WO 2016/103146

to bottom:
8mM B-mercapto-acetic acid

8mM Cysteamine

8mM Glutathione

8mM B-mercapto-ethanol
1 mM DTT

8mM Cysteine

To

3

o
3
N
%

Trrses

¥

3w
N

P2 S

e

e

' Percentage (%) of LHHL

PCT/IB2015/059824

| Hours

RO

- AL

%

-



Fig. 2

WO 2016/103146

L3
%

st

s

o
)
I

Percentage (%) of LHHL

2/21

PCT/IB2015/059824

B
P

ORI NI

L 3

b 3, N X I\' b3
* [ /IXWHNH
E ¥ B v RY <
H
§
$
i
K
3
-
g
¥
H
3
¥
i
@ W W @ W
ENS 3% 23 ey




Fig.

WO 2016/103146

ad A
. N
&

b

Anaerobic/37°C

0y » v N
o oy o S SN S
X & B £y Wi s R a2y

Percentage (%) of LHHL

3/21

o o
£

41,,4/1ﬂ/t/~¢tm/f.tl/¢’t//.
soso
%

s s
B IO
e
s

PCT/IB2015/059824

3
3o

E E 3 [
X

Ll
3223

gy
Lo

Aerobic/37°C

Minutes

W
)

w

Wy
b
oRX

oy

”‘”’"’”«”»”M, M’
arre, s
tirross

e
e,

Z

o

7

o~
P}

@&

by ¥

QO O R ow o
& W O/ X K

N e

ESxd

]

Percentage (%) of LHHL




PCT/IB2015/059824

WO 2016/103146

4/21

funw] srug
DiL GOL 0SL OF 0E) DEL GLb

08¢ DYZ QEC DEC 012 DOE 061 OB 00l D8 08 0L

0g

95 oy

og

bl

0z

Sodeisdorest

Gl

{20 %001 BUBISAD PAUGHBUILIBISAT NUIL G} PR L | H s
{20 %001 "SUBISATT PRUGIBUNSAT L () EP/RT 4 LH it
{203 %001} SPigrsiH~s~

(F0 %06} LYyl iH -

(0 %0T) TRy L L %

(ZN %001 2O %0} DP/STLLH e

- Db

o¢

7

........................................................................................................................................................................................................................................................................ L. @OW



PCT/IB2015/059824

WO 2016/103146

521

59 SL8'Y

§’e

1U21U00 ulgl0id

] auysioaEmeAs onat
5 ¢ L ¢

1] AUBSADBUAINAD Qi

i} SIS AL ALRISAD DRl

L 9

G

.

™

SESBAG

o & ~

X i

~

TIA] uOE e

§ {Iru] NOReUSDIUDD RLYEISAD

9 ]

g'e

DB oy Ag emuoo




WO 2016/103146

6/21

PCT/IB2015/059824

~ © @

F

@ N v & e

LWy e

Enti ol el
fiAs} uoneuan:

121GA0

OF T v © O 8 B DD

g e e

[roud nogesoesBon Su@sAD

content by ALC [mgfmi]

confent by ALC fmg/mb)

content by ALC [mgimb]

1.0

0.5

0

Cystine

content by ALL fmgimi]

w

[T UGHEIUSOUDD SUIRYRAT

mii

centent by ALL Bng/

ontent by ALL I

&

Fig. 5

1.0

0.5

0

Cystine

<




PCT/IB2015/059824

7/21

WO 2016/103146

S8 8 W ‘Hd
{AJL] UOIIBIIUSOUOCD BUIBISAD HALU] UORBIUADUOS SUIBISAS {giU] UOHEBIUSOUDD BUIBISAD
i 9 ¢ v £ z 5 1L 8 ¢ v £ T F L 9 § v £ I
- Ty . 1 T b | doze
-, -

W

] UoEIUBOUOD BUIBISAD [npu] uonenusLuoD m&&w\mm
L 8

Dol €
§§ m@mmﬁmwugo ausIshAo U] UOHEBIIUSOUTD BUBISAD
%wm*mwm L 9 8 v £ T

Jol¥

dwa]

9 ‘314



PCT/IB2015/059824

8/21

S8 8 S'L Hd
T YOuRIUBDUOD BIHBIBAD [} LONBHUBTLDD 2UIBISAD [ uonBvaouOD BUIRISAD
€ = € T o, 4 8 & oy ¢
& &
A = DolE
wwnm@&@umeu wnm&wmu il wemEE@om@o a0 muwwmo v Mﬁawmwmggmccoo @cw&m..ﬁ;
1% ¥ L 8 N 15 - 4 ¢ & 17 g
Jol€E

Bt} LORRAUBOUDY SUIBIBAD firfis] LOHENUBDUOD SLDISAG
L9 &y g L 9§ v € Z ., L 9 & § g

SUh

{uj sty

ful

WO 2016/103146



Fig. 8

WO 2016/103146

9/21

wmmeee REACT 035

120
100

(@) o o
0 Yo) <

[%] uadixo panjossia

20

Time of Experiment

PCT/IB2015/059824



WO 2016/103146 PCT/IB2015/059824
10/21

REACT041
Time of Experiment

e

© ©o © o o ©o o o o o
o © ™~ w LN < 152 ~ —

100

[9%6] uadAxQ panjossia

Fig. 9



WO 2016/103146 PCT/IB2015/059824
11/21

REACT042

Time of Experiment

"

(@] o o o
S c0 © <

120
20
0

[%] usSAxo panjossig

Fig. 10



WO 2016/103146 PCT/IB2015/059824

12/21
)
<
3 [«}]
5 E
|_ S
3 2
& 3
[T
6
[«}]
E
|—
™ o
™
"
-~ —
o

O O ©o O O O o o o o
o 0 N~ OV N T ™M N

100

[%] uaSAxo panjossig

Fig. 11



PCT/IB2015/059824

WO 2016/103146

13/21

sidumy

npold uy

ue

uc

ui

uso

uo

vels

peo

oINS GEMBLARIGT TR
g SR Y37 A Al

¥ U UORBUBIND [SR-3D 40 Ang

i35 WG TR0 A A

5 AR -

=3
o2

ag

;\:":z
foed sue-gn fq Aungilad w3 &g Qmnoy

- 804

ZT1 314



wdl Q0T wdi g wdi g poads J19JIig

IruBusl Oy AY SO Prughus] Oy A Jusiuos
A ¥, 8F %L

Bl oty AQ SIS

PCT/IB2015/059824

WO 2016/103146

14/21

\\\ _

.

S

e

SRR

XRIGN

Foad was Ad duanoe

B uomippe ML &G 08 wonnc

€T 314



PCT/IB2015/059824

15/21

fon B I S A A I o mu [ o A0 S ST AT B o o B4 S S e R <2 B S S ¢t L T S o S B e o B o S R o B A K o 0 S o R AV
2M o ¢ xe Q@ My 0% e 03 & U 03 v D 0D I W 00 v D 0 D D 02 v 4D R @ ) 4 e S & 8 0y e
i & Ry N Rl i ol S 5

i RRCSSS&&& R TR T - S S S L T S S5 S + NN ..CJQQQ
R e S5 9498 a.h. b AP AP R oo Y
%01 v A TN g 0.:3@ o L B A > r L :

2 dé(«

e e 3 ' f%éﬁﬁ‘
.*\at_ I RWNT . emsn xt):mnv 5. ....

YELORIG L Y ZOE e ot
GOLNGI0 0B % SOd-s— .
LTVOHO 0L % ZOU-e~

YENE PO 128 % 20Od-m-

OOLR RO 106 % ZOU-%-

WO 2016/103146




PCT/IB2015/059824

WO 2016/103146

16/21

W e £ 0 B~ DD I P O GO P GO T~ G <O P 3 oo TR/ S
o W & o &R BN oY i i e D % W B W :

Wiout uwh o A R T~ T T2 O S S SR I AV St o

....................................................................................................................................................................................................................... w.-;w
it 225080500
R A e R R S R R R R RS g e o
R R A A T o (e O ool 3
S S BEE R BTG

LT8G 48 % Z0H -~
VGBS (B2 % 200
LZHOBI0G T4 % 20d-e- ;

,OWQ\IQ ..... . a0}

- 06 L

L2908 188 % 2005~
Q0L Y05 198 % ZOH-#-
T2 Y 20w




PCT/IB2015/059824

17/21

TP B 30T P LD 03 Pw S5 00 P LD 00 B 0D 00 B 2 A0 De L2 4G Pe G100 B 2 00 e 0 b D)

R A AR R R R R R R R R R R R R IR

e D [Xo - ¢ B co S Co TN 76 B 2 S BN T SN TAOER A (A R S S+ SR S T o T o S A S & T T Y I S 0 S A T o T 5 I S sa i ol o Z <n
; [ LR DI DA LR — LR ORI LR et e (AR DA DR e S et R B R e AR et et R LR LA —— S . - w

$°G10°9/00) 188 % SOt %

GOLTBO0L (1B % CCd :

£T10900L 'S % 00— b

H G LB HI00L 58 Y% SO~
................................................................................. O L 0B 0 L e 174

WO 2016/103146




PCT/IB2015/059824

WO 2016/103146

18/21

SI0Y
ool 0% 00'G ooy one 00z 0oL Do

SO0

............................................................................................................................ «1@ . OQD\
YB 71 Aponnue uum 00 % /
ApOGHUE JOUUM (] Ypm v
...................................................................................................................................................................................................................................................................................................... 0024




PCT/IB2015/059824

WO 2016/103146

19/21

0.2 dwa] Ga0 LOVIY -
.2 dwa] ¢60 LOVIY~#
0.8l dwa] 660 LOVIY-&-
0.8l dwa] z60 LOVIY-*-
D.2¢ dwa] /01 LOVIY X~

O.zg dwa] 60} LOVIA— |}

[%] X392 Aq Aianoy

001

GT "3



PCT/IB2015/059824

WO 2016/103146

20/21

[u] uoneang

guneay
Mels pue

99010V3ay

GO0LOVIY =

/9010V3IYy ~&-

[
jusawisn(pe
Hd

8uijo0o
1els

uollppe
auIRIsA)

uoleqgnoul
el

ol

0c

0¢

ov

0g

[%] zOd

09
0.
08
06

00}

9T "S14



PCT/IB2015/059824

WO 2016/103146

21/21

a|dwes
N 4, NS
™
.@% oF o8 0P oF F T o ;w%
5 3 R S 3 R &N R S
1 ), ] i A J, Oom
«186€109 0'Ggs
yoieq Buun}BINUB|N —8—
o iLoceioa 009
018q BULINIOBINUBI| —3¢—
ygjeq buunidoeinuely 069
wC/1€20l0d
yoieg BuunjoenUB ~— 4 002
«L/lgcologd 0'c/
yoieq BunnBINUB —~{3—
sunJ uoneoylenb 008
[9pOW UMOP B|BOS —g—
0'g8
Mr! = 006
0'¢6
0'00l

[%] X390 Aq Ayagoy

LT "3



