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[Fig. 6]

FIG. 6

6/56

PCT/JP2019/013345

P-ERK(%)

v}

o

P

¥

E

3

AN

RS

S AN

%

MW
¥

S SN

1

3.

Sumfmt}

T
AR

P

AR AR AN

13
i\\\\\\\&\\\\\\\\\\\\\\\

Z

s

3

T

S SSSSSSSRE

3

¥

N

|
\\\\\\\\\}\\\\\\\\\\\\\\\\\\\\\\\\V

{ORN AU TRPIRNG:

) ] R




7/56

WO 2019/189453 PCT/JP2019/013345

[Fig. 7-1]
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[Fig. 9]
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[Fig. 10]

FIG. 10
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[Fig. 18-1]

s
GOMDLAMONL G00L OUL BL b LG
% o ‘ . “ ]
bas A
PEZLAY - 8 o
AELOY - 2
HA-ZLQY - Lo B
H-ZLaY v
IAELQY
ut 1332
O8T "Oid
it
OO80GL BAGHE 4008 ot b£3% { Vo
s o + . . 43
B
LG W
-ELON o
APELOY 4
HA-BLOL 501 &
HELaY o
AZLaY
“{35%
981 "Hid

i
SOOGLODOGL UBGL 00 G & 1B
4 ! A _ x W
PCBLEY o ’ @
AFZLEY A m,
HA-ZLOY - LagL B
JELOY
A2 ALY
54
I8T ‘B4
w
G000 80606% GO0 20 332 A Vi
0% 74
-BLE o~ »
AELOY & 2
HA-ZLOY a6t &
LG
AZ LT
053
¥8Y1 "Eid



20/56

WO 2019/189453 PCT/JP2019/013345

[Fig. 18-2]
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¢ r\\&.\\\;\g{, i s

s s s it

“:

240U =
APZLOM o
HAZLGY
#2aaY 2
eSOy

RIS G

3

&

£

~38%

Q61 "9id

v
oobuol UROE QOB OBV W 3 0
I L 1. 3 4 3 m\
P o
DOBLAY 4 G e Mh
Frts 2
AFBLAY ]
HA-ZLOY -2 ot
WOy -
TAZ LT -0
L gt

861 "Sid

DEZLOY 4
AFTLOM A
HAELAY
HELQY
wezLay

WU OO DAL 00 O y vy
05
@
o
Z
PO %,
“ L5k

361 "4

@wu\m.amw B §w m‘mw muv ¥ ,v&m
BCELOH o s
AZIOY 5
BAZLOY o oot B
HZLOY o
AZLOY e
“5)

V6l

o1



22/56

WO 2019/189453

[Fig. 19-2]
FiG. 18E

R

3

% Survival
2

Wima,
— M

s IR s m“\\“;\
RS T
W@Q\\\\\\\S:K\\wé NN

X m\\\§\\\\\\\\\&\,~~~~\\\f“

N

[EEG

N

.\~Q§w.

1000 10008 100000

PCT/JP2019/013345

(D12
- D2

AO2VH
BRIV
A i2-X1

Payload b

R

\:\i\z W

& SN S8R

ERSRESRR AR RERE B RN 3 RESERNPN RERRE IR AN
g SRKE S SN S ST MHIER TR SIS T2
RSN FERE 188 RSN

Aue DAR HO) ey

PRR I (0

Froo Erog (R




23/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 20-1]

s8d%¢

B8 ¢ g} rupwnsousg -

{ByBuw g0} AlEL0M
(BB 5210} AFZIOY
By 5ol HATIOM
(BB 5240} BA-ZIOY

Bbw ol wziou -

{ByBur sZL 0} B2y
BB 0} IA-2L0Y

iByBus 5240} Iz -

{SwBu 50} 2404
{Byyfus 5240} IX-ZI0M

BUBA JOUY

1OA SO}

) sun

Yoz g



24/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 20-2]

B8 %Y

{(Bsybw oo} -geunsousy |

{Gybw ool ArZIO8
BB 071 0} ArZLCY
(BB §°0) BAZLOH
{Bwhur 9240 BA-2L0M
{Bwbw g0} HTLoY
(BB 6z 0 7308
Byt 5°0) INBLOM
Bobus 92401 IAZLOM
ifybe g0 1230y
(BB 221 0] 1X-2L0Y

sher

&

x

F
g b o BN S sy
1 2 L £ 4 % 3 £ £, 1 A 3 3 Q
L

o8

2

 E

mwmwxcm

£

)

subfitep Apog

S07 "D



25/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 20-3]

{Bwbw 5 oliX-2104 o~
{AyBuw gzy ol x-zaon 4
(BB g0} jrupwnsouag -
§Hd X3 ~+-

ghery

A 3 4 4 %, % 3 3 1

o
@A@

TR P S N R R A
¥

*S.\KI .(\E.!

Fe

. \wvﬂ%\\ * e
s A 4
i w_.\

: o H

- s

X-ZigY

swa
-G
- 3004
ymomw
- O80T
0057
RLLUN
RELIN
500y
- BO%Y

{yww} SUNOX JONG

26T "2



26/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 20-4]

sAB(]

BB g oHIAZLOY %
(B 923 GHAZLOY
{851 40 - geIunsouA}

SHARL -5

P

IAZ3GY

g swnoa Jowny

aoz 'Bid



27156

PCT/JP2019/013345

WO 2019/189453

[Fig. 20-5]

sheg

£ 2 1 3

PP LPF RS oy

(BB 50} 1210y -+
(BB 5Z1°0) HZ1QY -
{5604 §°0} IFrOBUNSOUDQ 4
$8d X{ 4

iy

R pUINIOA Jswng

30T "D



28/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 20-6]

shegy

b3

F3

e

&
e

% %

b §

R SR R

B ol A ZIoN %
Bydu szL el uA-zIOY A
{Bybuw g°¢} paewnsouag 4
CEERTIR

HA-CLOY

N

B 20ac.®

i

gutid
- OO0
- G051
gLur4
g5h4
gorry
- OUSE
gL

- BOGY

iﬁmm} [UNJOA Jownyg

FATA I E



29/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 20-7]

{Bwbus 90} AFZLOYU &
{Bwbus 240} APZLOY
Bybuw 50} prarwnsousg -5

S8d X -

.%mv

AFZIQY

8
ous
- 3001
- 05
- G
g4
gy

R

“~GURY

(- B BUNEA ST

S0 "Bid



PCT/JP2019/013345

30/56

WO 2019/189453

[Fig. 21-1]

Aagy

. a . e oy & X

G R G A e oy
; s * Seeestensheritn

FE vy, )

w\:w\:*\t %*\\&\k\m\“w\w\\i

3 kw«.\.\\ P4 8y, %%
Pre i \.‘& m
H # y
ByBm ¢ IR TIaY o v %, iByhus £ (X28a -+ 3551
B8 574 8) by % Z  {Bym Gzl PeTigy e

{ByBuwi g fraewinansen -

e AP G} (aewnEanag -
S8 Xk o E

Z S XL
1

g

S ANWTREREHA S0,

¥
3
-

3
3

A-E LY R-CLOY

81 o ¥ie D4



31/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 21-2]

Aoy

@ P ol g P e vy
: ) s A , N

3.

\%G

P 5 A 32 5. 2,
L prrrd pree .ﬂv,:\\t&\.nw\iwmi. i

i <
. \* t &{t*.é@i%&e\: o o
jts 1 \.w v \N«.\...w,v\\ 4

{Bwihw o) FYRUINSQUST 4
Bybw 5ol 1304 4.
{GyBw 9216} 1210 -
$Ed XL

2404

A
e
%
R
W
o183 =
-1
e
2
o8y 5
Z
-
S TR
52

31204



32/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 21-3]

{Bwbw 50} -gBuNgousq %

BB Ol HATIOM 4T
BB 21 0 BAZIY e

$8d X} 4

Ao

-$4%

- B%G Y

-B9%E

BHHL 5

(£ ORanRA o g

& 374

HACH0Y

a1e°514



33/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 21-4]

Avgy

{ByBw g g} purwnBoUa] -«
{E4BwW g0} ALTLOY -+
Brfus 52170} ARE LAY »-
S8 X} 4

AlFCLaY

L 4455

il

8654

ABIRRBERA ORI

[T

i3

£

- $55%

3T 04



34/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 22]

(A 5 ) BN sOuSg
(Bt Bl AR ZLOY
BB BZL 0 AP TIOY
(B GBI RA TN
BB SE LB HA 20U
B D) 24
(O GZ Y 0 R0
B 90l 120
BB 2 W IR BV
B9/ 0 30 12104
{21 0T 182304
58d %k

0

2

X

B

PP 5.

s

wibsg Apoy

¥ Y
58 [
> LS

=
BN

N
W

sy

e B4



35/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 23]

Py
e

L4 9% 0% ¥5 8y LY 9¢ L% ¥ 84 £V % ©

% 3 % 3 3 4 £ ;9

%

X204 e
APy
HARE L R
rZiay -~
FoBwnsous
paxeuzZigy o

SO0Y D1I5BYD0IG 1M Aessy

\\\\\\\\\\\\\\g \\ W

&% ettt i,
\ A \\\ U i \sm\
e \

g \ s, iy, -
h\\QS
o “Htrg,,

3 3 % w

g BEROY L3 Y

julin

£T°DI



PCT/JP2019/013345

36/56

WO 2019/189453

[Fig. 24]

| Bstiigo

P o]

ipounuy
YT "Hid
fwiifBn
203 83 i VO L86 L00°H L0800
3 1 1 s 1 L . Mw
.%w\\\\\\\\\“w \\\\\\\ . \NW \\\\\\ . \\\\xx:t.\x.\\..iti. Gpoevsesseseiyrs
s » M\
=
OPUINSOUnyg 4 Lz
o
HZLAU e s
A
HOZHZATLAQY 4 2
o
WORPPA-ZLQY &
HoB8ZL-2L0Y -8 .
¥$i13 Bulpuig L3N
Y92 O3



PCT/JP2019/013345

37756

WO 2019/189453

[Fig. 25-1]

SO Wes MPORUE BUE 20U BLBINYS
w

Nw \\\m 4 mw. % .w .w 2

oy

A
R¥
RN¥
R
[
EX
R
O
[
L
\\\
[k
&
E

W

RRINSOUsy wm w - \\w\
WZiayuy
g TATAT AR I

oSy GY
a68cL-2Ld -2

\
\\_\\
.
5
[N¥
E
i

¥
¥y
B

¥
EX]
0N

isuon 13 W
s#pdweg siposds ARG ZL0Y% VNINS

Ve B



38/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 25-2]

- ORUINSoUa]

AR
HperA- T A ARE L
2Lyviceidy
H56821-21QY

lubin 130

sHdweg o0adg AUE ZLO0M ST NAN

ws

% %

T
s
S8

R
i S

: “\\\\\\\\\\\\\\.\\\\\\\
e s
A %\\\\ \\\ §

%,

2,
7, .
P,

,\\\\ ) \&:\\

lwmpesw 13 W

¥

‘\:\\

W

L
[
W

1

[
L
s

[
™

sepdweg ovsds ARS 210 9-NNS

8467 "0



39/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 25-3]

500001 00001

R

N
A
w
@.&

¥
£

jFaewnsousq wie Z
ZLay =

I OZEEAZLOY

IFOZYYAZION -

IFO68ZL-ZLOY o

R

£
BT
E

Logoz

fulbiy 13w
ey MPestg R% 204 029 NINS

o

281D



40/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 25-4]

0 %
4% %

B
¥

Y

7
T

B-QelInsous(] - y

. ) 7
FZLAY wsm
Z

o

FOZYPAZLOY 2
1-0682L-2L0Y o~

[y
™

LR

a57 "0l



41/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 25-5]

-OBwInsousq »o~
HeLad
iperA T A e AREL MR o

g TAG AL

osszL-ZIay -2

\.
\\\\

it

imo L3
sadwme g mpnesty By

\\ iy, \\
i G \\\“\\

¢

)

354791



42/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 25-6]

Fi3, 25F

Payload

&
i
rd
=
i



PCT/JP2019/013345

43/56

WO 2019/189453

[Fig. 26]

P

o1

BRL DA

RS |

39794

GBUBBL WRNEY 4UE 8% B 2 b7y
% % % >3 i % Mw

N.{t&t.\.\\\W\\\\\\\\\\N.\\\\\\\\\”\\\\\ ity \..\W\\ .

3&&\&3\%\\ o,

i

®

OBUNSDUSY %
HIEATEL B i he Dl

WIREEN QG

TN %

WOBEZL T 2

>

&
IR

§.
S
N

o % %

8

0% %
oV B EY 1

se1dwn g wuesds ¥u% 2109 Y ANS

Y9Z "4



44/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 27-1]

mww\\@w DRy BRBY BB 1 b V'

\\W\\\\\\\\\\\\\\\\\\\\\\
\\\% 2 \\\\\\\
%, e

i
tx,k\,‘u\.‘..\\\\\\\\\\\\\\\\\\\\s i i,

7 oy
3 \\ e &
. : 4 s \\@&\\»\\\ \ g
Irquwnsousq ~o g W — 2
p p . \\\\ﬁx\\\\\ ..\..
mm‘N wmx \\\\\\.\\\\ \\\&MM\\\\M\\\\«\\\\ “
. _ i, Y 2 1
Bo2gshZi vy - g N ' BB
£ , A i
e Ta s FIWARS I o
Wo882L-21aY 2~ N
0%
fwnipsw L3 W
sa1dwes 0110848 S 240U L5V H

YLZ B



45/56

WO 2019/189453 PCT/JP2019/013345

[Fig. 27-2]

i BD12-T289CH

e HDAZNA420H
g ADA2N282C

v ADA2H
e Z}&ﬂ DB b“ﬁ

A% - \\3\%\
@ "o
&
F o
B

‘3\‘&
L
R

AR

L8 =
R &}

%

Ses RS 3 N - o
S : 9 ‘“‘*

E

©

] Qe L
Wy [ w¥
£ e

JNATAIR Y W

FiGG.278



46/56

PCT/JP2019/013345

WO 2019/189453

[Fig. 27-3]

% LY
Log
H-QRIINSOUST] v ’
485
FeiQu e ", A
,,,,, Q\\\\\M\C\S\x\\ M“ ) \\W\\\\\\\\\\\\\\ L N\ M
; P ] \ \\\\V\.\.\ s Z A Dirnirrintaniz 3 0574
Woeyvicz v od
FO68ZL-ZLOY i
553

&
W
B
&
E
e

LT D



47156

WO 2019/189453 PCT/JP2019/013345

[Fig. 27-4]

Vc.psg
#

nEsy
YePBD
# '

o

i
Va4z
B}

e
T289¢
y

antibody

Q
~
g
g
e

FiG.27E



48/56

WO 2019/189453 PCT/JP2019/013345

[Fig. 28-1]

nD12-V442C4 {0.125 mgikg)
% RDA2VA42C4H (0.5 molky)
24 {0.125 malkg)

- p124 0.5 makg)
~#- Denosumabd {0.5 mokg)

N

&

3

-
3 3 N
N & 3

& @ &

3 3 ¥

)

22

53

¥ 'Si .

S oL

33 )
o 8

o

hi12-V44204
Days

o ‘uoREInSeU
0¥

5000 4
4000 4
3000 4
2000
1000 4

R BwmoA Jowin g,

Fis, 2BA



49/56

WO 2019/189453 PCT/JP2019/013345

[Fig. 28-2]
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[Fig. 28-3]
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[Fig. 33-1]
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