PCT/EP2015/070620

WO 2016/038095

1/20

psoe

IDIADIS 2lousINeUd dUANRY-IUS dd-fjedogus

% @ i g% @ Y220
HYM oM SHM

P =

Sddo

| 8.nbi4

dd99

NVYIYYVY
Sdd99

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

2120

Waay

BS0ON[E)-25 u:,mToou
mmou

2500NID-25GINIT-0
8s00ni9)

gasy
ESOONIS-ESOONIE-000)
BSOSO~}
adqey Yaey
2503N|D-ES0NT-0 00 8S0oNI9-009
merHu P Kmmﬂu
‘lltl‘l"‘l-l"
wmooawlmmawu:_@xo umoo:_wxmmwuz_mTo
DN BSOTINE
o
S &
S "
G Onv
jaey N Doey
S5pONIO-009 BSOpO—000._ -
@500n|s) .H‘ * w 25005 ]
mmou:_wlmmdu:_mulo wmmun_mTO
as00njD ss0an|9

episoinels
Ss0an-007,
Liona
Afpmenea—
szalelon
SSOINE-ISOND~
o
(
&l (99ex)
opisonaIS-E L

9SOONS-O0D.,

mmou:*o(mmnmu:_mvtc
as00n|e)

¢ ainbi4

apisosngny
SS0IMS-000

ezglelan

6pisoiq-Z'l
JOIASIS
HOOD

SSOONE-ISOIND-0)

episoiq

g -jotnelg
HOOD

G50

8pISoon|H-0
-gL-101A0IS

SEENS-000
2oseion \%

spisoomb-p

@
&
%

%\x ao

epionag g

HOOD

82ALELON

as0AN|-0)

oIAeIg

IOOO” m

HO

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

3/20

(SG:ON al b3S (95:ON @l 03s (65:ON QI O3S
ul ul ul
yuoj 18s asuanbas yuoj jas aouanbaes yuoj 18s aousanbas
aphosjonu apnos|onu apnosjonu
ay) Ag papooua) ay) Aq papoous) ay) Agq papoous)
)/ 0)]

g apisolpneqay

¢ a.nbi4

LOMIS

0000

0020

00tv0

0090

0080

000'T

00C'T

UM/ODgq,

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

4/20

(55:ON gl ©3s
ul

ypoj 1os aousnbas
apnosonu
ay} Aq papooua)

(95:0ON QI O3S
ul
yuoj 1os souanbas
aploajonu
ay} Aq pspoous)
0)/

___ i

(6S:ON QI O3S
ul
yuoj J8s asuanbas
apnoajonu
ay} Aq papoous)
LOMIS

pidY dl0uainey-ju3

7 @4nbi4

0

000001

00000¢

00000¢

00000v

00000S

000009

00000L

AUC

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

5/20

(81:ON Al OIS) LOHWMHS +

_

(9G:ON (65 (8G:ON (s (/G:ON (09 _
alo3ds  ONAIdIS aIo3IS  ONAID3S alo3s  :ONQl O3S

Uurypojies Ui ypojles  Ulyuojies Ul ypojjes urypojies Ul ypojles (8L:ON
sousnbss  aouanbas  8ouanbes  sousnbas sousnbes  @ousnbes ] PIS ul YO}
aplosjonu apnosponu  9phospnu apirospnu apiosonu aplosoNu  19s @ouanbes
ay) Aq ay} Aq 8yl Aq ay Aq ay} Aq au} Aq apnosjonu
papoous) papooua) pspooua) pepoous) papooua) papoous) a8y} Aq papooud)
oM OM OM OM 0)7] O LOHYMIS

SapIs0JA|D |0IAD1S [B10L

G aJnbi4

0s

00T

0sT

00¢

0s¢

00¢€

09€

uM

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

6/20

(81:ON Al O3S Ul Yuo} Jes
aouanbas apljos|onu ay) Ag papoous)
LOHWAIS
+
(S9:0ON Q1 O3S Ui yuoj Jes
souanbas apijos|anu sy} Aq pepoous)

oM

(8L:ON QI DS Ul Yuoy Jas
aousnbas apiosjonu a8y} Aq papoous)
LSHWVMIS
X
(95:ON QI D3S Ul yuoy jes
aouanbas apijosonu ay} Aq papooua)

N + g + VY sopisoipneqoy

9 ainbi4

T

T

T

00

0°0s

0’00t

0°0st

0'00¢

0°0s¢

000¢

0'0s¢€

0'oor

0'0sv

M

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

7/20

(8L:ON Al OIS) LBHWIS +

76@02 (65 (85:ON (gg (LG:ON (09 _
aio3s ‘'ONQID3Is qAlo3s ‘ON QI O3S aio3s ‘ON QI 03s
utypolles Ul ypoples UIYHOLlSs Ul YHojles ulyuojles Ul YUoj 1es (81:ON
souanbas sousnbas  8duanbas aousnbas aousanbas souanbas | oIS W yuo}
aphosjonu apnosjonu  9pnosonu apposjonu apnosjonu apnosonu  1as agusnbas
ayl Aq 8y} Aq oyl Aq ay Aq ay) Aq au1 Aq apnosfonu
papooud) papooua) papoous) papoous) papooua) papoous) ay) Aq papoous)
oM oM oM oY oM oM loHYg 104190

PV Jiouaine)-juj

J 2inbi4

0000S

00000T

0000ST

00000t

AUC

0000s¢

00000¢€

0000S€

00000V

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

8/20

(8L:ON QI O3AS) LSHVMIS +

souanbas () P3IS Ul Yyuoy
18s aousnbas

[ (9s:0N (65 (85:ON (g5 (LS:ON (09 |

aio3ds 'ONQID3Is alb3s ‘ON @l 03s ai o3s :ON QI O3S

Ul YPO}}8S  UIYMO}}8S  UIUMOJ1®S Ul YUOJ18S Ul ypojles Ul Yuo}1es

aouanbas aousnbss  8ouanbas aouanbaes souanbas

apnros[donu apiosonu - {pPRosPNU apnoajonu apnos|onu apnos|onu

ay) Aq 8y} Aq ay} Aq 8y} Aq ay) Aq ay Aq

Papoous)  pepodus)  PSpOdUS)  PSPOJUS)  papodus)  PepoIUd)

- O o)} 0)] 0)/} o)} o)}

(81:ON

apnosonu
ay} Aq papooua)
LOHVIIS

jouainey-ju3

Q @4nbi4

0000S

000007

0000ST

000002

0000S¢

00000¢€

AUC

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

9/20

(ec:ON al (L9:ON
O3S ul yuoy al O3S ul yuoj
}os aouanbas Jos aouanbas
apRoa|oNU 8y} apiosjonu
Aq papooua) ay} Aq papoous)
J¥dO [onuo)D

A—T

1ddO

IN Spisolpneqay

6 8.nbi4

0]
ST
0c
T4
0€
S€
oy
St

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

10/20

(81:ON @l ©3S U yuoy

}8s aouanbas apljosjonu ay} Aq papooud)

LBHYMHS

+

(29:ON QI ©3S Ul yuoy
19s souanbas apnoaonu ay} Aq papoous)

L6vyddO

IN apisoipneqay

0l ainbi4

[0J1u0D

o1

0¢

113

ov

09

09

1LY

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

11/20

08:ON dl D3S Ul Yo} 19s aduanbas aproa|anu Ag papodua Hy Sulssatdxa apisinalad s

00'e

00'¢

ogc

08¢

092

097¢

vz 072

or'e

001

080

090

aro

gTT 24n3i4
pJepuels DINS-€T |
00c ogr o9t orb  ocb oot  O80 030 oOro GO @
991 3
/ R
e DINS-€T 001
V1T 24n314

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

12/20

(99:ON QI O3S U’

yuHoj 1as a@ousnbas
apnjoaponu
ay} Aq papoous)
ddo
+
(¥9'ON @l O3S ul
yuo} 1os aouanbas
apnosjonu
ay} Ag pepoous)
0)|

(Z9:0ON QI O3S ui
yuoj 18s asuanbas

apioajonu
ay) Aq pepoous)
Hdo
+
(y9'ON QI O3S Ul
yuoj 10s aousnbas
" apnosonu
3y Aq papooua)
oM

(99:0N QI D3S Ut
ypoj }8s @ouanbas

apnos|onu

ay) Ag pspoous)

ddO
+
(€9:ON @I O3S u
yuoj }8s aouanbas
apnosonu
ay} Aq paposua)

N

O
N _

g49°Y %

(Z9'ON QlD3s u
yuoj }es sousnbas

apnosonu

ay} Aq pepooua)

4d0
+
(€9:ON QI O3S Ul
yuoj 18s aouanbeas
apnoaonu

ay} Aq papoous)

OM

\\\\

ONSET m

| ainbi

(99:0N Q1 O3S Ul
yuoj }os aouanbes

apnoajonu
ay} Aq papoous)
ddD
+
(6G:ON @l O3S Ul
ypo} 18s asuanbas
apnosjonu
a8y} Aq papooua)
LOMIS

S W

(Z9:'ON @l O3S U
Yo} Jos @ousnbas

apnoapnu
ay} Aq pepoous)
dd0
+
(65:ON QI O3S ul
ypoj }as aouanbas
apnos|onu
ay) Aq papooua)
LONIS

7

00

S0

o1

ST

0¢

S¢

0¢

S€

ov

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

13/20

(13:ON QI O3S U (08:ON @l O3S U
yuo} 1as aosuanbes ypo} Jas asuanbas

(81:ON QI O3S W
ypoj }os aosuanbas

aplosonu apioajonu apios|onu

ay) Ag papodua)
HVY 0D HVYX 1M

[——

ay) Aq papooua)
LOHWYMIS

[01u0D

7 /////////)

opisosngny g

ONS-EL

¢l ainbi

7////////////////////////),

7

{

00

0°0s

000t

0'0s1

0°00¢

0°0s¢

UM/ODgq,

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

14/20

(L6:ON
al ©3s ul yuoy ies
aouanbas apnosjonu
ay} Aq papooua)
2i¥do + (810N
ail O3S ul yuoj ies
aouanbas apjosjonu
ay} Aq papooua)
| BHVYMIS

.
&5
KRR
elele
XS

z::
::f
'

{2
4

::
::
e

&
25
58585
555
S
KKK
&5
o0

*
KKK
&K

(19:0N
al O3S Ul yuoj 1es
aousnbas apnosjonu
ay} Aq papoous)
1¥dO + (81:ON
al ©3Ss ul yuo} 1es
aouanbas apnoajonu
ay} Aq pspoous)
LBHYMIS

(81:ON QI O3S ul
yuoj 1es aouanbas
apnoajonu ayj Aq

papoous) LaHYMIS

71 @inbi4

_ObcoO
adA1-piIm

10

o

€0

17AY

S0

90

Cyt C reductase activity (U/mg)

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

15/20

uens
Buronpoid

-9pIsooA|9 |oInBIg

(,6:ON
dl O3S Ul yuoj jes
aouanbos apnosjonu
ay} Agq papoous)
21¥do + (8L:ON
dl O3S Ul yuoy 1es
aousnbas apnos|onu
ay} Ag papoous)
LOHWYIS

(L9:ON
dl O3S ul yuoj jes
oouanbes apnosionu
ay} Aq pspooua)

1YdD + (810N

dl O3S Ul yuoy} jes (81:ON @l D3as U
aouanbas apijoajonu ypoj }8s aouenbas

ay} Aq pepooua)
LBHVMIS

apnosjonu ay) Aq [04juo)
papoous) |oHVMIS

adAy-plim

UOI}B|NWNIJY [OIA8]S

VSl ainbi4

uoijegnou| ON %
uoneqgnouj uiy o€ + [}

0001

000¢

00o0¢c

ooov

000S

0003

000L

0008

0006

AUC

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

16/20

(ebelany)
uonjegnauj oN

(.6:ONQloasu  (L9:ONQIDIs u
Uloj 189S aouanbas Yoy} }as adouanbas

apnoaonu apnjosonu
ay} Aq papoous) ay} Aq papooua)
clyddo + 1ddO

(8L:ONQlDIS Ul +(8L:ON QI DIS U 8L:ON I OIS W
yuo} }as sousnbas Yuoj 1es sousnbas U0} 18s aousnbas

ueng apnoajonu apnoajonu apnosonu
Buionpolid ay} Ag papooua) ayl Ag papooud) a8y} Ag papoous)
-9pIS02A|D) |0IAB)S LOHYMIS LOHVYIS LOHWMIS

-

(oY) [¥e%e}

adA-piimn

uonegnoul oN N

uoneqnoul uiy o€ + [}

S|oA8T pIoY dlouainey-jug

g6l ainbi

SUBSTITUTE SHEET (RULE 26)



WO 2016/038095 PCT/EP2015/070620

-
N
~
N
(@)

RebB

Plasmid Control

#SrKO1-BMR W1046A
®Truncated STKO1-BMR WT
8Truncated SrKO1-BMR W1046A

BSrkKO1
NSrKO1-BMR

NF )
1,2Bioside

[~ =\ N\ \\\

Figure 16A

o o o o o [en] o
o L0 o wn o Vo]
™ N N - -~

MM/ODg,

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

18/20

auainey-1u3 pIoY dloudJney-1ug

0¢

1) 4

09

(=]
o
—

VOr0LM dING-1 OMIS pajedund j
1M dING- 1 OMIS poaledund | g
VYOOI M HNG-1 OIS
dNg-LOMISy

LOMISH - 091

[04JU0D plwse|dn

0clL

- Opl

- 081

g9 ainbi4

MM/mg pellet

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

19/20

opisolgz’|

VIv0LM
HINgG-(G9:0ON dl ©3S 1N Aq pepoous) O pajesund] g

VOr0LM HNG-(S9:ON dl ©3S LN Ag pspodus) OM=

HNgG-(S9:ON Al ©3S LN Ag papoous) OMs

(G9:ON Al ©3S LN Aq papoous) OMm
|0Jju0D plwse|du

091 ainbi

.
.
.

0§

0ol

0GL

0S¢

00¢

0Ge

MM/ODgy,

SUBSTITUTE SHEET (RULE 26)



PCT/EP2015/070620

WO 2016/038095

20/20

auainey-juj

VO¥0LM HING
-(G9:ON Al D3S LN Aq pspoous) OY psiesuns] &
Vo0LM JING-(S9:ON Al ©3S 1N Aq pspoous) OMe

HNG-(S9:ON al ©3S LN Aq papoous) Oy

(G9:ON @l ©3S LN Aq papodus) Oy
|O3UOD PiSE|dn

dgl ainbi4

- 02

1
(@] o o
[ee] O <

|JTVI/m§ pellet

ovl

- 091

081

SUBSTITUTE SHEET (RULE 26)



