259

3/42

YLLL L L

BASSANAINNNNNAANANNNY
TSIILLIIL SIS SIS LIS LIS IS IS SIS SIS

ATTHIHITIITHITHIHTITNHIHHIIINITNITIHNIHNNNT U
TILIILLIL LSS SIS IS SIS SIS SIS SIS IS IS IS

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\
P2Z222 7727772727722 7727272777777/727277277727227727727777277)

B 168 hours

DASASANAAANASANNNNN
YIILLSIISILS IS SIS IS SIS IS SIS SIS/ Y.

E3 142 hours

ANNNOUUURUNURLNNY
TIILSIILILIIL SIS SIS SIS SIS SIS SIS

BANMANNNN

AAMAAMAANALNALNANANANANNNN
SILSIIL IS SIS SIS SIS SIS IS IS SIS SIS IS SIS Y

B 120 hours

AANSMAANANNAANANNNNANNANNNY
SIILLILIIL SIS SIS IS SIS SIS IS IS SIS IS IS LIS SIS SIS SIS

AAAMAMUMMMMIMAMAMOAOMOOIAAROAONOAOAMNRAOAIRAOMNNONORNNNRRY
ISISSLSIIL SIS LSS IS

Figure 1C

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\
IIILIILL SIS IS LIS SIS SIS SIS SIS SIS SIS SIS SIS Y

EH 96 hours

AMAARAHR18000 0000000000000 00000000 S 000NN NNNNNNNNNN]
SILIILLIIL IS SIS SIS LIS SIS SIS SIS SIS SIS SIS SIS

ATTHHTTIIITITHITHIHIHIHIHIHIHINHNRIIININNTNU TGN Y
SIILLIILIL SIS SIS IS SIS SIS IS IS SIS SIS IS SIS SIS SIS/

AATTITTIIITITHIIIHIHITITNITNHNTIITHITHIHIHIHIHIHIHITIHTINTHTIHTUHTUUUUBURGUNRRNURNY
VILIILL IS LIS SIS SIS SIS SIS SIS IS SIS SIS SIS SIS/ Y

B 72 hours

R R R R AR AR R X RN

AAMTTITNITIIIITHIHIHIITNITNINTITHITHIHIHITIHNIHIHIITITINHT NI TGOV Y
PLILIILIILL SIS IS IILS SIS IS SIS SIS IS IS IS IS

AATTHIHNNIITITHIIHITHIHITITNITITTHIHIHITHITHIHRIOIINTINITIHIHUHTHTNITIS U WBUWUBUBUUBULy sy
TISSLIILL SIS IS SIS SIS SIS SIS SIS SIS SIS SIS SIS/ Y.

AATTIHIHHTIHIHIIININNRHIITNITIHIHIHITHIHIHRININININNTINUNUUUUROUNRRURURUUUURLN
SIILLILIILS SIS SIS LIS SIS SIS SIS SIS SIS

N

A 48 hours

AITMTITTITITINITNTIITHITHIHITITNITHITHIHIHINIITININIHNUTITINUUINUUUUNNRNRUEROOURNROONUOONNGNYN
SISISLIIL SIS IS IS SIS SIS SIS SIS IS IS SIS IS SIS s

e e e e e e e e v e e e e e e e e e e e e e e e e T e e T e e e e e e e e e e e e e e e e e e e e e

R R R R R R R R e
IISLIILLIII SIS SIS SIS SIS IS IS IS SIS IS SIS

o o o o (o]

o o o (o= o
[+ o} © <t N

100.0
N 24 hours

(%) Aungeip



PCT/EP2017/050259

WO 2017/118726

4/42

10.000

8.000

\

6.000
4.000

(lwy 401X) si|89 ajcein

Ay
JI000000/70000000000000004

A

77277/

2.000

70000004

THH00000000004.

NN

0.000

Untreated

DMSO
Control

144 hours

0.001uM
Epoxpmicin

0.005uM
Epoxpmicin

0.01uM
Epoxpmicin

0.05uM
Epoxpmicin

24 hours

168 hours

HE 120 hours

Figure 2A

B 72 hours

48 hours

100.0

A R R Y
7777777772777777777777/77777777/7 777777/ 77/777777777 /7777777777

ﬂmm =

AR mnnnnns,,g
7777770770077 777 777277770 /7 70 A7 /77

1]\
BRRERRR

ARl i nnnh,ns
TL0000000000000000000 0000000000000 00000000000 0000000000004

EXXS
LR

A ] T T T T T T T R T T H sy
/7777777077727 7770 207720 /7777727777700 777/ 27777777722

RN

A R R R R R .-
777 /77/77/7777/777/77777/77777 2277772/ 27 7 /277777

Al AR asanss,
YL/ 0070005000000/ 0000000000007 0040000000 00000040040000 70007047

o o o (] [an]
o o o o =
«© [{e] A (]

(%) Angein

Untreated

DMSO
Control
144 hours

0.001uM
Epoxpmicin

B 120 hours

0.005uMm
Epoxpmicin

0.05uM 0.01uM
Epoxpmicin Epoxpmicin
& 72 hours

24 hours

168 hours

48 hours

Figure 2B



PCT/EP2017/050259

5/42

8.000

WO 2017/118726
10.000

©
(0]
ko]
©
£
c -
o 2
[¢0]
©
-«
|
O o
2
=0
DC S
3
<]
N -
<
<
M2
=20
- O
o=
g
g O
Q AN
=S O
™
oo B
o= -
(@)
m - —
O
i -
N o
358
S (ON
pORXX ~— X :
. AN\ = R R
P ” T R A,
5
2
(9]
Muwm
5% N\ e
AN
o 777 7
o o o (=] =S
: § § &8 &£ s g 8 & g 3
© < N © < S D © < Y
2 -
(w7 401X) S1190 BjqeIA 2 (%) Angern

DMSO Untreated
Control
144 hours 168 hours

1LUM 0.5uM 0.1uM
MG132 MG132 MG132 MG132
48 hours 8 72 hours B 120 hours
Figure 2D

5uM

24 hours



WO 2017/118726 PCT/EP2017/050259

6/42

10.000

8.000

6.000

4.000

Viable cells (x16°/ml)

2.000

AR NN

AT

10uM 5uM 1uM 0.5uM DMSO Untreated
Eeyarestatin  Eeyarestatin  Eeyarestatin  Eeyarestatin Control

24 hours 48 hours B8 72 hours B 120 hours 144 hours 168 hours

Figure 2E

100.00

80.0

V

60.0

Viability (%)

40.0

20.0

V777777772777777777777777/7777777/ 7777777
V7777777777777 7777777777/ 7777777777777
R Y
V7777777777777 77777777 77777777777 77777
A T Y
V 777777777777277777770777777777 7777777777777
A ..
W 777777777777772777777/7777/777777 7777777777777
A A

AR

V,

V7777772777777

%

10uM 5uM 1M 0.5uM DMSO Untreated
Eeyarestatin  Eeyarestatin  Eeyarestatin  Eeyarestatin Control

24 hours 48 hours B 72 hours B 120 hours 144 hours 168 hours

Figure 2F

0.0



PCT/EP2017/050259

7142

WO 2017/118726

V¢ 2Inbi4

%,
%,
%,
%,
%,
%,

<
%,
\9(
%
&
%

00070

s <\ N VAR G| Q ‘ N A RN G 1X 177 N AL VARN AN IVA RN AR VAR YAISIVA RN QIR 177 N AR IZA NN
N AON AN TRON FEON FEON FEON RN ERON RN RN ERON
SIZIN AN FIRIAN AN BEIRAN AN FRAN BEIRIAN AN BIRIEN FIRIAN
N SN ZNIEIRZ AN FRIAN FRION BN BRAN EAN  ERIAN  BIRAN
% g
N ZNIRZISIZN AN ERIAN FRIAON BIRIAN FRIAN EIRIAN EIRIA 2IXIZIN
” w\ﬂ \# AN AN NIAN FIRIAN FRIAN BIRIAN BIRIAN FIRIAN BIRIAN RIS
N AN FIRIFAN FARIAN FIRIANY ARAN RN AN FIRIAN
” um“” \I Nuu\,l SIAN 217710 RN 2N AN KRN AINE AN Z N
N ZINIRZIRIZIN SIZINEEZIR 1220 RS Z N ARIAN  FIAN B TN EIR PN .
” % \ N V ” AR 7z I & n % \ N BR1% - HHaR HHAA 1 S HAAN Oom O
! NIREIR1Z ZNBRE ZIBIZNIR% 2 N A 2 g7
N N ZNBEIR1Z AN | Z2IBIZINE% 7 N ¥ A 2 283177
3 ZNIRZIR1Z AN | 2L 7 INER % ) % 28 %
” Z AN ZNE1R|Z 7N\ % 1Y N [ & 2 % &
N N AN R AN LN 1 % 2 0 %
\\ N 7 &188]%% N 4] % 2\ & % % %
§ 5 N T A 0L & ¢ ¢ ¢
% N 2 2 Z % %
% HEN [ 7 7l 1| ¢ g 2 g .
% ST NN T 7 o S %] &4 ¢ @ 000°L
17 VERY 2 b : LI |l Al :
% NN Al W 7z &% 47 - p % 4
A 7 N | 7 7 2 2 & %
1 W N [ 2 2 % 2
4 7 YN % 2 2 %
& g 7 2 g
N — / : 005"}
2 % 7 & & o
8 g 7 8 -
2 & % 2
% & 7z
o2 & 7
] % A
& %
% & .
z ¢ 0002
g
2 2
2 &
\\ 44}
&% N
%
‘ 00S'C
&

000°€

(lwys|[20401 X) uonEUBIUOD
(190 S|QEIA UEs\



PCT/EP2017/050259

8/42

WO 2017/118726

g¢ ainbi4

ZIN %18 G| %R % R A
AR
“w Al 2R 2R 2 X AR
2R 2188 X X X
% | RS Al eI fo % ] Al
AN 55|58 IR B % 5% 1N
4 AR 2N %% o X ks
N 2| RS %N % N 21
X X % 3
N ks %[ 28 2 XN 218
N R I R & ] Ak
S5 18K ZIN 21 % N IR
N 1N N N ] 9] 21
AN %01 |* sﬁ %1 o) o s“ X3 m.
NN AN % o] b % N EIN
21X
3 2R % % & R AR
2R £ R X
N\ ) €2 ?. 0 ] A1
3 % /4] % 3 21
N ] 28 o) X X3
2 R 3
2
¥ & % % X N
% X & . XY
2 2 & R o
% 2 % 8 e
o) /4] ] R
% % X : 000°L
e o, -,
3
1 o) & N X3
s % o N
3 X
2 [#, %5
%
%
5 % &
s % &
s % 2
5 % 4
s
2 §
: : 00S’L
¥
! ¢
2
¢
¥
¢
¢
¢
¥

000°¢

(lw/s||99401X) uonesuaduUoY
19D 3IgeIA uesiy



PCT/EP2017/050259

WO 2017/118726

9/42

QRN
RN

XK

QOO0

QOO
RN

OISR KSR K K

ORI

QAN
RN

R XSRS

¢ 2.nbi4

OO
RN

ERKX
S S S S e

L

;
‘"ﬂ

QAR

Q

RN
N K

AR
AR

I IONK

QOO0

RO

L S L

IO NI KK )

QRO

R R R R R R R R R RRRRNNRRNNNNRNRXRS

SEBEEES

% AKX

RN
0
5%

0oL
0°0¢
00¢€
0'o¥
0°05
0°09
0°04
008

0°06

0'001

(%) Anngein



PCT/EP2017/050259

¢ 0.nbi4

0
o&o X

o o
o X
CCR

W W

H
Q
o

10/42

X
o1 AR
A ~,
ks 2R AR 21N
. X IN X g ]
AT A Q 218 AR
Q AR &[N %I IS AR
1 [ QIR . », X Ak 2 3
3 AR AR 21 2] foud LI o] ko DI
AR A 218 21N 21N 21 1N 21 21N .
16X AR 21N S Rs) k) 2N 41N IR AR 2R A
. ., o o 2 ., * ) 4 o, 0 . eI & X 3 : :
A : 2| 1 AN 21X Y] o [ o H ) R 4] I
Q21X 7 [+ (o b 2158 IR 7 [~ 2R 6215 N 1N 21
*, (S, * ) ’, N % [, 05 ) . >, 1IN I S ¢ :
4 N o o 2 N . & (2 S, ] *, & ek % 3
AR % Ab, AN X 5188 ) 21 21 : A
. -, 2 o g2 N, e ) . N QIR . -, X 218 2 3
21 4 &1 %[ Al X AR Ak AR X AR
4 -, 0 o 2 ¥ . & >, ” N, QIR ] N 210 AR g :
L2 [, ¢ '\ IXS ) > & N 2 [, ZIN R 2 :
. o, 0 O 2 N, 04 ) & N Ak : 3 3 A I
o] [ & N IR IX 21N 21N *o] [~ oINS N 1S -
e “) S, v, ’ ) . S, 2 N, Q1IN *] N 210 % X g :
) . I8 AR B 31N 2N 21N 2N Q1IN 21N
N 0 O 2 N . 8 ' 2,1 [~ %18 . -, o) 218 2 3
X % Abe oAb % AR 2 %1% AR : AR
$188 %1 A 2158 $158 &8 Ak A , A 1
v [+ QIR %I XIS I8 Q1IN IR IR 21N Q an
%] %3 I BI QI 51 X1 AN 2% X Ak A
Al 41N Q1N R[N % 1% 2R N : i
. o, o O 2 ¥, *) ] ’, >, 0 N, 718 -, N 2k 2 :
&1 4 Abs 21 2% A I BN 21N X 28
51 R 28 %158 £158 Ak A , 0 N
) 8 I8 Ak 21 X I I AN ] 2IX
N o 0 I 22N 21X 21X R IR 22158
4 [, ’ 'S, . N & QO 0 % N 241 [*. B ’ 3 g 3
i " N A AR AR Ak SR A Al ZIR .
02 [, 4 o N, . >, @ % X 2188 3 : :
Q3 IR IR Q1N %1 ] s %N aIxs AR Ak A
418 N 2 21N 2R 2|8 Ak AR A
2 BN 218 %I %1 RS 2R 21 2IN SIS A
02 [, 03 N o », 7, . ~ 0 A X AR : 218
SR AR 8 %158 A1 AR 218 21 3 28 S
0 I I3 AL SN B 2N 41 21N ' A
- 1 A 2y AR ¥ QX Q 2o] I+ AL
AR % Q1N AN X1 JH 2N AR AR : AR
21 4 81 221 % b 2 Ak AR X 218
218 I BIN AH S183 AR 2R AR AR 21 21
A 8 I3 AR 213 21 2| 21 2N Q 2N .
A 213 AR 1N % eI 1R Q1 N, 1R 21N
21 % SIS b 2% AR AR 2N AR : A
Q1N A1 o D> 2150 %1% 7 [ 2R 21 N A AR
(S, ] ) ’, N % [, 05 ) . >, I 0 [, 21N Q 2 3
% : s
Ik o 2 213 AR 21 AN I ] 21N 21
*, . QO [*, [, *) o, > 2 AL e : ; :
4IRS AR b, 818 ] Ak ; , i i
Al 51N Q1Y 2| % 188 1 A1 AR : A
AL %N N 4158 AR B AR N Al 21
1 % Abs b A1 X AR Ak 2N X 28
: : g R % X ’, *) 02 N, QIR ’ ., ., o1 [~ £ “,
o A 0% 3 418 I AL 21N ' ZIN
e ™, o o . vy e [, . %18 . -, o) 218 2 3
AR % N B ks &R ] Ak 2R : AR .
. -, S, & '\ . . o O A1, ) -, 21 00 ™, . QO
R %18 2| L 21 2| Al | 218 ZI
) o o1 I, QI 51 oo [ 21X 21X 5IR 21 :
. R I3 Ak : 1 1IN 71 [+ 25158 R
. o, o O 02 ¥, *) ] ’, \) 0 N, 18 . ) X 21 3
&% 4 Abs 2 % b AR Ak AR X g8
Al e R 28 %R g AR 2R AR 3 AR A
[*, (S, *] '\ 21X % *, 9, ) N & N 02 %N & : 3
e ™, o o 2 N * ) ’, [, . 1% 3 A : :
02 [, 03 . N o o, 7, N . ~ 0 N [, . % N 3 g 3
. -, 2 o . 2 ’ ) . ¢ [ 21N . », 21 I 2 3
Ak Ak 1N A & A1 4% 21N ) 218
4 N o o, 2 N . & *, . /' e 0 X 218 2 3
~. R i 218 : 21 IR A1 A1\ 3 AN
. o, % . 02 ¥, e ) ’, 0 N, QIR . -, o 218 2 3
&1 4 SIS 218 2R AR AR N 21N 3 AR .
. -, 0 o 2o T, ’ ) — % N AR : : 3 218 / 0
0 I R : Al A 21 A1 2R ] 21X
. Q0 o, % II . % ' 1R A : 3 3 Ak \
X 02 [, % ) 3
Z188 2 hes) AR & 21y 41 Al 518 Ak 813 '
N 4138 AR % - b AN Ak ARy AR 218
e ™, o o, 02 N ] ' 02 N, ] 4 N X A : S
AR 158 21 7 % Abs N AR 21 : AR
. o, 0 . 2 N 0 ’, 0 . %18 -, X IR 2 3
A : 2| ¥ A% 21X AN o] 1] R 4] I
. -, 2 o . 2 ’ . ¢ 02 N, T . ., N, 1N % 3
*, (S, * QS ’, N 2 05 >, ZIN Q0 [, 21N Q 2 3
4 N o o 2 N . /' . o, X 1% 3 :
AR % Ab, A SN 2 AR AR : 218
. -, 2 o (2 N, *, N 21N . -, X 218 2 3
21X 41 &1 X b AN N 2N 21 Ak .
XN o] 41N 5 7 2R 21N 21N oAb o bs) 21 N
S18 3 4 - 2| 2% Ak AR A
: : 3 Al 3 4 >, IR ] . ., (S, -,
AN o bos % & &I IR s s 21N 3 A
e ™, o o 2 ) 2,1 [~ ] . », X Al 2 3
AR % & 4 % AR 218 21N B : 218
. -, 2 o ?, N e . N\, IR 3 28 ; :
*, [, *) QS e 9 0 0 . ’, N 21 : : :
SR IR IR % ] B %158 s Ak A
| 51N G188 A % A1 Al AR : A
. o, 0 O 2 N *) ’, 18 . -, N 218 2 3
I % G158 % b AR Ak 2N X Ak
. -, 0 o ?, < QIR ’ ., N Ak :
A 31 2183 o b, 1N AL 21N 21 3 .
i a0 A% 5 % < 21N o o 21X 2R 3 O O
OIS AR % % A IR 21 2(8
% N 4188 % & AR 215 AR : 3
. 2 o, o119 . AR 2\ I 0
Blx ] 21 5 % 21N % I ZIR 3
. ' A : — ; 213 4 AR, I X
I >, 21 q % L 210 @ 2R 21 3
* *, [*, N o] = IR . Ak g ] :
i . o ) % 21N %158 X
% & AN 21N % 21 AR 3
AN 0 & AR % AR 21N R .
2R X % 4L 21N o7 AR 21 3 O Om
It 0N o 4 N % N AL
0% N o N & X AL 4
% R % , o
& 3 ’
& S % | W
53 % +
M ~

WO 2017/118726

0°00L

(%) Anngeip



O&O

S

((O
"o

&

PCT/EP2017/050259

11/42

Vi @inbi-

O&O
O&O
O&O
O&O
O&O
O&O

«951
%,
6’51
<
.S 11
\9(

AN AN AN AN ON EINAN FIEAN ERAN  ERAN FRAN ERAN FEEAN
\# N 2N SN N AR AN AN FIRAN FRAN BRAN  BIEAN RN
N N N FEON N ENPN EREAN EREN FREN EAN FRPN ARON
2N 72N ZNIRZRIZN AN BN HEAN Ek RPN RN BN (N FRAN .
N RO TN TN N N RN O T Y Ry Y iy oS0
A |72 & 2 % @ I AN 2 ¢ :
A W W 2 W s M “ W 2 mm W % N 2 & W 2 Sh mm &
N Ny N N G [ N B & % 3 & &
NN I mw N N & ] & %2 ] %
N & g 2 % % g
N “m 2 g % Z ’ 000'L
N g g g 2 _. g _.F %
N % : 2 :
5 005°L
% 2

? ? 000°¢

00s°¢

WO 2017/118726

000°¢

(lw/s||90401X) uoheluaduo)d
19D 3lgBIA uesy



WO 2017/118726

3.000

AARRRRRN
ARTIRILRNY

2.500

12/42

[SOSNNNNIROSANNNNNNNN]
AP NN L
INNNNNN\\N

YA A LI

H R R I TSI
A AA L
RRNNNNNNNNNNNNNNNNNY

YAl /A

RN OO IR AN NNNNNNNNNNANNNNNNNNNNNN]

Y /74
27 200NN
v/ /// /7774

[ 1 333 NNNNNNN
Zh

NN

b/ /24

RSSOSNNNNNNNNN
5
ANN\\N

A /D

ERSANNNNNNNNNNNNNNNN
AL/ L LD
RRANNNNNNNNNNNNNY

A/ /4

Figure 4B

ESRSINNNNNNNNNNNNNNNNNNNNNNN
YA L
RSN
R /A

|

EEANNNINNNNNRNNNINNNNNNNNNNNNNNNNNNNNNNY
A /L LA
ESANNNN]

A/ /e

O AR AN ARNNNNNNANNANNNNNNNNNNNNNE

A A AN L LI LIV

74

A/

ANARIANERIAIEEIREIEETIRETEEIETEIEEETEEREEEEEARNE RN AR AN N NNNNNNNNNNNNNNY

2.000

—

1.500

bAoA AL A AL AL LI LI LI L LI L LA

.I ISSANNNNNNNNNN
IR A /LI LI BT/

ISSSNANNNNNNNNNNNNNNNNN]

YAAA AL LI LI L
1NN

b AN N LI LTI

1.000
0.500

(Iw/s|192401 X) uoljesuaduo)
19D dIqeIp ues|y

PCT/EP2017/050259

0.000



PCT/EP2017/050259

13/42

7 24nbi

e Q 211e Q O ] o’ QIO p [7 P 9
% ; 7 Q
X SR 21 IR Z2IR ZI 21 ZIR IR AN Z AN
X 21 21N 21N 2| Ak 21N %N 2IN 2IR1Z I 7 AN
X Al XIS 41N &I AR NS 1 o] [} 21%1% 7 AN
AN o] o AN 1 ] Al %1% 520 AN
) S [#, N ] [, *) o1 |+, CAIN 211 [+,
&S HINS o] [, XIS 210 2158 1 &1 N, 158
] ] e, 11, 2 210
3 AR AL Z1N 21 A 21R 218 21 AN 7 INI.
X % X 2R & % 2117 7
) BN 21 %I A1 s A1 21N o) 2418 Z Z
N %N (o34 Ios)] g1 A1 N8 A1 R o] I SIXS 2N
3 R 21 %I 2|8 218 21 IR 21N ZIRIZIN AN
%I 2] 21 2 % ¥ 2INRIZIN AN
N Ny QN 1IN 21N 21 I IR RN 21
o} %10 (031 boo] ] Is: A1 NS 1IN XN IR SIS A2
N 2R |58 IR BN 21N ool fou] 21N 2N 2o foy] I Vi 7 I
o} &1 21 GIN o 1es) IR 2R IR %I AL \ \
R XN QR XIS YIN AN o1 1R IR 18
QX G0 2RIy G ] IR 2RI o1} 1R -
R QY *H, ] [“sH. 7H] KIN Hh 1IN A1 N 7 N
X 2R 2| 2R B ke BN %1% RN I \ N 7 Z N
Q g1 XN I 2158 1IN 721N %S IR AL, ’/ \
8 NS o] XIS 510 21X IR GIxS [, 25183
] 2] e, 18 2 )]
X ZI 1N 51N 21N 21N 21 I 2N 2R % % Vi
o9 1IN BN 21N 2R 21N 21N o by IR AN 7 AN
S %18 BIN %I\ 21N ZIN BN &[N 2 ZINIZIN / AN
X I RN 1NN %15 IR I I 2N RN \ / /7 \ / .
N 7He. HN He. 1IN He 0% 13 RIS H) /Y
Y] GI 1IN IO MRS SN 1KY 1T T IR
X ZIN 1N %I 21N 21N 20 21N 2R AN % N
X 4 % % L % ARIAN AN
3 21 AR AR 2188 218 2 21 2 AN 2 AN
) S [#, N % N 21X 1IN %R %S KX 1R \
Q NS &1 NS 261 [, 11 BIN ] [ 1] 2158 /"
8 1 I, o1 b I, A1 I 115 ool I & 2R ’
A 13 AN Al s, 518 &1 o] I, IS
] oI, AN %108 o2 [os) 271 I o] o] o 1o %1 R v
IR ’ '] BIY ., 213 1) 2RI 1 -
o} 1 *H, &1 S, QN N /"
Q0 o, ) 1l g2 "] 11, ) IR ., [eS 1T, 2, ]
o} ] [~ Lot d o] o] I AN Al AR5 o I, &SI Al /"
21N 2R AN IR s, &1 SIS o] b I
] G118 o PN %18 o [os] A1 K18 oq I AR AR / /" \ /
o BN 2R IR AR ZIN 2R 2| AR A N A AN
3] & & '/
N o b, o fod) AN 21X 21 ksl o] s IR
] o] [~ o7 oM g1 1N 241 | 2110 o] I % 1Y R
IS s, Ny s Q3 s o fos) 2] s, ARUN N
& Al 218 A 2R 21 RS ZIN 21K IRIZIN N O
AN o, IR A QS 2818 4o, oW
) &1 AN %1 IR A BEINRS XIS % | XY X727
RN o], HINN %18 21 AL %18 218 A1 / /
Q LIN o N ZIN IR 21 AR %I RN ZIN ““ / 7 /
1Y) 21 AN o] I, AR Al 518 xS ol b 218 7
] %N IR 2N Al 21 Q1% IR ool 21177 7
X 218 %N %R ks AR ool los %1% 2N AR N AN
2, N /) s N <11~ . 7, ]
X I\ I o] o) 21N &I XIN ol B RN RN ““ N
o] 21 AIN g1 RIS A1 I o] [ ol 1] AR .
X ) 5 HoN ] 10 o, He] PRI Ut N AN
I s, AINY AR IR 218 %188 241 1s, T 77
X IS 2N N 1IN 21N 2RI I o] I3 ANk & / 7
] o &
%INS A| % BN AL O1Ry 5] Fos. qRs 2] I o] oo AN
] o] [~ o7 oM g1 1N 241 | 2110 o] I %1% Q 44
@, ) <11e [ "a) G2 -, Q1O G108 [/ A1, LI
o~} G [ ) 21 ) AN 1IN 11 [,
(¥ (2 ) 11, ’ '] 2> 215 I %1 [eS11e, 2 ]
o} SN 291 I &I o} IR 1IN &I 1R
S HINS o] [, XIS 210 21X 1 &1 N, 158
X Y % A1 % 4
3 AR 21N AR 21 218 21 S 2N A | N N .
3R N o He \ 2 % %0 218 Al N N
NS b, I\ Al IR A1 TR 211, A1
N %N (o34 Ios)] g1 A1 N8 A1 R o] I SIXS 2R
7] I %18 AN IR A1 &1 G % 5213 /18
] Al AN 41 AR Al 54| R o] I+ 2R KIS
& 201 I\ to?d OI 1IN /] 00 21N 11, ts?, W 75 00 %1
) %N BRINS IR 21N o os o] o oo IR 21N
2 o] ) A1 & &1 o ] /
] %I AN %N 2R 44 IR 1R 2z AR
X 10 1N %Iy KN % o2 I 21N 1N N N .
Q ¥ (o1, AN AN 2 2 S BN 9418y N
X % %N 0 21N 5 % I %N ARs Ry N
@ 1% % % / 2 &%
X 218 & % % % 2l 2[R A N N
AL o A /) [y 45 ! 2158 )
N N % % 7] o 4 ] AL N NN
[+, % ] [/ ¥
R S g % % & AR B N
X o & B ~ AN .
e ] N\
5] u

WO 2017/118726

0°001

(%) AungeIn



PCT/EP2017/050259

14/42

WO 2017/118726

7 @1nbi4

Q
0
.
G|
&

OTRRRY
e
QOOOONNY
ORI
GGG
QO
RN
B
Q
'
2
QOO
ORRRRRNS
OOLOOO0
QOO
RN

RS
7,

RIS
RN

OO0

&
QOO
OIS
S
RN
BN
XQ
7
'/
QOO
ORI
OO0
OO
QOO

QOO0
RRONNNNON

%
%
o
2%
%

GBS EEEEEEEEEEELES

1
#
&
] 1
4
&
4

BB
RANXNN
R0
T,
QRN
RIS
T ]

S

ORI
£

OO
RIS
BEEEEEEEEEEEELS

Q

)

0
QOO
R RRRRIRRRROIRRRRS
SOOI
SOBEEEEEEEBES

&
T,
R
OO
QOO
SRR

T R s
2 PR %

RIS
BEEEEEELEEEEELS

OO0

SOOI )
OB

QOO
OO0
OO0

S
QRN
QOO

RN

R R R R RS
7
&

AN
ORI

IR
OO0
o L L o L,
QOO
RN
SOEEEES

QOO

Q
SOOI
IRRNRRNRRS
OOOOOO0

D
7

E TSI A AN N D
O I O R R Y R AR R P R RR

&
OO
TR R R R R R RIS

OO

DO
OO0
ORNRRRRRS
Q
OO
SRR
SOOI
BSOS
UK
OOOOOO0
PSS
QOO0
ORRRINRRS
OO0

RRRS

OO
N

ANXY
OO0
GO

BB EEEEEBEEE

QOO0
OARNRRNRS
OO
ORRNRRNNRS
OOOOO00

QA0
ORRRNKRS
A A A A A A A

OOOOTO0

LA A AL AL CAA LSS A AL AR
A,
IRRNRNRS

OO

SRR

OO

RIS
BB EEEEEEEEEEE

OIS

AR R R R R R AR R AR R R R R R R AR R AR R R

QOO0

&
1
r

OO0
SEBEEE5S

—

= = . 0'00L

(%) Anngein



PCT/EP2017/050259

15/42

WO 2017/118726

G 2.nbi4

7 ]
AT 21 GIR ¥ %
? N e o oS 21N R >IN & &
% A IR 21 ZIR ZI 7 A
% % &1 AN 41 %1% Y %
X 4] o] Is: 21N oAl LI % 2
A % %X 21 410 51NN % %
% ¥ s 21% AR %N g ]
A % eI fs) 25 [83] 2N o ) % %
3 4 IR 21 IR %1 7 %
A % 1] 21N s, 21 % ’;
X 4] o] [o; 21N ) ZIN % 2
A ¥ QIR 218 2% o] ) A %
% % IR 213 A1 IR % A
% / 21 el A1 1N 2N 2 %
L % Q%Y IR 1 XIS % "
A % o] [s: RS 21N %I % 2
A ¥ 1] o] s %129 SIS % %
2 * o] Is: 218 oAl ZIN ) g
A ¥ 2R IR 21 AN A % .
% % s, 4Ix AR ¥ g ]
4 % A1 AINS 21N %
A % o] [ & 5o I8¢
A % ] “He: % %
2 3 % Z % 2 g 4
% % /] & 2 % A 2
% % 4 A ¥ 4 g ]
4 % ] % 2 % % 2
% 4 2 A 2 % &% %
A % ] % % & . g
% AN & o o] 2 % % %
% A /] & /] % % %
% % % 2 ¥ % & 4
4 - ] % 7] % % R
% 4 A 2 s g2 % %
A 5 @ % /] % % %
2 3 % 2 2 % & 4
4 A ] 2 4 & % %
2 ) % 7 < % 4 4
% % % 4 4 4 2 g
% 4 4 A ¥ g2 g %
4 5 Q Y /) % % %
A % o & &% % ] %
A A # & &% & % %
% % % % 4 4 % g
% 4 4 2 ¥ 2 g o]
4 % & 7, /) %
A % o \ &
3 ’ % %
% 2 & ¢ o]
% % % % % o & ] 2]
4 % & % ¢ % % R
% 4 A A # &% 4
X % & % A .
2 3 % 2 % 4 1 5
2 3 % % & o ¢
g % % 2 4 % &g ’ £
2 % 4 % % 6 4
% % 5 \ ¢ % :
A 5 & % 4 % 4
A % o & ¢ % 3
A A ] 2 b & 5
2 % o & ¢ % 3
% % % 4 4 4
% % 5 ' ¢ ¥ :
4 % o] % %
A % o & ¢ - 3
A % ¥ 4 &
X % o & ¢ % 3 .
] A % 2 ;
2, o] /4] 4 ¢ % 3
o] % o % ¢
%
& g o] [
%
o] o0 44 ¢ % :
2 3 A % 1L
& % % g :
: g 3 z L b
& & :
2 % 4.
%
o %
’ %
2 &
¢ o
4] &
o
o] &
5
o &
% %
2 ”
o] % .
o &
o] %
’ %
o o]
o4 o]
’ %
5 %
& %
0% &
o
o4 &
5
: : L
’ %
2 &
% ¢4 £
G %
&
%%
: .
&
%
%
o]
&
]
5

000°€

(Iw/si®2401 X) UonesUBdU0D
18D SIqeIA uesiy



PCT/EP2017/050259

WO 2017/118726

16/42

G a.nbi4

10 Q AN N 0 0 0 Q
% N &
21 2 W N % 2 % N
21 oo NN W ¥ 2 oA % o} XY
21N [oo] [~ NN I N 5/ % (93] |3 o] % 5?) I
21N [oo] [+ Q1IN Y 4} 0 271 [ 4 % 7] R
21 %58 &I ] @ AR & & % Q)
LINS 7 I SINS & ] 21D &% ¢4 & \,
21N 4] I3 RIS % ¥ o] [+ 5% o 5% A
7o [N, QI % G [/, 21X AN @ 04 0o »,
41Ny o] Is: & ; /] o] b & % % Q
I %NS @ @ AR RN & Q % Q)
QY 2 &% 21D & ; o] \,
P ] [o! IS NN o ] % o)
] 2 % o] s AN % o & Q
Q Q 2 SI% % ] Y, QY
) X & o] s & 1/} & Q
O xR 5] ] I % % % N
% & IS %
&R % N & % & \,
& % Lot s %5 /4] 4] N
%L o, AR % Q % Q)
45 % 21N %% 2 e 0N
@ % Q & & Q
& 2 ") % ] % QY
% & X 2 2 % X
% % o, QN
o % % o & Q
& 2 % ] o, QY
@ & & % & Q
o] L 24 ¢4 &% o5 XY
2 % 4] o e X
% &% ] Y, Q%
5% /4] %) 8
5] o5 % N
& o, 0 Ny
] % QY
% o} %
¥ 0% 5
% 45 %
5% % 5
& A A
% & &
& % 2
o, % %
S &% ]
&
%
&
4 %
%
4 4]
&
4 %
4
4 ]
4 %
&
4 %
&
4 /
%
Y 2
4 /
&
4 %
%
%
5
&
&
%
4
¥
%

0050

000°L

00S°1L

000°¢

00G°¢

000°¢

(lwys|i92401X) uoieuUadU0Y
(1D SIQBIN UesN



PCT/EP2017/050259

G 2.nbi4

17142

QIR Tl
% X Q Q SR 7
\\ 00 Q’ (443 1N N 2% N 9IRS X
218 5| g % 41D .
221N 2% 218 41 21N Y % AR 7
213 218 2R 2R %R &I 1N 21N AR 71
AR 21R 215 N IR ZIN ZIN 21N B IR 21X L %1%
Ak & A BN IN ks o] 21 4 X Ak
A A AN 318 418 21N 21N R AR ZIN 2% I
419 ols: 28 | Y AR IS 410 51NN 21N % ks Ak
A ks 2R 21% Z2IR 2N 2 1) 8N 1IN & %R IR
Ak 3 4% 21 ZIN %N ks AR 1R 41N %R 3
’ 3 2 3 218 218 o I 1Ny % '\ [ 1 [ 7 [+ 2, ] ”, .,
Al s, % I ZIN Al ‘] AR 21 3 218
B AR AN N Al 21N SIS IR N 21N AR 1R 21
1 [ 11, 2 +] 2 ~, sHe, % 21N 21N X 218
: : 2 X 21 218 1N X 5 o] N AN >IN o] IS ’, &
s %N o, I I SN 5% 21N S X 413
g13 2R AR N 8IS 41R g 21 N I % IR AN .
21N 41X 7 Al %I AR Ak 21 21 Ak BIR
e oo 251288 41N AR Ik 2R 2R 3 23 : 18
1% SN 5 N oo I 21N 0] 21N %R X Ak
: : 2 3 2R / 2|8 %IN 21N % & N 71 [* AIN I8N 7, -,
%I 218 BRI AN s, 21N ] 21 4R 3 213
213 2R A \ A %1% 91 21 oy ZIN 8 218 IS
Ak 1% 4 54| 2R 21N o1 I 21N 21 A 21 AL
AR AR 2|8 31 4R %I 21N 2| IR I AN IR
&% RN A1 N IR 218 41N 21N SIN B %N 1R A Res)
Al oT1s, 1 N oo I, Al SN 21 % ks Ak
2% A 21K GI% ZIR 4N 1R I, ZIN # %R IR
218 8 81 21 2N %I A1 A1 41N %R 3
28 2R A8 S8 41 N 2 BIN ZIN o % 15
1% QI % R I 210 e] AT e X A )
A 21N A / 2R %10 SN AIXS N AN IR ZoH 2 sH
410 &S RN R oo I, 2R % 21 ks 2|
2 21 2R 2|R 218 21N 2 o) 22| IR o AR &
Ak 3 2% 218 ZIN o] ks %1% 51X 41N eI 3
: : 2 3 218 2R 21N %NS % S /54 1™, AN *, ] 7, )
Al by % I Z%IN Al ‘] AR 21 3 Ak
AR 2[5 ZIN N 2| qI AR 2R N 2 s %R 2R 21X
413 %N % AN 5] s 218 %5 21N %R X Ak
: : 2 X 21 / 2| %IN 21N 5 & oM AIN AIN I8N ’, -,
PH. 218 el R I SN 5% 21 %1 X Ak
213 2R AR N g[8 %1% 918 21N A I 8 218 AN
A 218 : S X 218 AR 21N 41N 41N 2|8 b
28 21 A 31N N ¥ & 21N Q AIR o |
s ofs. % 1N % A A X 213
218 28 213 \ 31 g8 S He) H 3 IR 210 I
SN % o] I IR 21 s, 21 % X X g8 )
213 2R AR \ I: 21R IR 21N N IR % SHe. &%
AR AR g 21 ZIN %IN 1% 2415 51 41N 81088
2 : 2 3 2R 21 218 41N % X . AN 2, Bl [, .,
410 Q1IN % I oo I 21N % 21 21 X Ak
A 2R A N 318 418 21N 21N X AR ZIN 2% A1
419 ols: 28 | Y AR s, 410 551 %Y 21N % ks Ak
A ks ZIR 21% Z2IR 2N 2 1) 28| R 1IN & %R IR
Ak 3 4% 21 ZIN o] ks %1% 51X 4N &R 3
: : 2 3 218 2R A1 %NS % '\ /54 1™, ALV *, ] ”, .,
A b o ' ") 241 [N, ] I, Q 1N %1 ) ] I+,
B 215 AN N 21N N EINS 21X N 21N %R 2R 21
1 [ 11, 2 ] N LI, % 21N 21N X 218
: : 2 X 21 218 ZHe X 5 o] oM AN IR I8N ’, &
s %N o] Fos) IR I8 21N % I A A
g3 2R 218 N 418 21R g 2 A3 2 % e s .
Al Q[N ] 4| RN I IR 418 4] 21 21N B %
A AL AR L Al AR ZIN X 2% % AR %
410 SN 5 N oo I 21N 0] 21 21N X Ak
: : 2 3 21 / 2|8 21N 21N % & R AIN AIN 51N 7, -,
G1N %% o] I 2N o] Is: S1N 5% 21 % X Ak
213 2R AR \ A %1% 91 21 N IR % 1% IS
Ak 1% 4 2k 2R 21N o1 I 2415 21 A AR Al
2 3 2 3 2N 21 218 41N % X . AN [*, SN [, .,
A1 SN % I 5] Is: 21N % 21 21N X Ak
A 2R A N 318 418 41N 21N X AR %1% 2% I
AR AR 215 %N %I s 2158 &[5 &1 2| Al
AL IR 218 218 N 2N 2 1) 28| R 1IN o, %R IR
28 : A 218 3 Al 21N A 41N %R 3
2 3 g 3 218 A 2H N % X /4] AT 2, ) , .,
s: 210 o %I ZIN Tls: . A 3 A
218 2158 BN N 2| I &1y IR N 4 % IR 1 .
s QN % AR, 5] I, 218 55 21 %I X At
: : 3 3 21 / 2|8 AR 31N & o] N AN >IN IR ’, &
Al ols: 4|88 %IN oo I A 2N 21 AR 2R Ak
213 218 21K g[8 IR 4N 2INS 1 1IN ¥ %R 1N
Ak 3 4% 218 I IR s Ak 1N 41N 2R o
218 (% AL 418 218 21N SN AN I % A 21X
Al by % I Z%IN Al ] AR 21 3 218
21N 2 24 N 2| %I &I 4 Ios) o ZIN %R 2R A 1os)
H* 11, 2 ] [ ~, 2] [, 1 %] 21N 21N X 218
: : 2 X 21 21 2N o] Fo3 5 o] &N AN IR I8N 7, )
I 210 s Iy X1 SN 5% 21 AR X Ak
’ 3 : 3 g 3 / AR R ¥ & X & AN [#, AL 7, \)
Al BN AN R SR 2R 213 BN Al IR A Al
’ : g X 213 3 218 o I GINS % o) L8 AN 2 oH 7, o, -
GIN 2IR 3 1] 1IN IR 21N % ] o 21N 10N /)
AL 2R 21 \ 418 218 21 2N oy IR 4 B1R 4
A1 Q1R & \N AN XN 21 SIN LI 21 A AR 213
2 3 2 3 2N 21 218 41N % X S AN [*, SN [, .,
410 oI, N ¥ I o] I, 210 % 21 21N X Ak
A 21 2R %I SR 21N 21 o AN %R 218 A1
A I3 N 2R Ry %IR 21X 23] & 18 41N N 2%
AR 1 2| 2[R 218 41N ZIXS 41 IR IR IR AN
Ho R N AN I 18 %[ %18 21N %N 21 AR
AT He, &SI E1R SN IR BRI 2k % 3 Al
Al Ths, I ZIN Al ‘] AR 21 3 218
2R 2 2 2188 X & A1 o AN AR 218 b
410 &S IR I % He. X AN N I 413
R IR 21 21 21N I 21 & BN 21
Ik 3 21N 21 ZIN HIN ol %1% He 3] 8 .
(271 [ 28| 083 Q1R GIR 04 A1 b 21N % 3 21
AR 23 “u uu (S I 2 21N 21N I RS 21 1R
: : ’ X 218 2(8 2N o] IS % o] o 11, 71 [* g2 SIN ’, o,
Ak 2R A ) % W] XIS 211~ -] 1[N GIN 5 N ] IS,
’ 3 : 3 2R g[8 21 AR 4 X & AN [#, SR 7, N
218 218 : 2l 21X % AR 2| A 41N 2|8 b
: - 31N 2[R AN o] % s] (031 [+, 7 [+ [*, AN , »,
2 158 Ny o, Al I b 21 21N RS Ak
: 3 418 3 % (%] [, 2 (S ?, »,
21 21 2% % : % 28 2% AN 2l 73
Al 3 : ;
A 213 g g ] 2 o T1e &% AR .
AL 2 S A e 0 | Q1R 18 [,
& A1 ] % & 4 Al ZIN ZINX A %
) 951N A % % L % - o] b 21 I 5 g
o) R 2 % 2] o /4] a1° I ’ 213
3 3 2 & o % % %N %I
4] % # % - 2 2R AR
+ & % 2 ﬂ 41
g 7 A 0°06

WO 2017/118726

0°001

(%) Aunoein



PCT/EP2017/050259

18/42

WO 2017/118726

G 2.nbi14

<

C;AZ
%

o)

T G
SR ool oo
0 Q 3
IR %18 RS AR
1 41N QI 218 AR
GRS 218 oo [os 21 23
2R 21N QIR | 21 218
218 A1 21N 21N ol 1 A .
Q 21 RIS PR SIS %1% IR %1
' OX X% fes I 21N I 21 AR Ak
R A 213 21 IR 1N o I & 15 '
TR, ] I+ G e [ %2 158 IR BN AR a8
07 N %218 A1 QI I AR 28 218 : I
Ak AN 21N %NS o o 21 21N AN, % 21N 21
QY A1 QIR A1 21N 3 o : o
2158 s 215 o] I 21 3 AR , . i i
s 215 e[ Q1N o, Y51 ] s Q1N Ak I
21 2510 21X 1% 2ol bos) IR Q21X BN 51 Ak
21N QIS AN 215 o, N o Is: 21N 28 IR
02| 38 [*o] [~ 021 A1% oH & IR %I IR 02158 518
A1 QNS 21 QIR 1S ) I 218 28 a8
21X ¢ [+ Q21X 21X s, IR 21X XN 1N AR ]
7 " 218 X SEIN Q A SIS &I SIS
218 A1 Q I 55158 s Ak A8 A ; 0
AL, 018 . 213 Q 5% 158 N IR 3R Ak :
21X 21, A 1S SIS X1 IR 21N A1 1S ’
A1 QY 21 QIR e I Q158 Q AP 2] 8 AIN 21
. 0 i 218 ks 3 218 % 1NN % “Hos, ZB1
@ 21X [*o1 [+ 01 208 3 2ol B N DI *o] [+, 218
28 21 I8 o s 55158 X Al AR 1} i
s QIS oI %158 Q3 o3 Y] A 28 "
] A I3 AR SIR N IR N IR 218 ‘o] [,
s QIR 1N QIR 3 IS N 1 Q1N Ak IS
02| 38 o [, 6215 73] [, 5 IRS EIN 218 21 Ak A
A1 1 fos, X1 QIR eI N 21 218 AR A
s Q15 ] s QIS o3 ] I 21N 23 I
218 o] I %18 55158 o N QIR 21 2% AR .
21N QIS I o, 1SS N 21N 218 213 R
00| 38 v [~ 1% SOIRS & IR 21N xR 62| 58 KIS
A1 1N QIR 3 1SS Q %18 21 218 :
2158 Q15 o] Is: 5% 188 & 51 Q1R I Q158
X1 s Q1N o, 55 188 N AR 23 : :
. | 1 Ak 21 X IR SN o |, ] I
% QIS I 21X X o] b [*o1 [ % 13X SIS s
Th, CA 1S 0 1S AIQ SIS o, IR 21N 11, 1S 2ol I,
A1 QN 21 QIR S\ 1S ) 1N 218 218 I
218 21 Q15 I 3% 18 & 1R 2N e I QI8 ZB18
L 215 o s QIR o, %5158 QN A1 218 28 1
[ QIS 1N 215 o Y] ] Is: 21N Ak I
21X CA 1S 1S A1 55 o, IR 21N ooq [*. 1S 2ol b,
A I s, 21N 2%y SIS N A %13 %1% AR .
02| 38 I 62158 % S 1R & IR 218 21 21% 218
i ; 1 Ak 2R N 21 QIS X1 I
2158 21 & AN ] s, s AR 218 o8 ] i
s QIS oI fos, o, o3 ] eI 21 28 1k
X . I3 AR SR o IR Q21X o od I 02188 “oITe.
21N I 215 Q3 %18 N AR 21X R
] I Q%S A1 5| Ry s A AR A o I
& AR, A1 QIS A1 %I 3 Ak I i
“TTes s %15 o] I 21 3 A 15 I .
10 721X g1 2 ks, . 5 158 N g %18 I8
— i | 1 Ak 21 X I N o] [ %IR8 SR
A I QIS I 21X X 158 N 201 [ % 13X S 2%
218 CA 1S 018 AIQ SIS IR 21N 71 . 0158 10
A1 QN 21 QIR 3 ) oI 218 ARk a8
2158 21 Q15 I . & 5 R 21N X1 Q5 B1
0 IS 28 ar 2ol B IR 1INy 21 1R 21 .
21N &1 18 IR oo [os s b 21N VI IR A A
A1 Q QIR A1 21 Ik o
] fos. QN8 oo I 21 3 A 15 ~ i
1N Q s QNS o, 55 18 N AR 2% : :
2 I 215 o] Is: o] s, X Ak AR ol 0
% QIS e[ Q158 o3 ] ZI8 3|% : 4
; o X AR & ] IR Q21X 0418 218 ‘o] [,
s QIR 1N 28 1SS N 21N Hel 218 IR
02| 38 1 62 | 8 210 % '\, IR N 21 0 |8 51
o1 [ % | 58 [*o1 [+ Q21 X3 & 2ol P N I 21 AR 2l
21X [*o] [+ - Q21X 1IN 2128 Th Q1IN XN 02158 SIS
s 215 ] s Q1N % ] eI 21 28 ik
I | A oA % X IR SINY o] I, %IR8 A
21N QIS AN 215 SIS N o Is: 21N Ak IR
215 [*o] [~ 021 TH & IR 21N AR 21 2(3 .
Ak AR B Q I Q I ] 08 1N Q158
2158 21 & A %2158 s AR 2R A ) 0
L 215 & 0% ) 218 3| A :
21 o Q o KNS AN IR Q21X I 41
A, A1 0 -, G158 % N 101 [ 11 5510 )
] T 22| RS % 5188 |8 2R R : : A
& 04 18 2o1 1. 1 L. 2158 N 1N 31N 3 I3
0] 868 I 2| X % %G [53 5] [+ A R : I3 &
A I AR 2108 o QIS Q o] I X 41 8|58
22158 21 I8 A 2158 R AR 2% . A i
I QIS oI G158 5188 ) 21 218 28 ¢I
213 [*o] [~ 21 o KNS o IR 21X o] I ks 218
A I s, 1N 2158 S5 10N N 2 Is: 21N Ak e
02| 38 v [+, 0215 ; 51N & IR 21N %N 31 AR
A1 Q158 21 Q183 Q1SS Q A ][ %1% AR
218 eI QIX o X Al 218 : 718 0 |
o b 058 X1 4] N I 218 AR 2
021X 21 & 0 ™, 1R QINS 1N 218 Ak
s QIR % SAIQ ] I 21N Ak g[8
SIS & Q 7] [ o] N AR AR AL ;
s I % 1SS Q IR 31 S8 :
] o, QNS % £ < IR 2R 213 o
%58 s & % 55 18 2| %18 21 : 13
Q s ] @ ] . 1R QINS A A
RIS 21 o Tu & 0% ) 218 A i
21X 510 0 o % N IR SN 23 a
21N QIS % % Q s g8 s
R B A 3183 X 0% N Q 21N s QIS K1
A1 QNS % & 21X s 21 Ak oIS
21X A1 %123 o 0% IR 21X o [+, Ak 23
10 21X e & N N AR AR Ak :
218 213 QI5% % 1N QIR 521N 21 3 .
s QIS % ] IR 31 A :
i o 213 2 3 21X AR %I A S,
Al S5y & 3 N 218 Ak Ak
] fos. eI b & $% Al ks 23 I
| ‘ : 3 RIX I Y, Q
Q1% Q158 % % 21N 21 218 :
i . { : 21 2! It X
% 2ol s RIS o5 o) AN Tl 21 3
% un_ 218 o] I 7 % 210y 75 o] s 2] oo (%3]
o i ] ~ : % Q N,
% uw_ QY % ] % 3|8 A :
% . %2153 OES 28 : A T o
2R Q % Q 2 3| A :
% i ~ o .
AR SO 213N AN 7 IR B S .
2 £41 & 41 Al : :
o119 S, GINS &N 20 1L % 3 :
| . % 0N RIS
% OIS -] L% 1 X o I
& QY % , ¢ : .
] s : , o
AN X 5% o, S
2R Q :
X %
AN Q :
& N 2
& 3 :
5% 2 +

0°00L

(%) Anngeln



WO 2017/118726

0.466
0.0252)

R
(p

OO NGO DO N O
N+~ OC0O S o
(lwysl®240 LX) U8 Joye zeL-9N

[ ]
[ ]
[
[
[
[ ]
_—
&
N
< <
oo
nn
x e
© N~ © o ¥ 0 N 9w
©O o O o o o o o

(lwysli@0401X) Ugy Joye uldxod3

06 08

0.4

0.0 0.2
Specific Production Rate From Fed Batch Culture (pg/cell/h)

0.8

04 06

0.2

0.0
Specific Production Rate From Fed Batch Culture (pg/cell/h)

1.4

1.2

1.0

M G0 Y)IM UONEAUSIUOD [[9D S|GEIA UES

1.4

1.2

1.0

N GO0 UNM UONEAUSIUOY [[9D 3[JeIA UES

19/42

Figure 6B

Figure 6A

PCT/EP2017/050259

o
®
[
[ ]
—
00
- <
3
B o
o ©
n n
2
o O O O O O O Qo 9
O O 0O ~ © I ¥ ®
e

(lwysli8240 LX) UgY Joye ZeL-On

0.0262)

R =0.463

71 (p

© N © O % o
o O o O o

(lwys11@9401X) Ug Jaye upiwdxods

08 10 12 14

0.6
Specific Production Rate From Fed Batch Culture (pg/cell/h)

0.4

00 0.2

2000 3000

1000
Product Concentration From Fed Batch Culture (mg/L)

~—

o o o

I G0 YlIM UONENUIIUOD |[9D S|deIA Ues|y

I GO0 UM Uonesusouog (190 S|qeIA Uesiy

Figure 6D

Figure 6C



WO 2017/118726

0.0385)

R=0.454

0.8

04 06

0.2

0.0

S 3 =
(lw/sl120401X) Ugy Joye ZeL-ON

00
90 (p

0.8

0.6

00 02 04

[ ]
[
[ ]
e
—
3
S« *
n 9
oo
n n
x e
@ NN © 0N ¥ 0 o 9w
O 0O o O o o o o

1.4

1.2

1.0

1.4

1.2

1.0

(1wys||20 401X) gy Joye ulolwdxod3

I GO0 UNIM UoIE.USUOD 19D BIgeIA Ues|y

20/42

Figure 6F

Specific Production Rate From Bioreactor Culture (pg/cell/h)

NI G'0 )M UOLEIUSIUOD ([0 B|qEIA UBSIN

Figure 6E

Specific Production Rate From Bioreactor Culture (pg/cell/h)

PCT/EP2017/050259

2000 3000

1000

——
2 ™
4
(2}
B S
0
oo
n n
x e
® N @ 0 ¥ o N
o O O O o o o o

(lwysii@0 g0 LX) gy Jo)e ulolwdxod3

4000

0
Product Concentration From Bioreactor Culture (mg/L)

I G0°0 Ulm UoNesuaouo (1990 SIqelA Uesiy

Figure 6G



WO 2017/118726 PCT/EP2017/050259

21/42

LGLEAN SZV

LSLAN ASIMOHO
LGLAN 9¥YOHO
LGLAN ¢SOHO
LGLAW 9SOHD

LGLAN GSZ0HD
LGLAN ¥1 LOHO

Figure 7B

LGLAW LZ1LOHD

LSLAN 671 OHO

LSLEAIN STV |
LSLAW ASIMOHO
LGLAW 97OHD |
LGLAW ZSOHD
LGLAIN 9SOHD

LGLAN GZOHD
LGLAN ¥LLOHO

Figure 7A

LSLAN ZZLOHD

LGLAN 671 OHD

130



WO 2017/118726 PCT/EP2017/050259

22/42

€009AN SV

€009AIN ASIMOHOD
€009AN 9¥OHO
€009AIN ¢SOHO
€009AN 9SOHO

€009AN S2Z0HD
€009AN 7L LOHD
€009AIN LZLOHD

Figure 7D

€009AN 6% OHO

£008BAW SV
£00SAIN ASLYOHD
£00SAIN 97OHD
E00EAI ZSOHO
£00GAIN 9G0HD

€009AN SLOHD
€008AN ¥LLOHD

Figure 7C

€009AN LCLOHD

€008AN 6¥1OHO



WO 2017/118726 PCT/EP2017/050259

23/42

R

C¢/09dAN G2V
¢L09AIN ASIMOHO
¢.09AN 9YOHO

¢.09AIN ¢SOHD
¢/09AN 9SOHD
¢/09AIN GLOHD
¢/09ANN ¥ LOHO

Figure 7F

¢/09AIN LZLOHD

¢L09AW 671 0OHD

¢/09AN ScV

¢/09AIN ASIMOHOD
CLO8AIN 9¥OHO

¢/09AIN ¢SOHD

ZZ09AIN 9SOHD
ZL09AIN SLOHD

ZLOSAIN 7LLOHD

Figure 7E

Z/09AN ZZLOHD

¢/09AN 6¥10HO




WO 2017/118726 PCT/EP2017/050259

24/42

130

1001L9Nd 9¥OHD
L00ldNyd ¢sOHO

100LEaNY 9S0HD

100LENY SZOHD |

100LENY ¥LLOHD |

100L9NY LZLOHD

10019NY 67LOHD

MNV1E

100L9NY ASIMOHD |

L00LANY S2V

JojgIyul + 100LENY ASIMOHD |

Figure 8B

B s 8 2 :

Ll
L00LENY 9YOHD
1004 8NY ZSOHD

L00LdNd 9S0HO

LooLand SZ0HD

100LaNd 1 LOHD

100LaNyd LZLOHD

100LaN™A 6¥LOHD

MNVI4

10019Nd ASIMOHD

100L9NY GV

Jojgiyur + 1.00L9dNY ASIMOHD

Figure 8A




WO 2017/118726 PCT/EP2017/050259

25/42

g8loldny Sev

8L0L9NY ASIMOHD

8101L9Nd 9¥OHOD

8101L9Ny ¢S0OHD

8L01L9NY 9SOHD
8L01aNy GL0HD

8L01dnNy ¥ LOHO

Figure 8D

8l01LdNy LZ21OHO

8L019dNy 6¥1OHO

8L01L9dNy Sev
81019NY ASIMOHD

810LaNd 9YOHO
8L01L9Ny ¢SOHD
810l9Nd 9G0HD

8L0LaNy GL0HD

Figure 8C

8lolgnNy ¥LLOHO
8L01LdaNy LZLOHD
8L0LdNy 6¥LOHO




WO 2017/118726 PCT/EP2017/050259

26/42

9qoJd ou Gzv

8qoJd ou ASIMOHD
aqoJd ou 9yOHD
aqgo.id ou ZGOHD

9qgoJd ou 9GOHD

8qoud ou G/OHD |

aqoJd ou {7 LOHO |

Figure 8F

8qoud ou /ZLOHD

agoid ou 7LOHD

agoud ou gy |

9go.d ou ASIMOHD
aqoud ou 9yOHD
2qoud ou ZGOHD |

8qo.d ou 9GOHO

2qoid OU GJOHD

aqoid ou 7| LOHD |

Figure 8E

agqoud ou JZLOHD |
@goid ou 67LOHD

o
™
—



WO 2017/118726

MVB003

=

MV 151

ol

160000000
140000000

160000000

0

120000000
100000000
80000000
60000000
40000000
20000000

0

140000000
120000000
100000000
80000000
60000000
40000000
20000000

GEOHO
LZLOHD
¥EOHD
0S10HD
¢v¥OHD
¢v71OHD
¢OHD
LLOHO
G¢OHO
L¥OHO
901LOHD
8€OHDO
2/0HD
9710HO
LELOHO
Gev
ASIMOHD
97YOHO
¢GOHO
9GOHD
S/0HO
7LLOHO
LE1OHD
6710OHO

SEOHD
LZLOHD
YE€OHD
0510HO
¢v¥OHO
¢71OHD
¢OHO
LLOHO
SCZOHO
L¥OHO
90L0OHD
8€OHD
L/OHOD
971 OHO
LELOHD
Gev
ASIMOHO
9¥OHO
¢SOHO
9G0HO
S/0HO
7L LOHO
LZ1OHD
671LOHD

27142

m
o
o)
| .
=
o
L

Figure 9A

RUB1001

MVB072

160000000
140000000

160000000
140000000
120000000
100000000

120000000
100000000

80000000
60000000
40000000
20000000

80000000

60000000

PCT/EP2017/050259

GEOHO
1¢LOHO
YE€OHO
0S1OHO
¢vYOHO
Cv1OHD
¢OHO
LLOHO
GZOHO
I¥OHO
90LOHD
8€OHD
4J0HD
971OHO
LELOHD
Gev
ASIYOHD
9YOHD
¢GOHO
9G0OHD
S/OHO
¥LLOHO
2Z1OHD
671LOHD

0

GEOHD
LZLOHD
YE€OHO
0S1OHO
¢v¥OHO
Zv7LOHD
¢OHO
LZOHO
GCOHD

L #¥OHO
90LOHD
8€0OHD
1JOHD
971LOHO
LELOHD
Sev
ASLIYOHD
9YOHD
¢SOHO
9GOHO
G/0HD
¥LLOHD
LCLOHD
671LOHO

0

40000000
20000000

)
o)
0
| S
-
o)
T

Figure 9C



WO 2017/118726

Total Proteasome Activity

RUB1018

350000000
300000000
250000000
200000000

160000000
140000000
120000000
100000000

28/42

150000000
100000000

80000000
60000000
40000000
20000000

o
o
o
o
o
o
o
n

YE€OHD
0S1OHO
¢vOHO
¢r1LOHD
¢OHO
LL/OHD
L¥OHD
8€OHO
L/0HD
97LOHD
LELOHD
GSev
ASIMOHO
9¥YOHO
¢S0OHO
9G0HD
S/0HD
7LLOHO
LZLOHO
67LOHD

{ YEOHD
0SLOHD
4 ZVOHD
4 2rLOHD
ZOHD
LLOHD
{ LYOHD
8EOHD
= //OHD
9¥LOHD
LELOHD
Gev
ASIMOHD
9POHD
ZSOHD
9GOHD
G/OHD
¥1LLOHD
LZLOHD
67LOHD

0

PCT/EP2017/050259

Figure 9F

Figure 9E



PCT/EP2017/050259

WO 2017/118726

29/42

0l @inbi4

XS 1sod yggl
10 96 ‘y¢ Jayue uonippe Jo awl]

upiwoxod3 NNGO 0
+ ZELON WISz L0

Auanonpoud
|[ood ssassy

upiwoxod3 NNGZ0'0
+ ZELONW WIGZL 0

uplwoxod3 NGO 0
+ ZELOW INMGZ90°0

upiwoxodg WSzZo'0
+ ZELOW INMGZ90°0

OSWKAd

OSIQ + ulwoxod3 NS00

OSWQ + uiwoxod3 NrGzo 0

OSAd

OSINQ + 2ELOIN NMGZL 0

IARANNS

OSIA + 2ELOW INMGZ90°0

uolnoajsuel]
150d yyg

A

Wrfog
10
G'.€
74
XS

sig)oweled
uonelodonos|e
piepuelg

s||80 9|qeIA ,01X]

VYNd
poazueaul Bw of

v Apoqpuy
Buipoous pioe

J1I9NU Yyim OSSO
aleiodou1oa|g




PCT/EP2017/050259

30/42

(%) Aunigeln abeiany

WO 2017/118726

L L @Inbi4

8l 010=--@-=¥| 010-=-@-=- 1} D1 mw®== 8 0I0—0— L2010 --8--G 010---®--- 9 010 O~ DT —0—
8l DM0Ez=ZA ¥l JD10===3 || 910 3 D210 mmmw /¢ J10 s Gl O10 &R 9 010 SN ¢ J10 zzzzza
(sinoy) swi
é6l 1445 96 e

00°0 = = 00°0
00°0L = = 00°0

= = >

00°02 = = 0% 5

= = 3

. = = @

= [V)

= =3

. = . o

00°01 = 008 2

= of

00°0S 000l Z

3

8

0009 00¢L =

x

000/ 00l m,

o

)

00°08 009l 3
00'06 00'8l
00°001 00°0



PCT/EP2017/050259

WO 2017/118726

31/42

¢l @inbi-

XSW XS XS XS
g ¢ s ¢ Mg 2¢ Mg ¢
+ xod3 +ZELON +ZELONW + xod3 XS XS
NMGZ0'0  WriGg90'0 INMGZo0'0  WrSzo'o lor4 Wros

XS
WG /¢

XS
MG ¢

QOO O ;|
BRI ] 7,
SRNNX KA
QNN A
SN L
QRN /0500004
KRR b osetoss,
QRN AR
SN b osetoss,
OO AR
SN b osetoss,
NN AR
SN b osetoss,
OXNRN AR
RN b osetoss!
XRRR AR
bressdeds, 0
QXN /50000004
QXN s
XRRR AR
bressdeds, bt
XRRR AL
bressdeds, bt
ORRRN AL
bressdeds, A
XRRR /0%
RN b ssesoe
QRN /0500004 T
KRR b osetoss, T
ORNRRR AR
SN b osetoss,
OO AR
QNN b osetoss,
OORRR AR
QXN b osetoss,
IXNNRR AR
bresededs, b osetoss!
QXN A0
QXN /%009
QXNRRR AR
QXN At
QRN AL
NN borir i
o -, V2277,
ONXRR AL
SN, V.70, 0.0,
SN A0 HHE 00,
o otosete; XS
A HHH 0%
L HHHH ool
A0 0eres,
riverete] HHEHH PO2SXS
AR5 HHHH 0505055
frserese] HHHH PO
O HHHH oeletets:
o] PRCR)
Oka: A H H pOXXN
L LR oSetere,
2%

000

00°00¢

00°00%

007009

00°008

00°0001

00°00¢L

00°00v1

(Jw/Br) uonenuasuo) Apogiuy abeiany



PCT/EP2017/050259

WO 2017/118726

32/42

€l ainbi-

XS
1s0d sInoy ¢ uonippe Jo awi |

| uneisaielog Wi

Ajiaonpoud
|[ood ssassy

uoljoajsuel)

| uneisalehag NI 1sod Uiyg
| uneisasehag NGO
| uneisaiehag N0
upIwoxod3 NUQS

UIDILIOXOdT] NUGZ |-—ee —

ANG L€

upiwoxod3 NUGZL XS
uplwoxod3 NUGZ'9
CELON NuSZL

CELOW NUS'Z9

/I

CELON NUGZ'LE

CELOW INUGZO'SL

sJo)oweled
uoneiodou;osd
pJepuels

s||99
alqeln ,01x|

VNd
pasueaul Brigz

€¢.80

UM OMSO
alelodonns|g




PCT/EP2017/050259

WO 2017/118726

33/42

XSW NS 2€ + AT NALE
XSIN MG ZE + XOd3 NUSZ

XSW NS 2€ + ZELOIW INUGZ LEA XSIN INAG L€ + ZELOW INUGZI'GL N

891

71 9inbi-

XSW AMG € + A3 ANG0B  XSW WIS /€ + AS3 WML 0 E
XSW WG 2€ + XOd3 WUSZL M XSW MG /€ + XOd3 INUSZ9E
XSW Mg 2e0

(sinoy) awi |

96

B

00°0

0009

00°001

AMMMMNMDIIN

00°0G1

00°00¢

00°0G¢

00°00¢

00°0G€

00°00¥

00°0S¥

(Jwy/Br) uonenuasuod J1PnNpoId



WO 2017/118726 PCT/EP2017/050259

34/42

ZELOW NSZ'LE + XSIN NG €

ZELON NUQ'GL + XSIN NG Z€

I A33 WML + XSIN NG 2€

L A33 WNG 0 + XSIN WG ¢

L A33 NML°0 + XSIN NG €

Figure 15

xod3 NUGZ + XSIN INTS L€

xod3 WUGZL + XS NS ¢

xod3 NUGZ'9 + XS NG L€

XSW NG z¢




PCT/EP2017/050259

35/42

WO 2017/118726

91 ainbi-

XSW AMG 2€ + A3 WML B XS WS 2€ + A3 WAG0B XS WS 2€ + A33 WAL'0E
XSW NG € + XOd3 NUGZ |l XSW NG ZE + XOd3 INUSZL M XSW WS Z€ + XOd3 INUSZ 9 R
XSIN NMG 2€ + ZELOW WUSZ' LEA XSIN NG ZE + ZELOIN INUGZ9'S|L N XSW WS 20
891 Awsomwwos_k 217 .
= NI TEEE N e
\7 =
\ W T = 00001 T
N 2
—] = \ / o005l 2
2z “ W m
“ 00°002 m
\
% 0005z >
. g
\ S
“ 00'00€ =
\ |
N 00'0S€
00°00%



PCT/EP2017/050259

36/42

WO 2017/118726

| 91nbi4

.

i

.

.

i

.
<
,
.

I

b

|

I
i

i

|

i

- .. _  _ - @ . = - @ -

.

|

i

i

.
i

i

i
o

.

il

.

.

N
.

XSIN NS L€

L A33 WML + XSIN NG 2€
L A33 INMG 0 + XSIN NS 2€
L A33 WITL'0 + XSIN WIS €
xod3 NUSZ + XSIN NS €
xod3 WusgzlL + XSW NS ¢
xod3 NUSZ'9 + XSIN NG L€

ZELOIN NGZ'LE + XSIN NG L€
ZELOIN NUQ'GL + XSIN INNG /€



WO 2017/118726

0.700

0.600

37/42
(AT
N
i
V222722222722

(uniea/6d) Ayaonpoud oyioedg

PCT/EP2017/050259

St
NV
Cell Pool

Figure 18



WO 2017/118726 PCT/EP2017/050259

38/42

Cell Pool

Figure 19

I HHTHIHTTHTITIIIIOOONMNINRY o

222222202002, <5, S,

1.200

1.000

0.800
0.600
0.400
0.200
0.000

(unea/6d) Ayanonpoud oyoadg



WO 2017/118726

6.00

5.00

39/42

PCT/EP2017/050259

AZAEARIAIHHINHHIHHIIDMDINIIINN

H

Ao

,_|_|

SN\

(Jw/Br) uonenuasduod 1oNpoId

%
|

1.00
0.00

96 168

Time (hours)

48

MMG 132 62.5nM OMG 132 15.6nM NEEY 1uM A EEY 0.1uM B EPOX 25nM HEPOX 6.25nM B DMSO

Figure 20



WO 2017/118726

6.00

5.00

40/42

i
g =

2727277777272 727777
I
LT

DO

77?77

(LT

22

(juwi/Brf) uoneUDoUOD JoNpoId

168

PCT/EP2017/050259

Time (hours)

NMG 132 125nM ND AMG 132 62.5nM ND MMG 132 15.6nM ND REEY 1uM ND

BEPOX 6.25nM ND HEDMSO ND

OEPOX 25nM ND

HEEY 0.1uM ND

Figure 21



WO 2017/118726 PCT/EP2017/050259

41/42

OSId

xod3 \NuUSZ'9

xod3 NuGZ

I A33 L0

L A33 N

CELOW NU9'GL

C¢ELOW NUS'C9

CELON NUG'Cl

OSId

Figure 22

xod3 NUSZ'9

xodJ NUGZ

L A33 WML0

L A33 N

CELON NU9'GL

CELOW NUS'29




PCT/EP2017/050259

WO 2017/118726

42/42

€g ainbi-

ZELON INUG'Z9 + XSIN WMG 28 M 2ELOW WUS29 + XS WG 2 M xod3 NUGZ + XSIN WG 2€ § xod3 NuGE + XSIN NNG ZE N

XS Afos XS Mg 2€0 XS Wrg 2¢O XS Wrisg O

Jaguwnu abessed

old 2d
(- — i N — L N I T 0
| DTN o £
N 0e &
N\ v S
M 05 &
% 09 &
0L 8
08



