114

PCT/JP2012/072383

WO 2013/032012

[E41A]

g-g 5 oleisig
— pLAIS-(oEISIP)D
s 1 M 4 4 N M 2 © ¥ 2
$-8 3 55 oleisig 8z4IyS
2 8§ 1 M 4 4 N XX 2 9 ¥ XM ¥ 13 d 2 d N v S -zzdil-a-(olelsip)oey
88 #a 58 ofeisig 8Z4INS
5 s 1 # 4 4 N M 2 9 ¥ XM o 3 d V¥ d N ¥ 2 -zzdil-g-(oleisip)oLs
e 5% Sk 8zdris-(oletsIp)ooe
2 1 2 s 1 M 4 4 N Y 2 9 ¥ M d 13 d V¥ d N Y S o
olersig $-8 5-g
szdi¥s-(oleisIp)o6z
2 2 8§ 1 M 4 4 N M 2 9 ¥ M ¥ 13 d ¥ d N Y S
s oIS 5
8z414s-(oe1sip)o9zl
2 § D M 4 4 N M 2 9 ¥ M H 3 d ¥ d N Y S
S o1a &S gzdids-(ofersip)oizd
2 8 1 M 2 4 N M 2 9 ¥ M ¥ 3 d ¥ d N Y S o
g5 ofelsiq 55
8zd14s-(oleIsIp)O6 LN
2 0§ 1 M 4 4 2 M o5 © ¥ M ¥ 3 d Vv d N Y s
o oleisiq §§
8zd1us-(oleIsIP)O8 LY
2 8 1 M 4 4 N 2 2 9 ¥ M ¥ 3 d V¥ d N Y S
S S omed gzdids-(ofe1sip)o9Lo
2 8§ 1 M 4 4 N M 2 2 ¥ M ¥ 13 d ¥ d N Y S o
3-8 §s  oleisiqg
gzd1us-(oreIsip)osLy
2 s 1 M 4 4 N M 2 9 2 M o 3 d ¥ d N Y §
&g 5$ o[eisiqg
szdlds-(oreIsIp)Or LN
2 8§ 1 M 4 4 N MY 2 9 ¥ 25 ¥ 3 d ¥ d N Y S
=S =2 ed 8zdds-(oleIsIp)og Ly
2 § 1 M 4 4 N M 2 9 ¥ M 25 3 d V¥ d N Y S o
58 55 oelstqg
sz41ds-(oleisip)ozL3
3 8 1 M 4 4 N XM 2 ® ¥ M ¥ 2 d Vv d N Y S
S 53 oimid 8Z414s-(oe1sip)o6Y
2 § 1 M 4 4 N ¥ 92 o ¥ M ¥ 3 d 2 d N Y S o
5§ 58 oeisiqg
8zdius-(ojersip)ogN
2 s 1 M 4 4 N MY 2 9 ¥ M ¥ 3 d V¥ d 2 v S
sg olelsiq
gzdrds-(olelsip)olLs
d N Y 2




PCT/JP2012/072383

2114

WO 2013/032012

[E41B]

S-S 58 0]R1S14] O|R1SI(] 0[&1SI(] 0|11} O1€1SIQ 011 SI() Of€1SIQ OlRISI(E OJRISI(] ORI A v
gzdnis-(oeIsIP)ooL-1LS
3 8§ L 4 L ¥ M 4 4 N M 3 9 ¥ M ¥ 3 ¥4 4 Y W ¥ d N 8 N ¥ 2 2 2 2 29 2 2 2 2 2
3-8 S5 o|eisiq ojeIsI( 0eySi] 0|°1SIg OlelsIg
8ZAINS-(0RISIP)35-LS
53 8§ L 4 L M M 4 4 N M 2 9 ¥ M ¥ 3 ¥4 d ¥ W VYV d N 8 N V¥ 2 29 2 2 20
S5 uepp S5 oeisiqg 8ZdIdS
2 8 L 4 L M M 4 4 9 M 9 9 ¥ ¥ ¥ 3 ¥ 4d Y W Y d N S N Y 2 -{UenIn)oGLN- (ofeisi)OLS
S-S OYNIID 58 orisig 8Z4NS
2 s L 4 L M m 4 4 2 M D 9 v M ¥ 3 ¥ 4 Y W VY d N S N ¥ D ~(>¥NII9)26LN - (0fRISI)OLS
S5 58 opIsIq
szdINS-(oRISIPINLS
3 8§ L 4 L M M 4 4 N M 2 9 ¥ M ¥ 3 ¥4 d Y W ¥ d4 N S8 N ¥ N
S-S ss oeIsiq
8ZdIys-(0leISIP)NGN
2 8§ 1L 4 L ¥ m 4 4 N M 2 9 ¥ M ¥ 3 ¥ d Y W Y d N S N ¥V S
S-S 8 opeyse

8zd¥s-(oeIse)og-1S

5 8 L 4 L ¥ m 4 4 N M 2 9 ¥ M ¥ 3 ¥ d Y W ¥ d N S N
S8 8-S

gzdis-(oeise)oz-Ls
2 8§ L 4 L M M 4 4 N M 2 9 ¥ M ¥ 3 ¥ d VY W ¥V &4 N 8 N ¥ 2 O
S8 58

szdlus-(orise)oLs
2 8§ L 4 L ¥ m 4 4 N M 2 9 ¥V M ¥ 3 ¥ d VY W VY d N S N ¥ O
S-8 S8 O ISOUS ‘ v

-{oje1souowl

5 8 L 4 L ¥ m 4 4 N M 29 9 ¥ M ¥ 3 ¥ d Y W ¥ d N S N ¥ D 8zalus-torel oIS
88 88 oeisig ojesig ofesig gz dIds-(oeIsIp)I6Y
2 8 L 4 L ¥ m 4 4 N M 2 9 ¥ M ¥ 3 ¥ d 2 W ¥ d4 2 S N ¥ 2 + (0EISID)OGN ¢ (ORISIP)DLS
S-8 S8 o|eisi{] D|eIsI] D|RISI]

gZdINS-(0EISIP)DE-LS
2 8 1 4 L ¥ M 4 4 N M 2 9 ¥ M ¥4 3 ¥4 d ¥ W V¥ d N S8 N ¥ 2 23 D
o 55 ojeisIq orisIq 8Z4Ius
3 8 1 4 L M M 4 4 N M 3 ® v M ¥ 3 ¥ d4 92 W ¥ d 2 S N VvV 8 -(oeIsIp)26Y + (O[RISIP)OSN
8-8 &S ofeista orisIiq gZAINS
5 8 L 4 L M m 4 4 N M 2 9 ¥ M 2 3 ¥ d Y W ¥ d N S N ¥ 2 -(oresIp)ocLY « (erRISIP)OLS
S-S 55 oRIsig oRISIg ( ) ( )

8ZJ1uS-(0RISID)DSN- (ORISID)DLS

2 8 L 4 L M M 4 4 N M 2 9 ¥ M ¥ 3 ¥ d Y W ¥ d 2 S8 N ¥ 2
5 58 oRIsIqQ ofeIsIg

gzdS-(0fISIN)IZ-LS
2 8 1 4 L ¥ M 4 4 N M 2 9 ¥ M ¥ 3 ¥4 d ¥ W V¥V d N S N ¥ 2 O
3-8 58 —n ofeisia

FLAS-1UIZLD-(0eISIP)D

9 8 1 4 L M m 4 4 N M 2 9 ¥V U D
S8 5 oeiIsIq

pLAS-M-y-(orISIP)D

0 § L 4 L M m 4 4 N M 2 9 ¥V M ¥ 0




3/14

PCT/JP2012/072383

WO 2013/032012

[Eg1C]

5-S £-5 OYN2IDIP

ged1us-(9eN21DIP)DLS
2 8 L 4 1 4 3 bo! vV ¥ ¥4 3 ¥4 d VY W S N V¥ 2
S-S S8 oleysig ojesig ofeisig

viLdIds-A-y-(ojeisip)og
2 s 1 4 1 4 4 o’ ¥ M d4 2 2 2
58 58 ofeisig ofeisiq

vidIus-H-y-(orei1sip)oz
2 s 1 4 1 4 4 o ¥ M d4 2 2
5-S 5-8 olelsiq ofelsig gzdius-(ofelsip)ozi3
3 8§ L 4 1 4 4 2 v M 4 25 ¥4 d V W $ N ¥ 2 -(olesip)oLs
$-s 88 alelsiqg gZ4dI14s
3 s 1 4 1 4 A 2 ¥ ¥ 44 3 d d ¥ WM S N ¥ O opzy -(oeisip}oLs-0pRY
55 8§ aesia —f2f 8zd1ys- (orisIip)oLS
3 8 1 4 1 4 4 bo. ¥V M ¥4 3 ¥ d ¥V W § N V¥ 2 ©3dunoig ~lajulo3d-ulolg
§-8 5-5 ofersig 8Z4I1us
3 8§ 1 4 1 4 4 2 ¥ ¥ ¥4 3 ¥ d4 ¥ W S N ¥ 2 unog -(ole1sip}aLs-unolg
5-5 58 —Igesf oleisig vLdIdS
3 8 1 4 1 4 4 3 Y 93d 2 -1a)jul93 d-(ofeisip)d
5-8 S5 ofersig apwe

4N~ 2 0§ L 4 L 4 4 2 Y ¥ W 3 ¥ d ¥V W S N V¥V 2 -gzd14s-(0le1sIp)aLs

s-s s-g ofersig

8¢dIuS-ASZd-(oei1sip)oLs
2 8 1 A 1 4 4 2 ¥V ¥ 4 3 44 4 ¥ N S N ¥ 2
55 5-s ofeisig

yidids-y-(opIsip)d
3 8 1 4 1 4 4 o ¥ M 2
s-s oleisiq 55

gzdlus-(oeIsip)oszs
2 2 1 4 1 4 4 2 ¥V M ¥4 3 d4 4 ¥V W S N ¥ s
s-5 ofeisig S5

gzdlus-(oeIsip)aszd
2 8§ 1L 9 1 4 4 o) ¥V ¥ 4 3 4 d ¥ W S N V¥ S
$-s oflisig 55

8Z414s-(oeISIP)OTE L
3 § 1L 4 o 4 4 bo! vV ¥ ¥4 3 ¥4 d Vv W § N VY S
55 ofIsiq 5-5

gzdlus-(olei1sip)oogd
2 s 1L 4 1 4 2 o) ¥V M W4 3 4 d ¥ W S N ¥ S
5-5 S-S ojeisiq

gzdiys-(ofeisip)oL Ly
2 s 1 4 1 4 4 2 ¥V M 4 3 2 4 ¥ W S N Y s
s-5 &8 ojeisig

Y& 0z 6 8L

gZdlds-(oeIsIp)o




4114

PCT/JP2012/072383

WO 2013/032012

[E41D]

ojeysiq ojelsig ofeisiq ojelsig

8zdIus-(ole1sIp)or-LS

szdiys-(oeIsip)oLS
((eplurejAiyyaounue)oeisip)d

8zdius
-(ueiIp) 26 LN (o1RISIPINLS

gzdlus-((ojeisp)usy)aLs

gzdas-(uglojeisip)oz-Ls

gzdius-((epiwe)oreisp)oz-1s

szdius
F((opiwelfoapexay)oeisip)dLs

gzdiRis-(uglorisinIoLs

gzdius-((epiwe)oisip)oLs

8ZAIuS-
((epiutejAyyaounue)oeISIp)ILS

szdIys-(orisenal)olLs

d

N

gzd1ys-(oeisu)oLs

IYNIID

d

2

8Z41S-(O¥NIDIDELN

8zdIus-(ovNoID)OLS

8ZJIAS- (UeIP}O6LN

N § N ¥ 2 2 2 2
oeisip {splwejAyjsouiwe)oesip
N 8§ N ¥ 2 2
ojelsiq
N 8§ N ¥ N
(ojeisip)usy
N § N v 2
(ug)oreisip (uglopisip
N § N ¥ 2 2
(spiwe)ojeisip (spruejoreisip
N § N ¥ 2 2
(apiwe|Aoapexay)oleisip
N § N Vv 2
(ug)oreisip
N § N Vv 2
(ap1we)ojeisip
N § N v 2
{apiwejAupouiur)oreisip
N 8§ N v D
oeisenayl
N 8§ N v D
olejsuy
N § N v D
N 8§ N Vv S
IYNIID
N § N v D
N 8§ N v s
ueIp

szdiys-(uepnplols




PCT/JP2012/072383

WBSIR5

w3 SSTRA

514
#SSTRZ WSSTRS

NS5TR1

Time {hr)

RIF28

-2

)

F28

1 disialo

- SR

o gl e

me thr}

Ti

.vnwns &n—a
cN
\.mo
o a >
U &N
@&&
B y/:
I N e,
QV&\ .VN.
T, 5
7,
@«&
wn 8 B, R
&v&, % o
v@mo \wmo - &
2 % £
\\\\\\\\\\\\ %, o d S % L JEreamme s S
i a,.mv o o -
by, = =
%
o 2 .@ed {igu) “suno BlUSE
DIy, \ﬁ@
FV«‘WO&W;
V7 8 &
£
I 'y
i, %
b € ‘27 BLSS NV 08D
»
- . Z . e
- o N -st
5 1SS, v} 00l .ﬂ..%
o
S . L - 2 2 =2 - b
51 - = il - ’ o
2

WO 2013/032012

[E1E]

14188 “fnuloen .
(U} ousn e lsed

[E42]




6/14

WO 2013/032012 PCT/JP2012/072383
(&3]
1000 100 -
g 100 4 g R
& S 03 B
o & S WY
8§ 1 % a :
& %x g “‘b
& “; & :
8 Poh g
T 1 ¥ &
.1 . : : : : : Q1 4 : : : : : .
G 1 2 4 5 8 T a 0 1 prd 3 4 8 a8 7
Time thi) Tiemie f f
e SRIE2E
= S C{disiale)-SRIF28
e MEC{disiale)-SRIF2S
vk oot Cldisiala) NEC{disialo)-SRIF28
[E34]
1000 - 100
| o
= 100 ¥ g e,
= E S WE - e,
Py %‘?\, g % t" \;: """ N
2 E Y
5 g0 \&\ 8 x N
. ﬂ%\ @ 3 ‘Q ~ -
£ 5 = : x_ .
a 1 ., (i
g :
0.1 : : . ; ; s £ B : t ; : | :
o 1 3 4 5 & TF & g 1+ 2 & 4 & & 7
Tivee (hr) Tirna {hr}

—m— SRIF23

-t S {dIsinlo)-SRIF2S

i S1C{disialo) RI3C{disials)-SRIF2S

ot FIC{diialo) NECidisiale) AGC idiziako)-SFIF28

B
i o e
> - L
o . @Q -
= s men = TS M,
£ s 40 A
. s *a, Btn.
] 3 %, B TO
§‘ § E \“\ %% e
= = . T v
@ z 1 . g
3 oo . R
3 = .,
oY \ * ‘ﬁﬁ
01 : : : : : : &1 :
] 1 2 4 & & 7 & g 1 2 g 4 5 & 7 &

Tirme the} . Time {hr}
e 10 {disialo}-SRIF28

wsioee SR} - NEC{disiala} ADC{disiale}-3RIF28
~w ~ 3C{disfalo}-SRIF25

—w— SC{distalol-SRIFIS

- 10 disialo-SRIF2S



WO 2013/032012 PCT/JP2012/072383
[Ea6]
160
pd =
= £
g g
] £
1% L%
o o
5 5
= &
(5 . B
5 & 7 8 g 1+ 2 2 4 5 & T &
Time th) Time {hr)
= SO {dinialo)-SRIFSE
- & = NSC(disialo)-SRIFZS
g AGC{clisiale)-SRIF2E
- o = ST Cldfisiale) NEC{disialkl-SRIF28
e NG {disiale) ASC{disialn)-SRIFIS
e ST G {clisiale) NSC(disiakn)- ARCIdisiale)-BRIF28
[E7]
1000 100 -
4
= 10 K =
E TN g
o o
IETERAN 3
E \\ }}‘"., g o,
& A &
5 4. » . » i .
.1 ; : o .
o 1 oz 4 8 7 & G 1 2 % 4 8§ & T &
Time () Time {hr}

714

=== 21 C{disiala}-SRIF28
o S1.2C (disiak)-SRIF2A
i 3130 (disinlo}-SRIF28



8/14

WO 2013/032012

PCT/JP2012/072383
(8]
1000 - 100
_. 1oo - —
= =
£ £
g g
g 10 S
£ £
8 ki
a. [»%
1
0.1 ‘ ; , 0.1
0 1 2 3 4 5 6 7 3 0 1 2 3 4 5 5 7
Time (hr) Time (hr)
=== S1C(disialo)-SRIF28
—e— S1C(disialo(amide))-SRIF28
- & « S1C(disialo{aminoethylamide))-SRIF28
(9]
1000 - 100
__ 100 - .
= =
£ £
g g
g 10 2
] @
£ £
R R
a o
1 P
0.1 ] 0.1
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7
Time (hr) Time thr)

== 51C(disialo)-SRIF28
—e— 51C(disialo)-D-Trp22-SRIF28
- & - S1C{disialo(Bn))-SRIF28



9/14

WO 2013/032012 PCT/JP2012/072383

[E10]

1000 100

__ 100 - .
= =
£ £
g g
g 110~ e
T ©
g &
o £
a [a%
1
0.1 ; 0.1
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6
Time (hr) Time {hr)
=== S1C{disialo)-SRIF28
—e— R13((disialo)-SRIF28
- # - K14C(disialo}-SRIF28
[Eg11]
1000 - 100
__ 100 .
= =
£ £
g g
g 10 3
m ]
= & v
0.1 0.1
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7
Time (hr) Time (hr}

=e= 51C{disialo)-SRIF28
—e— E12C(disialo}-SRIF28

- @ - N19C(disialc)-SRIF28
=%= 29C(disialo}-SRIF28
=O0=— 51C{monosialo}-SRIF28
= O - S1C{asialo)-SRIF28



10/14

WO 2013/032012 PCT/JP2012/072383
[Eg12]
10600 100
__ 100 .
= =
£ £
g g
g 10 N S
: N :
o \ ©
0.1 : : i 0.1
0 1 2 3 4 5 6 7 8 0 il 2 3 4 5 [ 7
Time (hr) Time (hr)
=+= S51C(disialo)-SRIF28
—e— K14C(disialo)-SRIF28
- # - C{disialo)-SRIF14
[E413]
1000 100 ' Y
[R )
L}
100 - _ L
= = 10 A
= » < W
= \ g N
s 10 i S
: ) : LN
o \\\ ,_ﬁ 1 \
o 1 S =% \\
. N\
]
°
0.1 ; ; 0.1
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7
Time (hr) Time (hr)

=w= C(disialo)-SRIF14
—e— C(disialo)-C12linker-SRIF14
- # - (C{disialo)-PEGlinker-SRIF14



WO 2013/032012

[Eg14]

Plasma conc. (nM)

[E415]

Plasma conc. (nM)

1000 -

100 -

10 \‘\

0.1

Time {(hr)

1000 -
100

10

0.1

Time (hr)

-y -

——

N

b

-

11/14

100

10

Plasma conc. (nM)

0.1

SRIF28
S1C(disialo)-SRIF28
S1C(asialo)-SRIF28
S1C(diGIcNAc)-SRIF28
S1C{(diMan)-SRIF28
S1C(GlcNACc)-SRIF28

100

Plasma conc. (nM}

0.1

S1C{(disialo)-SRIF28
S1C{trisialo)-SRIF28
S1C{tetrasialo)-SRIF28
$1-2C(disialo)-SRIF28
S1C{Asn({disialo))-SRIF28

PCT/JP2012/072383

Time (hr})

Time (hr)



WO 2013/032012

[E16]

[E17]

Plasma conc. (nM)

Plasma conc. (nM)

1600

100 -

10

0.1

1000

100 -

10

0.1

12/14

100

Plasma conc. {(nM)

Time (hr)

0.1

—e— SRIF28
S1C(disialo)-SRIF28
- & - 51-2C(disialo)-SRIF28
=o= 51-3C(disialo)-SRIF28
—0— $1-4C(disialo)-SRIF28

-

Plasma conc. (nM)

Time (hr)

PCT/JP2012/072383

Tirme {hr)

—e— SRIF14

-+= C(disialo)-SRIF14

- & - C(disialo)-K-SRIF14
=o= C(disialo)-R-K-SRIF14
—o— 2C({disialo)-R-K-SRIF14
- B - 3C{disialo)-R-K-SRIF14

Time (hr)



13/14

WO 2013/032012 PCT/JP2012/072383
[E418]
1000 - 100
100 - _
= =
£ £
: :
g 10 g
] m
g &
© i
a. [»™
1
0.1 v y i ! 0.1 i
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7
Time {hr) Time (hr)
=¢= S1C(asialo)-SRIF28
=—0=— S1-2C{asialo)-SRIF28
= O - 51-3C{asialo)-SRIF28
[E419]
1000 100
100 _
z E
E 10
& z
1
0.1 : 0.1 -
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8
Time {hr} Time ¢hr)

—+= S1C(disialo}-SRIF28

—e— S1-2C(disialo)-SRIF28

- @ - 51-2C(asialo)-SRIF28

=¢= 51-2C(disialo(amide)}-SRIF28

=O= S1-2C(disialo(Bn))-SRIF28

= B - C(disialo{aminoethylamide))-S1C(disialo)-SRIF28



14/14

PCT/JP2012/072383

WO 2013/032012

[5920]

et Apgreys ened



