
PCT/EP2016/064484 

X X Ul co P P 
p P p p P P 
Pi] P p Et-I P Et] 
p , 1 
X X P P P 
i_n p i-il iP P P < <; C c < <i 
O o U U CJ u 
P H EJ P IP IP 

S § s § 11 
S Z P p p 
P i--! i--! i—1 I-l PI 
o U o o o o 
Ul Ul Ul Ul in c n 
EJ P p IP p Pi] 

S [3 IS s is IS 
P P p p p P 
P P p p P 
X X p p u o 
p P p p p p 
p P p p p CM 
p P p p p P 
p P p p p P 
1—1 1—1 
p P p p f"5 P 
X X O a a O 
p P i--] P i-i P 
X X EM P IP LP 
1—1 M 
Pi p P p P P 
o o O o o O 
o o C5 o o C 
Pi p P p p P 
a Oi O a a a 

P p p p 
a a a o o a 
p i--! i--! i—i i-i ,-] 
p P P p p p 
£ s s s •>; £ p i_q hq P PI 
p P P p P p 
Pi] P iP IP H P c <1 C <| < <c 
p P IP p P P 
1-1 P M P P p 
Pi Pi P P P p 
1-1 H Pi] P P P 
1-1 P E-! P Ei] IP 
ai P P P P p 
Ul Ul CO co 'Ul co 
a a a o O a 
p p IP p PI PI 
p p l-^l p P p 
1-! P p EM PM P 

>H !>H >-i 

P p p P P p < r-X c C C c 
P P p P4 l-M IP 
S2 p P P p 
P P p P P p 
i_Zj i--! 1-1 i-l P p < < <Cl <i c > > > > 
P P p P p p 
P P p P p p 
Pi P p P P p 
p P p P p p 
1-! l-M Pi EM l-M IP 

!>H :>i 

X X CJ O ;>H 

Ul co CO Ul CO Ul s £ £ £ £ £ 
Ul co Ul Ul co c.o 
P i-l i—I i—l i—l I-I 

!>H >H ;>i ;>H > > \> |> > |> 
>H >H >H 

Ul Ul co Ul co CO < C c C C <: 
X X >H >-i !>i 

P i-^ 1-^ i-l h-1 h-1 
i-i P P Pi] IP p 
P i--] 1—] P P p 
S P P P P p 
i—i 

a a o o a o 
pi p p p P p 
X X p p P p 
X X 1—i 1—i 

<] < <; <i <i < < < < 
p w UJ PI l-T-J IP 
Ul co <c, < co co 

1 X P p 
1 C)i a a 
1 X p P 
1 >H >H !>-! 
1 p P 2; 
1 a O O 
1 p Pi P 
1 > > 
1 o Oi o 
1 co Ul Ul 

1 X P •-H 
1 co co co 
1 
1 

C 
E-i 

<j < 
1 
1 

E-i 

X £ £ 

P 
1 P 

U 1 
(D u 

P 
1 h P. 0) 

EM, P, 
a u U ! i 
-H CD •H d) a !>H e, P, e, P, •H (D 

I 1 
3 

E, Lu, 
fD (T5 3 ! 1 
£ £ £ £1 IP 

* CM (y) in 'vD 

-K 
o O O o O o * p P P p P P 

•X p P P P P 
i—1 

-K 
-K a a a a o o 
-X Pi] p P PI PJ] IP 'K Ul co Ul Ul Ul co 

-X 
•X 1 X Ul 
-X 1 X cn Et] 
-X 1 X P P 
-X 1 p p P 
-X 1 co CD Ul 
-X 1 X p P 
-X 1 O o CD * 1 P ^i I-I 

-X 1 P p P 
-X 1 P p P 
•X 1 P P a * 1 p p P 
•X 1 Xi X X 
-X 1 P p p 
•X 1 < <1 < 
-X 1 X PI 
-X 1 CD o CD 
-X 1 X C Ul 
•x 1 P Pi p 
•x 1 Pi CU CM 
-X 1 < < < 

1 CD O CD 
1 £ s1 £ 

-X 1 P P P 
-X 1 P P Pi 
-X 1 PI P 
•X 1 P z; 

1 
•X 1 > > > 
-X 1 P P p 
-X 1 P P 

1 o O CD 
-X p P P i-l P pi 

-X IP P fi] Pi] EL] P 
-X p P p P P P 

-X X X Ul CO '< < 
-X p p p P P P 
-X l> [> > [> > [> 
-y. o a O a o Oi 
-X p FP P P EL] P 

X X Ul Ul P P 

£ >"H '>H X >H XI X 
X X X x !>H IP PJ 
-x [-H EH PH E-i 
•x PI p EL] PI] IP p 

1—i 
-X p Pi EM |> i P IP 

p P P P P p 
o U U U U o 

-X 1—I P P ,P p 
-X p IT' UJ P PJ p 
-X p CM Oi P P p 

p P P P Q p 
p P P P P p 
p P P P P p 
p P P Q P Q 
EH E-i EH 

<j <1 < <1 C < 
P PI P p 

p P P P P P 
p P IT! p 
PI PI P •J2 i-^ i-q 

P IP PI Pi] [j] P 
i—I PI P iP p 
i-l i-l P P iP p 
Ul 'fl Ul co Ul Ul 

O O O a a O 
P P P p p P > > > 

P P 
i u ^1 

CD Q) 
IP P. p QJ 
J J 1 U-i P 

i-| u 1 
-H (U -H 0) c 
s, Pi "H| PM; H (U 

ill' iii' 
1 d L"i "l 

£ £ £ £ PI p 

P 
O 
J 
p 
p 
P 
2 
p 
P 
H 

< 
P 
P 
p 
J 
P 
J 
J 

2 > 
p 
P 
J 

J < 
O 
P 
S 
< 
P 
J 
O 
co 
P 
s 
P 
P 
O 

P 
P 
P 
P 

P 
O 
O 
P a 
2 a 
p 
S 

p 
P < 
p 
P r p r 

P 
S < mm > 
co 
2 H K 
^ a 
& H 
« S 
C 
EM v-' 
2 X 

P 
P 
J 

£ ^ Q Q S 
P J 
01 H 
P IX EM V; 
>H 

* £ 
S >H 
^ P 
t] ^ 
^ !—I 
^ 0 
^ u 
w P < 

P * < 
J CD 
P £ 
d ^ 2 P 
I-I J 
01 2 
P H 
X > 

<d p 
<1 P p CD 
Ul P 
X H a p 
X M 
X X 2 p a > 
p a 
> S a z 
co P 
X X 
Ul P 
f< EH 
EH PI] 

P 

o 
00 

o z 
Q 
l-H 

d w 
w 

a 
'« J= 
u 
-
a 

« s 
tt 

< C < < C r< -x 
a a Oi a O O -x 
p P P p P P -X 

pi hj i-3 PI 1-3 •X 
X X P p P P 
p 
p 

p 
p 

P 
PL] 

p 
p 

P 
Pi-i 

P 
Pi] -x 

X X S 
P 

pi I-3 c 
X 

< 
X 

S 
P 

<i P 1 <; 5 s -X <1 <c <1 
X X pp P P p 

§ § § § § -X 

X X Pi] P P p 
X X a o P-l p 

EH EH EH EH 
p 
o 

p 
CD 

P 
CD 

P 
CD 

P 
o 

P 
CD * 

IS IS IS S s S -X 
p EL] Pi] p EL] Pi] 
p P P P P •X o s-H CM CO 
X X a O Pi] U3 CX3 a-; ,—i t-H r-l r-l 

X X co CO C C 
p &J p fP 0^ TP -X 
p p p P P P -X o O o o o o 
X X o Oi P P p P p P p P 
X X |> |> i—i 1—i 
p p P p P P -X p P p P p P 
a o O a a o -X 1—i !—1 Hi !—1 M 1—1 
Pi IP EL, PM IP -X 
P i-l P P i-3 i-3 -X o o o o a o 
pi <d P£ P£ <d fit 
P pi p^ p; pi 

H P iP IP H Pi] co co co ui co co 
o CD CD CD CD (J) -X ---
o O CD CD CD CD -x 
Pi P P P P P -x 1 P P P 
X X P P Oi O 1 P P P 
p P P P p P -X 1 P P P 
o Oi o O o a •X 1 P i-3 Pl 
X X P IP £ V 1 i-H EH i—H >< X TP Pi] P p 1 P I—! Pl 

p P P P i-3 -X 1 Pi P P 
i-3 i-i Pl P i-3 -X 1 P P P 
P P P Pi Pi P -X 1 P P P 
IP Pl] TP EL] I-L] Pl] -x 1 P i-3 P-l 
X X <1 < X X 1 X X X 
O (_D CD O CD CD -X 1 p Ei] p 
EL] [i] EM [i] Pi] EP -X 1 O O CD 
P P P P Pi P -X 1 ;_1 i-3 P 
P P P P P P -X 1 CO Ul CD 
I-L] H TP TP IP EP •X 1 X CD 
IP Pl] Er] P H EP -X 1 o O <! c < < C C -X 1 X Qj 

i-3 l-J ,-3 h-1 Pl i-3 X 1 l> C 
IP EP PI] P P EP -X 1 CD CD 
P P Pi P P P -X 1 X r—1 

IP [I-I ! i l-M Pi EP -X 1 Oi o 
1—L| l-M PM P Ui l-M •X 1 X c 
1 ! P P P PJ P -X 1 Pl p 
X CD CD Ul co 1 o o P |> |> > > -X 1 p P 
o b CD CD C 0 CD -X o CD CD CD CD 
PI IP Pi] Pl EP EL] -X c 

X 
< C 0 CD 

i-3 P P P i-^i I-3 -X 
c 
X X > i-l P <: < 55 <i •X p P P P P P -X > K-* 

X -X X X P P PI P: 
p r-i P p P p -X i-3 i-3 PI i-3 i-3 i-3 -X 
p p P p P p -X p P P P P P -X 
p P P p P Pi -X l-H t—i H H H EH -X 
p P P o P p X i-3 i-3 i-3 i-l Pl I-3 -X 
EM IP I-L) ti l-M E-i-i -X p IT' P P P P -X 
X X P l-M X X X X P P P P 
X X IP ti IP P Q O cf; CD 0 CD -X 
CD CD o CD CD O -X £ £ £ £ £ -X 
P P p P P i-3 •X p P P P P P -X 
co CO Ul Ul Ul CO -X p P P P P P -X 

i-3 i-3 i-3 ,-3 i-3 i-3 -X 1—1 l-H 1—1 !—1 Hi -X 
;>H X X X X X -x I-l ,-3 P P i-3 i-3 -x 

E-i I1-! [H EH EH -x p P P P p P -X 
X X X X X X -X > ;> |> > > > -X 
Ul Ul CO co CO Ul -X IP TP P Pi] TP P -X 

at s <C r< -X X X P P IP IP 
ffi s O O p p P P P P -X 

i-3 i-3 h-3 I—I i-3 i-3 -X i-3 P P P P Pl -X 
P PI PI PI X >H X X X X EM EM 
i-3 i-3 i-3 pl i-3 Pl •X P P p PJ P P ! -X 
P P P p P P -X X X Ul in EH L-H 

K> > \> > |> > -X p i_i_! IP IP IP PI] -X 

i-3 i-3 i-3 i-3 i-3 i-3 •X i-3 i-3 i-3 i-l Pl Pl X 
X X P P co CO fr , Pi IP P Pi IP -X 
P P P P p P -X P P P P P n -X |> |> > |> -X o O O o O u -X ^ a a fit I X X i-3 

P 
P 
PJ i-3 

PJ 
i-3 * 

[i] P IP IP IP EP •x p P P P fP P -X > > !> > > -X p P P P P p -X 
X X TP IP p P X X I1-! [H 

H EH EH —i -X P P £ P P -x 
Ul CO co UI co Ul -X C <1 c <c <: -X 

Xi X -x Ul Ul co Ul co co 
P P P P P P -x CD O c; o CD CD -X 

o a O i-3 i-3 i-3 pl Pl i-l -x 
p p Pi C i< < C < <C -X 

PJ P P P -x 
o o Oi i-3 i-3 P P i-3 Pl -x 
Ul oo co P P p P P P -X 

co p i-3 P i-3 -X 
£ £ £ '"i ,-3 P P P -X 

p J M 1 
CD CD u 

i-3 P: IP i-3 a; 1-3 P i-3 0) 
1 1 I f 1 r-l 1 1 P, P 

a p' C p i 1 c !^-l c u 
-r-l CD -i-l CD a P -H Qi -H CD 

£ h £ IP -H jD EM; 
si 

PM -H (U 

re' (11 J ~| IJLI! ra m" p p' 
£ £ £ £ P P £ £ £ £ PJ' P 

P 
P 
P 
P 
U 

P 
P 
P 
EH 

P 
C 
CO 
CD 
P < 
P 
P 
P 
P 

P < 
o 
z 
p 
z 
p 
p 
p < 
p 

p 
p 
a < 
p 
p 
a > 
p 

a P 
p 

CD CD p 
a z 
a 
p 
p 
p P ; 
^ , p < 
o , 
p . 

p p 
p 
p 

§ a 
^ p 

m 3 
P 
P P p m 

P ^ % s 
^ H 
^ P 
P p 

& P 

P >H 
P H 

Pi 0 
n p 
P Ul 

x a CD x P > 
w o 
P X 
^ a 

>H 0A m a 
< p 
P CD P <c 
p p 
p p 
g p 
> p 

<1 CD 
E? s > p 
p p 

W P 
>H P 
2 > 
a p 
p x 
H Q 
a P 
w p 
EH m 
S 2 



WO 2016/207257 PCT/EP2016/064484 

00 

o 
IT) 

o z 
Q 

O 
W 
w 
Ul = 
« 
u 
« 
D 
« = 
5 o 
~i o 

« 
a 
2 
« 

« 

J 

PM 

1-3 I-l l-l r-l 
EH H H H 
X X > > 
X X i-l i-3 
i-3 i-3 i-3 i-l 
CJ CJ CJ CJ 

03 CO CO 
. . i-3 i-3 i-l 
i-3 i-3 i-3 hi ^ & & & 

I |j-| [JT-| 

s Z Z 

X X PM (i 
a Q Q Q > > > > 
X X Pi Pi 
hi i-3 i-3 i-3 
^ i*| W i*j 
rf! rf] rf; rf 
J 1-3 !x i-3 
Q Q Q Q 
X X in oo 
hi i-3 i-3 i-3 
<C rf| C rf| 
OO Ul CO in 
hi i-3 i-3 i--l 
< < < r< 
Z IZ X X 

CM CM x s: 
Q 

X X ^ 
X X Q 
Q Q Q 

X IX IX IX 
X X rf! WH > > > > 
< I< <c r< 
IZ IZ IZ X 
EH EH [-H EH 
hi i-3 i-3 i-3 
X X < <; 
X X Q Q 
< r< rf! r< > > > > ^ ^ & & 

£ 
CD 
in 

£ fO 

lit-1 -x 
o 
a: 

o (D CD 
rx 

-K 

X X CD CD 
-x > l> |> > -X 

X < X <c cx c a 
C _K 

Ul co co in •X 

o 
a: 

CD o 
IX 

CD -X 

Ui C/] oo c/o •X 

J i-3 1-3 i-3 -X 

Q Q Q Q •X 

I-I l-M EM PLJ •X li") 'vD r- 00 

a: X IX IX -X r-l r-l .—i 

c^ 
PlH l-M 

&j 

l-M 
OJ 
U-I -X 

>H >H >H -X O O O o 
E i ELH [-H —1 -X S Z 3 

-X 
E i I1-! H ILH -X Q Q Q Q 
X X EH [-H 1—i l-H !—i l-H 

X X OJ P^ 
I-I T-M PM E-L| -X Oi CDi Oi a 
Ul in 00 in -X Et] Et] Et] Et] 

J i-3 i-3 i-3 -X CO CO CO oo 
CM PM E^M -K -

S X 1 -x 
X X Pi 1 1 X Pi 
I-i r-Li Pt-J Et] -X 1 >i >H 

hJ i-3 ,-3 i-3 -x 1 ^1 c i< <C C -X 1 Ul Ul 

13 H P-L] Ei] X J c <1 <c < -x i"-3 h 
X X CD o i |> > 
>H >-i >H -K 1 r—1 E—i 

13 r^q PL] Et] •X X X 0] CO 
o o CD CD -X |> > I> |> 
X X < < Ul in co co 
in IX -x rfj <C < C < f< < -X i-3 i-3 ,-3 
o CD O O ELI EM PM > > |> |> -X 

i X Q Q Q Q 
i CD CD i-3 i-3 i-3 ,-3 
i 
i 

2 
X 

S X < X < Ui 

<C 
Ul < 

i < IT' IX IX 
i > !> > !> 
i J> < < C C 
i z: CM CM PM PM 
i E-i E—H X X EH L-H 
i & ii 1—L| PM PM PM 
i Q < Q Pl] PL] EI] EI] 

i 
Q < < <| C C C 

i Cu P^ CL, CM PH PL| 

i Ul co i-l I-3 i-3 
i hq J |T; IX IX IX 
i 

X
X

 > C C r-£ <J 
i X

X
 

X X 

& 
CD 

IX 
£ it) 

a 0) 1 g c a; 1 g 
-H rx c 0! -I-l IX c cu 

^1 
03 -H 

1 B 
IX 
rc &1l 

(I: -H PC 
! £ ai 

fD 
$ I-l 

ra is ! ! s LX' £ IX IX 

fs 
fs 
o 
o\ 

o z 
Q 

d w 
w 

= 
"8 
CJ 
C8 
o> 

"5 o 

C8 

> > > 
5 £ s 
o o o 
^ ^ i_q 
hi hi hi 
cd a; & 
U-i t-i [i-i 
£ S S 
X X U 
Cu Cu Cu 
Q Q Q > > > 
Ed Ed Ed 
hi hi hi 

Q Q Q 
U U U 
m K Ed 
hi 1-3 hi 
u u cd 
www 
hi ^ hi 
H H H 
<! rf} <1 
[LI [LI [u 
X X H 
X X O 

i*S & 
X X hi 

S ^ 
Q Q Q 
^ ^ hi 
lx! Cd Ed 
rf! rf! rf! 
hi ^ H] 
13 U O 
Q Q Q 
WWW 
[l-| [L| [I-I 
rf! rf! rf! 
O O O 
hi ^ hi 
X X > ^ 
fcd i4 ^ 
X X O 
tC H! 03 
<J rtj <J 
6 & ^ > > > 
^ S4 
Cu Cu Cu 
S S S 
O O O 
2 2 2 > > > 
rtj <j <j 
Q Q Q 
X X a. 
X X H 
WWW 
^ hi hi 
Q Q Q 
O O O 
t-l [LI [LI 
WWW 
[J t] [i] 
[u [u hi 
X X hi 
CC CC CC 
O' Oi Oi 
H H H 
12 
D-i P-i P-i 

>n 

O -K 
hi "K 
hi * 
a: * 
ti * 
5S -x 
u 
Cu * 
Q * > * 
U3 * 
hi -X 

4c 
Q -X 
U -K 
£C 4C 
hi * 
u * 
W * 
hi "X 
H * 
< -K 
Cn + 
H 
U ^ * 
h^l 
S * 
Q + 
hi * 
cd * 
<J -K 
hi 
O -X 
Q -K 
W 4c 
Hi * 
rfj -K 
O 4c 
hi > * 
^ -K o 
E -K <1 * 
fcd -K > * 
fc*J * 
CL| 4C 
S 4C 
O 4C 
S * > < 
a 
cu 
H 
w 
hi 
Q 
O 
U-i w 
u 
hi 
Cn 
Cd 

IS [S 

>n 

hi hi hi 
hi hi hi 
X X tti 
X X o 
X X hi 
X X 
U U CJ 
X X ID 
X X o > > > 
U CJ CJ 
Q Q Q 

Xs^ h? M f—t > > > 
C3 O O 

1 IS 
1 X 
1 rfj 
1 H 
I > 
1 X 
1 X 
1 fcd 
1 CJ 
1 Cd 
1 k< 
1 H 
1 hi 
1 
1 > 1 Is 

Cu 

> > 
hi 
hi & 
V) 
hi < 
Ei] 
O 
O > 
EJ 
Q > 
> 
O 
!S 
hi < 
H 

'S, 
W 

W 
U 
DJ 
H 
hi 

> 

* 
CT\ o I—1 CM 
—1 CM CN CM 

-4C 

4c * O o o O 
-fc s £ S 
4c 
4c Q Q Q Q 
4< H H H H 

Oi Oi Oi Oi 
4c Ci] Cl] Ci] CI] 
4c w w w W 

* 
4c i X 
4c i >-l >n 
4c 1 fcd 
4c 1 IT! 
4c 1 < < 
4c i hi hi 

1 < < 
4c < < < rf^ 4c 

X X > > 
4c X X o o < < < rf! 4c > > > > 4c 
4c > > > > 4< 
4c 4< 
4c a Oi Oi Oi 4c 
4c >H l>H 4< 

51 4c 
4c fit* < 4c 
4c a a Oi a 4c * > > > > 4c 

CU a, Cu CU 4c 
Cu Cu CU CLi 4< 

H H H H 4c 

[LI [L, [LJ [LI 4< 
Cl] Cl] CI] Cl] 4c 

4c 
o o O o 4< 
[LI hi [LI ti-l 4c 

E K m s 4c 
tc m 4c 

rfj < rf! < 4c 
hi hi hi hi 4c > > > > 4c 
o O u u 4c 
1> > > 1> 4c 
hi hi hi hi 4c 

£ £ 
0) B 0) £ 
ffi Q) Ed 0) 
rQ E rQ Ed e rQ £ 
a as 1 £ G 0) 1 £ 

-rH C 0) -iH Ed c 0) 
s, -Q, •H Ed s, A -H Ed 

1 I s, rQ 1 i s, 
rd fd 1 i rd 03 1 i 
2 X E Ed 2 2 Ed Ed 

00 
fS 

ro <N 

o z 
Q 

o| 
w 

= #c •-

= 
C8 

S3 
.2 
13 

C8 

c > 
X 
X 

a 
0-i a x x 
Ul 
o 
X 
[1J 

H 

X 
I-l 
2 
X 
a. 
r< 

c x x 

X 

Q 

> 
<1 

frj 

Q 
H 

I 
PH 

Q 

O 
C 
Q 

EH M > 
X X i< c 
X X a a c < <C < 
[J] Ut] l-M Pi] z Z z; 
X X < < < rf; < 
X X l-H p. P3 Pl Pi 

1 

CJ O u CJ 
Q Q Q Q 
X X i-3 P1 
X X >-H >H 

oo Ul Ul oo 
c < < < 

|Vj 

X X l> ;> 
u CJ U CJ & < & <C ,> > > 
co in m Ul 
Cu PM PM PM 
o CD CD CD 
Q Q Q a 
oo 00 OO Ul 
PM PM CM Cu 

> > > 
X X Ul Ul 

£ s X X 
X D3 -J: 

Q Q Q a 
X X Pi Pi 
ELI UM EM PlM 
Ul co in Ul 
Oi o a o 
O O CD o 

c k < < 
El] Ei] Ei] Pi] 

IX ai I-L1 IC 
X X EI] Pt] 

X C.0 in > > <: < <C < 
o u u CJ 
IS s g s 
Pi Pi Pi Pi 
X X > 
X X [-H r—1 

1^1 
Q Q Q a 
Cu PM CM PM 
l> > 1> > 
c < <C < 
1-3 i-3 —3 —3 
u O U CJ 
i-3 i-3 i-3 -3 
X X CO CD 
i-3 h-l i-3 i-3 > ~> |> "> < < < rf 
CJ CJ CJ O 
X X |> [> 
X X i-3 i-l 
i-3 J 1-3 1-3 

C < <: < 
O o CD CD |> > |> |> 
c < < <d 
i-3 i-3 —3 i-i 

X X Pi pi 
£ X 

-H -H H C 
i-l 
M u U 1>~I U 
(L) (!) (D ^ ^ u 

l-M U-l M--I (U QJ (U 
W W Ul MH >+-I '-h-l 
C C C W U] W 
(T5 iT5 fO C C C 
U u !>-i in ra ra 
EH [rH| EH M U U 

(TS (31 dl' | I | 

C 

i^-l M S-i S--I 1>-I 
(U d; Qj !H u U 

U--I 4-1 (U OJ (U 
m cfl in '•I-I M~I 
c c c m w w 
(a i"G (C a c c 

rc ra (X5 
H 

("0 ITS (TS | ! | 
>H S S :x ;x'D: 



WO 2016/207257 PCT/EP2016/064484 

cu x 
CJ 
X 
Q 
[ i 

CM 
C 
X 
CM 
C_) 
H 
CO 
X 
Pi 
i-l 

>H 
X 
>H 
CO 
X 
>H 

X 
X 
C 
Q 
X 
X 
X 
CM > 
X 
i-l 
X 
CO 
X < 
co 
Q 
X 
x 
i-i 
i-i 
Q 
X 
X 
X 
CM 

CM 
i-l 
CH 
CM 
X 
X 
CO 
X 
Q 
X 
CO 
X 
X 
X 
Oi < 
Oi 
Z 
X 
I-l 
X 

i-l 
Q 
X 
X 
CO 
X 
X 
co 
Pi 
C 

Oi 
c 
I-l 
X 
CJ 
Q 
X 
>H 
X 
X > 
CM 
X 
Pi 
[ i 

Q 
i-l 
CJ 
X 
i-l 
X 
>H 
a 

CM 1 2 Z 2: z 
X 1 s K s 
CJ ! CO CO CO CJ 
CT-1 i < c <1 < 
CP l-H 
H i Pi Pi pi Pi 
X 1 ^ CO b CO 
C 

1 < 
> i> l> 

X 1 < C <r; < 
CL, 1 b—i [-H —1 H 
CJ 1 X X X I1"1 

H 1 O o CJ CJ 
CO 1 X X C/3 Ui 
P] i XI X 
Pi 1 X X 
X 1 X X CO CJ 
Z 1 X & X 
Pi 1 X i-l 1-1 I-l 
i-H 1 z z 2; z < i CM Q X Q 
H i S s s S 

H f-H r-n 
>H 1 J-l X 1-1 i-l 
i_j! 1 Q Q Q a 

1 Ul m Ui Ui 
CJ 1 < c c <; 
I-l \ 'fi Ui co Ui 
>H 1 ^ X 
X 1 X X X 
X 1 ^ X > 
C 

1 5$ 
> l> £> 

ri 1 5$ <1 c § > > 
cd i < < < < 
P^ i |—L| l-L| CM U-i 
P^ i >H !>H >I 

1 CO CJ CO CJ 
X 1 < c c i< 

i-l 1 Ci] X Ci] cq 
X 1 PJ X X CM 
0 1 b—s l-H i-H ^H 

X i a Q Q Q 
<1 1 CL] H Ci] X 
m 1 O U U c; 
Q 1 2 Z 2 z 
X 1 Q Q Q Q 
Cu ! Ul CO Ui Ui 
-1 i ^ X X 
X i 2 z Z 
Q i >H >H >H >H 

X i z: z Z 
CO 1 H 

I <c 
H XI X 

mi 
1 H 
I <c < < < 

co > > > 
m 1 % PM X X 
CM 
l—l 1 X X X 1-1 
a 1 CO CJ CO CJ 
X 1 CJ CJ o u 
X i X X X X 
X 1 0 CJ CO c_0 
co 1 X X c 
X 1 i—1 i-H 1—1 

a 1 >H >H >H >H 

x 1 X X > t> 
0 1 CM X CM X 
CM 1 X X c_0 CJ 
X 1 CJ CJ CJ CO 
i_j i i a Q Q Q 
c5i 1 XJ i-l -] X 
<1 I X X m Ui 
a 1 X X •2] 
Z 1 < c 
i-i 1 X X a Q 
hi 1 < c < C 
x 1 Cl] X X p] 
s 1 CO CJ CJ CJ 
!—1 ! Z 2; z z 
X i s 2 gr 
Q i— PH 
X 1 ^ X X x 1 < < C c 
c_o 
CJ 1 CJ CJ o u x 1 Q a a Q 
co 1 Cl] EL] X X 
Pi 1 X X H H 
& 1 E-i EH E—i |-H ;> 1 Ci] X X CL] 

<1 1 < 
H Ul Ul 
X > > 
co CJ CJ 
X Ci] i X 

a X 
<1 CJ CJ 
i-i i i 
X 1 X co 
CJ 1 I Z 
CP 1 i > > 
X 1 i Ul co 
>-i 1 1 SS i s 
X 1 1 C-J Ci] 

Q 1 ! CP Q 
1 i u U 

X 1 i X 
X 1 1 I--I i-l 
Pi 1 1 Pi i Pi 
E-i 1 1 Ci] 1 H 
Z 1 i X ! X 
Q 1 ! X X 
X 1 i co CO 
CJ 1 X x 
i-l 1 i c c 
h-l ! 1 o CJ 
CX i 1 8 [3 
>H ^i X 
a > i > 

A
R

 

Pi 
rfj 

i-l 1 
X ! 
U i CJ 
Z 1 z 
C ! C 
>H 1 >H 

X 1 X 
Ci] ! X 
> 1 > 
P^ i X 
X 1 X 
Pi i Pi 
X 1 H 
CO 1 0 
a i Q 
X ! i-l 
U i CJ 
hp i i-l 
I-l ! i-l 
Ci] ! X ^ | >H 

Q 1 CP 
X 1 X 
Ci] i X 
Z 1 z 
hP 1 I-l 
Z 1 z 
X 1 X 
<1 1 c 
S 1 K 
P^ ! PM 
CP ! Q 
X 1 P^ 
Z 1 Z 
X 1 X 
X 1 CO 
CJ 1 CO 
EH ! H 
Z 1 Z 
X I a 
X 1 X > J > 
a ! Oi 
X 1 X 
X 1 X 
> 1 > 
< 1 < 
> 1 > 
Q 1 CP 
CJ 1 CO 
X 1 X 
X I X 

v> 

X 1 X 
U i CJ 
Pi i Pi 
CM 1 X 
< 1 c 
CJ j CJ 

X i £ 
CJ ! CO 
>H ! ?H 
>i 1 >H 

CO 1 CO 
Ci] ! CM] 
X 1 X 
X I z 
Z 1 z 
X 1 X 
X 1 X 
CJ ! CJ 
X 1 X 
Z 1 z 
h-l 1 I-l 
CO 1 CO 
CO 1 co 
O 1 CJ 
S I 
O 1 CJ 
i-l 1 h-l 
X 1 X 
CJ ! CJ 

CO Ui 
oo 1 Ui 
CP 1 CP 
X 1 X 
X 1 X 
Ui 1 (fi 

CM 

o o CJ CJ z 
2 2 Z O 2 

Z Q 
Q Q Q Q I-I 
H l-H H Q ̂  

i-H a 
o a oi o w 
x M x a H m u ui x co --

Ui — 

! O 
i X 
< c 
CJ CJ 
CJ co 
X X 
X X 
CM CM 
CM [_r_. 
X X 
Q CP 
X X 
Pi Pi 
o u 
z z 
x x z z 
X X 
X X 
h-l J 
CO co x x 
PM X 

I 0 
i CU < < 
o o 
0 0 
X X 
c/o co 
CM X 
PM X 
CL! X 
Q Q 
CM [CM 
Pi Pi 
O O 
X X 
Z Z 

X X 
z z 
>H ;>H 
-1 i-i 
x i-i o co 

z, CJ CJ, CJ, CJ. 
1 1 Z CJ; 1 CJ; 1 

CJ, 
CJ. 1 Z, U 

a c c 1 G G G 1 G G G ! G G G _l 
-H -H -H s-J c C! -H -H r-i G G G -H -r-l -H G G G -H -H •H G G 
u >M •H -I-l •H u S~l r-l •H -H i-l U -H •H -H P-l PM -H r- -H 

U u 1-1 !P LM Lj S-i Cj i>M P-l PH Cl U P-I P-l PM Cl P^ i_| 

(U a) (U U u 0) OJ (U Cl S-i a; (U CU CI U CU CU' GJ Pj P-l P^ 
l+M MH CU V a) i-w 4—1 LW OJ (D CU 4M 4-1 LL-I OJ (U CU 4M 4--I '-n CU (U CU 
Ui m CO t-i-M Ui to CO M~l 4M 4M CO CO CO 4-1 Lh^ CO CO CO 4--I 4-, 4M 
a c c Ui Ui CO G G CO w CO G G G CO CO CO Pl G G CO CO CO 
ra n fO c c ra (TJ 03 G G £ 03 03 (0 G G c CO CO ra G G 
i-l S--I fa (T3 ro (0 oo (T3 Cj >M (C5 03 03 Ci Ci Pi 03 (0 03 

E i EH E-H, U EH L-H, C-H Cl U PH E-H L-H CH Ci Cl l-H E-i LLH P-l PM P^ 
1 I rc' 

l-H C-H 1 1 PH l-H 1 1 ILH H. H 1 1 H [-H [—i 

fD (TJ rc' I l 1 CX3 (D1 (0 _| J (15 (\3 03 J J (Ci 031 03 ,-J £ £ £ x' S X X x' S X x' X X £ X 



WO 2016/207257 4/24 PCT/EP2016/064484 

Fig. 2 

ML 



WO 2016/207257 5/24 PCT/EP2016/064484 

Fig. 3 
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Fig. 4 
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Fig. 5 
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Fig. 6 

Cancer cell apoptosis 
(due to cyclophosphamide treatment) 
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Fig. 8 

RAW 264.7 Ft 0.2 mg/ml uptake 
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Fig. 9 

R-Banoxantrone (0,8 mg/ml) leakage from sells to the medium Ft-Banoxantrone (0.8 mg/ml} leakage from eels to the medium 
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Fig. 11 
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Fig. 12 

EMT6 load of Ft-Banoxantrone 
(0.2 mg/ml Ft-0.65 mg Banox) 

after 2 hrs co-culture with RAW264.7 
pre-loaded with Ft-Banox 
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Fig. 13 
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Fig. 14 

% of cells recieving iron-binding protein-FITC 
from human monocyte due to co-culture 
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Fig. 17 
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Fig. 18 
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Fig. 19 



WO 2016/207257 22/24 PCT/EP2016/064484 

Fig. 20 
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