R
SE2E3 10-2491549 ‘lfﬁ‘;

O (19) IV ZE3 A (KR) (45) T2 20233012202
(11) B=W3E  10-2491549

(12) 55533 H(B1) (24) EEAA 20230128182
(51) A58 EF(Int. Cl.) (73) 5sld7
A6IK 31/57 (2021.01) A6IK 9/00 (2006.01) AlelA] HE g2, 3.
(52) CPCE3I&EFH =k 02142 wjARFEA =S ABREA] HAE AEY
A6IK 31/57 (2013.01) E 215
A6IK 9/0019 (2013.01) (72) &gz}
(21) E=9W3 10-2017-7009240 Adx, 2EE Ao
(22) ELLA(FA) 2015309408 n) = 19081 AL olFE A9 Aol AX] me
A TEA R 2020809€908Y 125
(85) MAEAIZELA 20173049059 ZF, a4
(65) F/NHZ 10-2017-0048567 ul =k 02474 vjAEA RS SHE A A Z2E 23
(43) ZMLA 2017905408 (74) A=<l
(86) IAEYWS  PCT/US2015/048937 g, 19

(87) =AF/MAE WO 2016/040322
=AML A 2016303€17Y
(30) A%
62/047 599  20141309€08 W= (US)
o] A=)
(5®»H@71 B Sl
US20090074677 Al
0S20140057885 Al

AR AT R F U @ A oS
() W3l WA ABBY ZHZolE, 19 £4E, 4 §%
(57) 2 °F

WA, dg 5o 2
A sEEolE Ei

= e )
= %‘%’Q%)% Eete 2SS Foste AS xdeke, IA, dE 5o 2uHd A 25, dE E9
A h=i

A A

2324 713 EERE o} 71zt EERE 34 713 4 713
1 2 AE SAE

rd
(@ 28%) (24 A7) 34 (24 A1zH L] @3

2394 &/ A1d A2 BE 44/ A109 A1 >3/ A7 F8/
e A-19 $E 1A% A9y BE /A A8 $E A419 $E
e e




SES06 10-2491549

(52) CPCH3 &+ (30) S-MAFH
A6IK 9/0053 (2013.01) 62/170,596 201506€903Y W= (US)

62/213,015 20151099019 W= (US)




10-2491549

s==3

g Al A

FrHY
ATE 1

N
r i o A
= il v il i
N © & N o I B
e o ol o ol Ay v %_ B
7o : ol ™ ) B T
o oy i m M o) =
%0 n A & r
# S oy e I ~+ 0 g
o = 3 o | ] IIN B o
or = sl T = W 2
) o = (S oo W
il 7 7 w] s i Ty,
iy o - mH i 1@ o No Ho wr
M ™ © o 0| o ) bl u%m
T , N )
A Ao g ) 5 Z g <0
m oo 29 © o
] o R ol =) oF Ar o
. o = % M - B RIE
o on o uy — < Bo 9 T o) wﬁ
oF W B = o o o ol %ﬁ
— oo ) o & Y| NF
N ,w ol iy =) il
3 R £ o z o N = o ~
o v O 0 do o < X = o
—~ oomm oo o — < N
< T = e il g A NG
= "o T = T ® @ ST
E zoc - - IS DS
0 o T =7 o0
: 37 % i v CR. T T
WE o o° 00 o xX 0 X \‘% Mm _,_/ T ©
© &9 ol Hon i) o i & P W
b - KR o S N e oy = Py
- T T joH o & o ~ a\l TR ! T 2
i T 4 o4 = Mo 2 E; Bl RN
o % 5 B W= . ) E > e
—_— X — T
G . o go= T & e = o T T o
SN v - mJ = o of on J|J  Of <
= | N ! A = N S 0
‘W my ZT N ™ o ol T | W y o Nk =,
© T 2 " =] o o mo o ‘UL 3 % = = B o
oR . ] _ — o —_— 0o o
4 08 FR > 3 ® 5 . t 5 %mm% oo
o8 5 < < . el o %o L. o
= 5 S T ° 7 B ou TR A TR
w 7T < T . T 4 s IXE RS
el X ol = Ar N o~ . 3 < N~
Xfo 5 A - X g o ! = - o - Twe = 2
C U T 9 e > Ty T X T T T D P&
W Fom 2P g gT 5 TZ % 3 T T ns, o
R R S AR (A N N« i G = ¥ Eﬁ =9 b=
oo 4w oL Y% e o V2 T o T e TR oo T om T o Ts
=~y 7o N = @ = = -~ T O H- 700 w i £ W® 2 @ 2 & T S =
HTOB TR TR0 - o = - 9oz S T T T T !
X X 0 Lf I T = O h | = X JI — _:_I oy JI o — Lu o
5 N = . N 5
i 3 <0 e lc 2o



10-2491549

s=s4

2

oF 5-100 pg/kg/AIZF,

o)

=

]!

5

15-70 pg/kg/AlZro 2

-
°T=

10-80 ug/kg/A3F,

23]

ly
o
__OD

2]
il

g avEE9
g a1vsE9

hy A
hy 2

=
=

ok
=
ok

=

s
s

3L
hva

=

& 15-70 pg/kg/ Ao

A,

=

F 50-100 pg/kg/A1%F, 70-100 ug/kg/A3E,

[¢]
[e]

ok
=
ok

o glofA,

&

|7

AT% 8

=K

=

j—

BN
o
TR
23
el
™

4

3

86 ng/kg/AE Fo

‘_
=

g 1 =0

hy A

olg

g

3L

=

& 15-70 pg/kg/ Ao =

Al

ok

o glofAf,

s

79

A7

or

DS
I
"o

ToH
2!

S AL

7o

AaugEE9 o 50-100 pg/kg/AHE

AP dEE

a9

I

Z
FYo

2

d)

A

— o

N

=0 N

g 1o A

15-70 ng/kg/Al7rolar,

/AR

E
e
ZxgaysEe] F 50-100 ng/kg/AlZE, 70-100 pg/kg/AlZE, = 86 1

olg

=

%ol

ug/kg/AZk, 10-80 ug/kg/AZt,

=i Xe)
5

o glofA,

&

S,

A SR T

A1

e
o
;OD
2!
el
w
)l
o

W~
el
N

T

g/kg/ A

5-100 1
T+ 86 1

o

g 1o A

G 1e] A

o o

=
= .

A

3

=z

davsEe 9k 50-100 pg/kg/A1ZF, 70-100 ng/kg/Al7E,

15-70 pg/kg/ 17k A<k

YA

/AR

AR

3T
=

A

olg
=
hya
ol
=

=

%ol

(e}
g/kg/ A7k, 10-80 ug/kg/AIZt,

R

wo oko] ofm

=<}
Jol we] A7t

ojaL,

o glofA,
T

2

o

9A gFE o ¥
A EFHY o
ug/kg/ Al

AT7E 1

A10

BH

15-70 n

G c1e] A

AR

hyA

ool o

o

p.

oA &R o b



10-2491549

s=s4

3 12

ey

o glofA,

&

A1

15-70

KR
y

o
il

g 1e] A7

Eds
o]

)

AR

E3X

o)
=

3

olu) zzte] ¥4 wAl gFe wel A

FaL,
=3
=

T

_vi Et

ojaL,

&t

ﬂ,
o
ToR

23]

]
A&

S

%ol
% 97 e w9l A 9 19 A

davEE9 9k 50-100 ug/kg/ A+

3L

ol wef At T d=

N

kel
T

olu) 7}7tel

L,

T

23]

15-70 1

o))

e}

[e)

g]

)
M

2 ARs

23X

o)
=

3

oM,

T

N

g/kg/ A

A3 13

&

Al

ATY 14

3
.

AT 16

B

o 3lolA,

&

A 14

AT 18

o

A3 19

ClRwARS

=X

ol
=

H1yUsEES 0.1-10 mg/mL

=X

ok
=

&

Al

A7 20

M

g

hyA

HIEES 1-5 ng/nl 4=

23X

o)
=

Foll QlelA],

0

N

A oF

L
L

A3 21

o glefA,

&

A 14

ClRwARS

=X

ok
=

| 1UsEe F57F 1-5 mg/mL

B



10-2491549

s==3

22

K

ey

o glofA,

&

A 14

=&l

239 14

o)
=

It EE9 »%27F 1-5 mg/mL

=

I

ahl
ze)

X

Nd
or
S

)

ity
o

N

7% 23

o glofA,

&

A 14

al

EIXYOYEE0]

ok
=

da1dEES] FX7 5 mg/ml

=X

AT 24

&

A1

A% 25

A7 26

2HA

A

A% 27

2HA

3T 28

A

7% 29

247

7% 30

A

A3 31

2HA

3AT¥ 32

A

7% 33

2HA

AT 34

A4

7% 35



24
A7 36

24

2
A7 38

24

A
A3 40

24

AHA
AT 42
A
AT 43
AHA
AT 4
AHA]
T 45
AHA
AT 46
AHA]
AT 47
A4
T 48
AHA)
AT 49
AHA
A% 50
2HA]

A+ 51

SS50l 10-2491549



214
7% 52
A
373 53
214
AT% 54
A
A7% 55
A1)
273 56
A
AT% 57
A4
273 58
A
7% 59
AHA
A% 60
AHA]
3T% 61
AHA
AT 62
AHA]
3T% 63
A4
7% 64
AHA)
7% 65
AHA
A7 66
2HA]

A% 67

SS50l 10-2491549



214
273 68
A
A7 69
214
253 70
A
ATE
A1)
ATE 72
A
AT 73
A4
A% 74
A
AT% 75
AHA
A7 76
AHA
AT 7
AHA
A7% 78
AHA
AT™ 79
A4
A% 80
AHA
7% 81
AHA
AT 82
A4

A7 83

SS50l 10-2491549



214
ATE 84
A
A7 85
214
273 86
A
AT 87
A1)
273 88
A
AT 89
A4
273 90
A
7% 91
AHA
ATE 92
AHA
3T 93
AHA
AT 94
AHA
7% 9%
A4
A7 96
AHA
AT 97
AHA
A7 98
A4

A7 99

_‘IO_

SS50l 10-2491549



A
A7% 100
A
377 101
A
A% 102
A
273 103
A7
AT% 104
A
A73 105
2
XT3 106
A
A7 107
AHA
7% 108
AHA]
7% 109
AHA
7% 110
AHA]
AT 11
A4
AT 112
AHA)
7% 113
AHA
AT 114
2HA]

A% 115

_11_

SSS0l 10-2491549



A
A% 116
A
AT 107
A
A7% 118
A
273 119
A7
A% 120
A
7% 121
2
AT 122
A
7% 123
AHA
AT 124
AHA]
7% 125
AHA
T3 126
AHA]
A7 127
A4
7% 128
AHA)
A7 129
AHA
7% 130
2HA]

A% 131

_12_

SSS0l 10-2491549



A
AT 132
A
377 133
A
AT 134
A
273 135
A7
A% 136
A
273 137
2
A% 138
A
A7 139
AHA
7% 140
AHA]
AT 141
AHA
AT 142
AHA]
7% 143
A4
AT 14
AHA)
A7 145
AHA
T3 146
2HA]

AT 147

_13_

SSS0l 10-2491549



A
A7% 148
A
AT 149
A
7% 150
A
273 151
A7
AT% 152
A
X373 153
AHA
AT 14
A
7% 155
AHA
7% 156
AHA]
7% 157
AHA
273 158
AHA]
7% 159
A4
7% 160
AHA)
37% 161
AHA
AT 162
2HA]

A7% 163

_14_

SSS0l 10-2491549



A
AT 164
A
377 165
A
AT% 166
A
273 167
A7
AT% 168
A
273 169
AHA
A% 170
A
A7 171
AHA
AT 172
AHA]
7% 173
AHA
AT 174
AHA]
A7 175
A4
AT 176
AHA)
A7 177
AHA
7% 178
2HA]

AT 179

_15_

SSS0l 10-2491549



A
7% 180
A
A7 181
A
AT 182
A
273 183
A7
AT 134
A
A73 185
AHA
AT 186
A
A7 187
AHA
73 188
AHA]
7% 189
AHA
7% 190
AHA]
AT 191
A4
AT 192
AHA)
7% 193
AHA
AT 194
2HA]

A% 19

_16_

SSS0l 10-2491549



A
AT% 196
A
AT 197
A
7% 198
A
273 199
A7
A% 200
A
273 201
A4
A% 202
A
7% 203
AHA
T3 204
AHA
7% 205
AHA
73 206
AHA
A7 207
A4
7% 208
AHA
7% 209
AHA
7% 210
A4

A7 211

_17_

SSS0l 10-2491549



A
AT% 212
A
A7% 213
A
AT 214
A
273 215
A
AT% 216
A
A7 217
A4
A% 218
A
7% 219
AHA
7% 220
AHA
7% 221
AHA
AT 222
AHA
7% 223
A4
AT 224
AHA
7% 225
AHA
T3 226
A4

AT 227

_18_

SSS0l 10-2491549



10-2491549

s==4

A7 228
273 229
7% 230
A7% 231
A% 232
X 7% 233
AT 234
3T% 235
wgo] Hy
7l & £ of

b
244
b
244
b
244
b
244
b

o
N+
T

%)

o

[0001]

wul
=

U.S.S.N. 62/170,596;

1]

]
2

o &

Q)
=

A2

L

L

R

o

a7

i

+

, Na, Cl,
o] =70 mellA -50 mve] A9 W3}

opAl” ==l <]

# U.S.S.N. 62/047,599; 20151 64 3
+

pinl

¢

o #¢
.ol

8d

=

[e)

=70 el A9 (
Fapd s PEAEE o) (K

T

ok
-1

H
L

Hl 4 7] &

%

4

e
<

[e]

.

[0002]
[0003]

B

jop-
£

I
ral
ar
™

7U

Hol A I
GRC 91

L

L

il o7
GABA

o

pu
L

SFELE GABA

A1g5

=

=

Aol FHo 40%7F A F AL EZAZA GABA

GABA =&A| &3l (GRC) 2

[0004]

Nr
el

3

122] Az

AL stell FRefol= o

tol, GRCe #7]3}&t

SRR EE R L

=]
T

K

folo

_19_



[0005]

[0006]

[0007]

[0008]

[0009]

[0010]

S=S5| 10-2491549

o] Yol

A7 zEHRolEe UA-om HAY 4 k. RS AEE Ukl AAFEY sEHRo|Ee 747 SE2E

~H R0l ZTRAAHE Z USAZEZEIAHEY hALEQ 3a-3|E=FA F-20-2 2 3a-
|

21-38| EFA-5-3 g E T ad-20-20]t}.  olE AEHEOE fAlEo] ¥ i
ol A AT} (Majewska, M. D. et al., Science 232:1004-1007 (1986); Harrison,
Pharmacol. Exp. Ther. 241:346-353 (1987)).

Wi TEE IRA2HE 9 29 ditee H SR 2 9% vAE Aow J5H AT (Backstrom, T.
et al., Acta Obstet. Gynecol. Scand. Suppl. 130:19-24 (1985); Pfaff, D.W and McEwen, B. S., Science
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B8y zHREoE (& Eol, RZYIYEE)Y Am a3 T FH| 7|xste] EIdT. dF A
Aol A, AKX = HAM-D, EPDS, CGI, HE& GAD-79] A 93] SA AT, dF AAYE A, ddA= ¢
Aol A3 AHE7] Tl dvk.  EF AAGHCdA, e FA] $25S 4 3 AF AAFE ol A,
gAAe Zx B0l Bl (dE 59, 25 (dE 599, A4F &5, 47 $€5)8 91 A ¥
BAA e dEIH I YER] FFEd HE) A FEo gEIHaEES et

g SHoA, AAEAY 2HRBo|EE ASRYXER, o & Fo] B-ASRY2ER, oF Eo] X FdY o
2 B-AEFRYX2EY, dF 5o PEES XeE ZAE AFHT. AF AAGHAA, AFEY ~HE
o= 0.1 WA 10 mg/ml AAZA 2 Rol=e] Fwg AFETH AR HAGEA, AAGH AR =
= 0.1, 0.5, 1, 1.25, 2.5, 3.75, 5, 6.25, 7.5, 8, 9, HX 10 mg/nlL AAZA 2ERol=9 Fx= ATH
o, AE AAGE A, AFEA REIRo|=E 1.25 mg/nl AFEA AE|Rol=e] wEE AlFdn. AP 4
A FEd A, A8 2HRZol=E 2.5 mg/ml A BEY AHRo=e xR AFHT. dF AAGHA A,
AR 2HREo|EE 3.75 mg/ul ABEAY 2HREO|ES v ATHT. IR AAGHAAN, ABEH =
HZo|=% 5 mg/nl AEEA 2HZo|=e] T A, dF AAUGHANA, ANERY1EHLS ZHE F
of 2AES YT 1-30FF%, 2-18FF%, 10-1553F%e] AFRUrEHOR EAT,, AF A FEA,
ANERAAEHL 2AE Fo 2AE Fag 1, 2.5, 5, 10, 12, 13, 15, 305%%e] A F2YrE-oR &
Atch, AR AAGEH A, AFRUAEAL 2E Fo 2AYE FUY 1259 ANFRUiEYOR &
AR A5 AAFHAAN, AFRHAE-NE 2w Tol 2= F9F 1-308Fh, 2-185F%, 10-155F
%ol NERdrEYOT EAS, AAGAY 2y Zo|=x 0.1, 0.5, 1, 1.25, 2.5, 3.75, 5, 6.25, 7.5, 8,

o
(o
4z

9, & 10 mg/mL A AEA] 2~HBZoES T2 AFH A
ZAQEe By 1, 2.5, 5, 10, 12, 13, 15, 30FZ%] A F292~E9
0.1, 0.5, 1, 1.25, 2.5, 3.75, 5, 6.25, 7.5, 8, 9, =¥ 10 mg/mL 2

AN AAFH AN, AFRYEE-S 2AHE Fol A FIT 12500 ASRYEEROR EAaL,
AN EAd ZHZol=x= 5 omg/ml ABEE AHREO|=S g Aledrt. AR AAGHAAN, ANEFRHYEER-
< 2AE T 2A=Y FIT 125 AMERYAEDCR EAEta, AAEA ZHREol== 3.75 mg/ml
ANBEAY 2HRZeol=e sr® Algdn. A5 AXYHNA, ASERHAEDL £AHE T 2AEY AT
125%F%° NERU2E-oR EAsta, NS4 2HRo=E 2.5 ng/ul AFEY ZHREO| =] sRERE AE
"ot dF AASECAA, AEFRYAEJL 2HE Tl 2= FIT 125399 ASR2UAELSR EA)
a1 g ~

hEE, B deEE R AERYREY, dF 59 Al s , AE ol HlavuE, ¥R
Tl avEs, dutEE, JhaEE, B 99ES B doHoR ASRY2ERY, dF 5o B-AERYRE
d, dE 50 €% FE oHE B-AFRYAEY, dF S0 BAFRYAEY, dF 5o ¥ ¥E oH
2 B-ASRY2ERY, oF 5o HEHE®, 59, B-AZRYEEY, oF 59 =X 7 odHZ p-AF
RUZEY, o & S0 B-AZRYXEY, 45 5o X §FH oH= B-AFRUXEY, o5 5o HEHE
®, BPAE ¥ 24E8S SHo= A

A AAGE AN, B 2HROEE ZRAXE FEA, o8 o] ZHavEE, dRZdavsE, o
dEE, JhEER, B dRESev. @ AAGHA, ABBY 2HZoEs dRZHavEEedt. @
ANGEAA, AFEY mEReIEE ThgEEeltt. 3 AAGHAAN, AFBY HRCEE dEEEe|t

O
3} 2
AR Ao, AFBA 2 Zo]=&= WIPO /N ME W02013/188792, WO 2013/056181, W02015/010054,
02014/169832, W02014/169836, W02014/169833, W02014/169831, W02015/027227, WO 2014/100228, W=+ £
W35 5,232,917, US 8,575,375 2 US 8,759,3300] 7NAE ANAEA 2gZo|=g iy AT,

AR AAGHAN, AFRYLEAS BoAFEYAEDT, F AAGHelN, AFEYiEAS Fx P

B

_37_



[0167]

[0168]

[0169]

[0170]

[0171]

SE==35| 10-2491549

i1
>,
()
)
o
X
2
o
o
oX,
[~
__rﬂ“
fetl
o
[
rr
N
£
i
(i
o
Kl
>,

>
g
fr
@,
>4
m
[m)
o
i)Y
Fel
X
i,
-3
)
[rtt
o
>
g
fr
i)
[
[
aC)
2 1>
il

NERAREDL B-AZRY2EZL,

’E‘ ==
o, NFRYAENE £ VY o2 B-AFRYAE,

>

2 1
il

92Ed, dF 5o AHER, HFA= 2B
30mg/mL, 10-30mg/mL; 15-30mg/mL, 0.25-20mg/mL; 0.5-20mg/mL; 1-20mg/mL, 0.5-20mg/mL; 1-20mg/mL, 5-
20mg/mL, 10-20mg/mL, 0.25-15mg/mL, 0.5-15mg/mL; 0.5-10mg/mL; 1-15mg/mL, 1-10mg/mL; 1-5mg/mL; 5-
15mg/mL; 5-10mg/mL; 10-15mg/mL; 1-10mg/mL; 2-8mg/mL; 2-7mg/mL; 3-bmg/mL; 5-15mg/mL; 7-12mg/mL; 7-
10mg/mL; 8-9mg/mL; 3-5mg/mL; 1= 3-dmg/ml FEE EFe= A RAEEA AASHT. AR AAFEH
A, MRS zEHRE, oE B ZHaYUsE, 4EXHaYUEE, dagE, VMYEE, 4gEE; 9 AE
RHXER, oF 5ol BAIERYEEA, d& 5ol £x FE oHE RB-ASRYXER, odF 5o HHE
®, HFAE ANEEH zHZo|=E 0.25mg/mL, 0.5mg/mL; 1.0mg/mL; 1.5mg/mL; 2.0mg/mL; 2.5mg/mL;
3.0mg/mL; 3.5mg/mL; 4.0mg/mL; 4.5mg/mL; 5.0mg/mL, 5.5mg/mL, 6.0mg/mL, 6.5mg/mL, 7.0mg/mL, 7.5mg/mL,
8.0mg/mL, 8.5mg/mL, 9.0mg/mL, 9.5mg/mL, 10mg/mL, 15mg/mL, 20mg/mL, 25mg/mL, BT=+X 30 mg/ml == X3+

_{

Gl

b 4 2AEEAM AAS AT, @ AAGHAAN, ABEE 2H R, oF 5o ZausE, dE2E
bR, SRR, PHER, ¢9EE 2 ASREYRE-, dE 5o B-AERHAER, 48 5o X
P olH2 B-AZFRUAEY, dF 5o HHER, BFAL AABY 2HZ|EE Long/nl FEE ¥
= 7 2AEEA Aty 3 AAGECA, WAL AERo|E, dF B TeahEE, Rz
e, GutEE, haER, @9EE 2 ASEYAE, A5 50 B-AERHAER, dF 50 €X F
g clH2 B-ASFEHAERY, dF 5o HHER, 53 A48 SHECIEE Sng/nl FREE FEFEH=
T TAEEA AAStEG. & AAGEHAA, AALY 2EHR=, dF 5o TaveEd, Ry
2, G9YE, AER, 9ER; 2 ANIRYREY, oF 5o B-ANZRU2EY, dF 5o £% 7Y
AHE B-AIFRHXER, oF 5o HEHER, H¢As AGRE SHZEE 1omg/nl EE ESEs
7 2EERA AAS A

AN AAGH A, AB DAY 2ERO|=, oF 5o TabEE, dRIdavsEE, d9dE, TgEE, &
TEE; R ASEYREY, oF 50 B-AFRYAEY, dF 5o % FH JHE BASEHRARER, o
& 50 AHE®, 59A= ASEHAE-, dF 50 B-AFRYAEY, A5 5o Ex FE JH= -
FRA2EY, odF 5o FEES 25-400mg/mL; 25-300mg/mL; 25-200mg/mL; 25-100mg/mL; 25-50mg/mL; 50—

400mg/mL;  50-300mg/mL; 60-400mg/mL; 60-300mg/mL; 150-400mg/mL; 150-300mg/mL; 200-300mg/mL; 200-
400mg/mL; 30-100mg/mL; 300-400mg/mL; 30-100mg/mL: 45-75mg/mL; 50-70mg/mL: 55-65mg/mL; 3 50-60mg/mL
TR xdele 74 RAEERA AAsiEY. AR AAGEHCA, AFEAE AEHR =, oFE o Zday
52, dRIYaovsE, dugE JdEE, 4242 9 AFREYAEY, dE o B-AFEYUAEY
£ Eo] £X Fd dHE B-AIZRYAEN, odF o] HEE®, EFA= AERYAREH, oF 5o -4
ZRY2EY, & B9 £¥X Hd JdHE R-AFRY2EH, &5 5o HEERS 25mg/ml; 30mg/mL;

35mg/mL; 40mg/mL; 45mg/mL; 50mg/mL; 55mg/mL; 60mg/mL; 65mg/mL; 70mg/mL; 75mg/mL; 80mg/mL; 85mg/mL;

il

oy 18

iy
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90mg/mL, 95mg/mL; 100mg/mL; 150mg/mL; 200mg/mL; 250mg/mL; 300mg/mL; 350mg/mL; X+ 400mg/mlL FE=
et A 2AEEA AASET. g AXNGECAA, ABEY 2HECE, dF Eo] TYavEE, 4=
UsE dugd2 J7ygEE Q&2 9 AIFEYXRE” ) o E 59 B-AIZFRYXER-, oF B9 X
2 B-AZFRYU2EY, JE Eo] EHEE, BFAE AZFEYAEY, dF Bo] B-AZFRYAEY,
A5 59 £X FE oHZ B-AZRY2EW, 5 59 FEERS 60mg/ml FEZ Lies F4 AAER
A AASET. AR AA Gl A, AAEEY 2EH R =, dF Fo] THavEE, dEXagEsE, dud
&2, D AFZY2EYH, dF Eo] B-AIFRZY2EA, dF o] £X FEH JdHE -4
ZRIA~EY 4F 5o FEHEE, EAE 2.5-40%, 2.5-30%, 2.5-20%, 2.5-10%, 5-40%, 5-30%, 5-20%, 5-
10%, 6-40%, 6-30%, 6-20%, 6-10%, 10-40%, 10-30%, 10-20%, 20-40%, 20-30%, 25-40%, 25-30%, 3-10%, 4.5-
7.5%, 5-7%, 5.5-6.5%%] AFRHUZEY, & 5o AHERS e £ AEEA AASET. dF
AA Gl A, ABEA 2HREO|E, dE B THavEE, gEIYavEE, gugE, JtdEE, 4uE
2 2 ANFRUAEY, dF 59 B-AIZFRY2EY, oF Bo] £X FEH JHE B-AFRUAEY, dF
o] HEE®, EIAE= 2.5%, 3%, 4%, 4.5%, 5%, 5.5%, 6%, 6.5%, 7%, 7.5%, 8%, 8.5%, 9%, 9.5%, 10%,
15%, 20%, 25%, 30%, 35% Hi& 40%2] A|ZRYU~Ed, dF E°] UEERS X3 4 ZAEZA AAS
Aok, 3 AAGEA, AFEA RHBOE, E B9 TauEE, IRy ovEsE, dadE, JidE
, GoEE D ASRUXER, oF 5o B-AEZRYAER-, oF Eo] £X HE JHE B-AEEYXE
A& Eo] FEE®, EFAE 649 NEZHAERNS I 24 AAZEE. S AA S
g A RO|=E, dF BEo] TYPaysE dRIaUEE,
r;;]_ =31
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.25-30mg/mL, 0.5-30mg/mL; 1-30mg/mL; 5-30mg/mL, 10-30mg/mL; 15-30mg/mL, 0.25-
20mg/mL; 0.5-20mg/mL; 1-20mg/mL, 0.5-20mg/mL; 1-20mg/mL, 5-20mg/mL, 10-20mg/mL, 0.25-15mg/mL, 0.5-
15mg/mL; 0.5-10mg/mL; 1-15mg/mL, 1-10mg/mL; 1-5mg/mL; 5-15mg/mL; 5-10mg/mL; 10-15mg/mL; 1-10mg/mL; 2-
8mg/mL; 2-7mg/mL; 3-5mg/mL; 5-15mg/mL; 7-12mg/mL; 7-10mg/mL; 8-9mg/mL; 3-5mg/mL; %+ 3-4mg/ml &==;
9 AEFRZYAEY, oE 5o BAIERYLER, dF 5o £X FY JdHE BAFRYREA, oF 59
e ®S 25-400mg/mL; 25-300mg/mL; 25-200mg/mL; 25-100mg/mL; 25-50mg/mL; 50-400mg/mL; 50-300mg/mL;
60-400mg/mL; 60-300mg/mL; 150-400mg/mL; 150-300mg/mL; 200-300mg/mL; 200-400mg/mL; 30-100mg/mL; 300-
400mg/mL; 30-100mg/mL; 45-75mg/mL; 50-70mg/mL; 55-65mg/mL; Hi= 50-60mg/ml FEZ XE§s= T4 ZRAAE
2A AAstETE, AR AAGHAA, AFEY 2EEolE, oE Bol THausE, dERIHaOVsEE, 49
92, 7t9ER, ¢HEE 9 AERYAEY, oF 59 B-AERYAERY, oF 5o X 4 JuEH=E -
ANZRY2EY ) dF 59 FHE®, SFAE AA4E4 2HEoE, oF 5o ZHausE, ¢RIy avts
2, dage, JhgER, 494528 0.25-30mg/nl, 0.5-30mg/mL; 1-30mg/mL; 5-30mg/mL, 10-30mg/mL; 15-
30mg/mL, 0.25-20mg/mL; 0.5-20mg/mL; 1-20mg/mL, 0.5-20mg/mL; 1-20mg/mL, 5-20mg/mL, 10-20mg/mL, 0.25-
15mg/mL, 0.5-15mg/mL; 0.5-10mg/mL; 1-15mg/mL, 1-10mg/mL; 1-5mg/mL; 5-15mg/mL; 5-10mg/mL; 10-15mg/mL;
1-10mg/mL; 2-8mg/mL; 2-7mg/mL; 3-5mg/mL; 5-15mg/mL; 7-12mg/mL; 7-10mg/mL; 8-9mg/mL; 3-5mg/mL; =+ 3-
dng/ml FEZ; D AEZYXREY o E 5o BAISRYXEA, dF o] X FE JHE B-AZ2Y X
Ed, dE 59 FEE®S 25mg/mL; 30mg/mL; 35mg/mL; 40mg/mL; 45mg/mL; 50mg/mL; 55mg/mL; 60mg/mL;
65mg/mL; 70mg/mL; 75mg/mL; 80mg/mL; 85mg/mL; 90mg/mL, 95mg/mL; 100mg/mL; 150mg/mL; 200mg/mL; 250mg/mL;
300mg/mL; 350mg/mL; = 400mg/mL FEZ EFsHE A 2AERA AASFEC.

2
N

A5 AASEH A, AHEA REHB = F Eo] T avEE, dEXHavEE, g, rdEE, &
&R 9 ASRY2ERY, & Bo] B-AZFRYRER, oF Eo] £X FH AHE -AFRYREY, 4
5 E°] FEE®, A= AAEY sHR =, oF 5o TyavsE, dEZYaUsE, dagE, Uy
&2 93EH2S 0.25-30mg/mL, 0.5-30mg/mL; 1-30mg/mL; 5-30mg/mL, 10-30mg/mL; 15-30mg/mL, 0.25-
20mg/mL; 0.5-20mg/mL; 1-20mg/mL, 0.5-20mg/mL; 1-20mg/mL, 5-20mg/mL, 10-20mg/mL, 0.25-15mg/mL, 0.5-
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15mg/mL; 0.5-10mg/mL; 1-15mg/mL, 1-10mg/mL; 1-5mg/mL; 5-15mg/mL; 5-10mg/mL; 10-15mg/mL; 1-10mg/mL; 2-
8mg/mL; 2-7mg/mL; 3-5mg/mL; 5-15mg/mL; 7-12mg/mL; 7-10mg/mL; 8-9mg/mL; 3-5mg/mL; %+ 3-4mg/mlL &= =;
2 2.5-40%, 2.5-30%, 2.5-20%, 2.5-10%, 5-40%, 5-30%, 5-20%, 5-10%, 6-40%, 6-30%, 6-20%, 6-10%, 10-40%,
10-30%, 10-20%, 20-40%, 20-30%, 25-40%, 25-30%, 3-10%, 4.5-7.5%, 5-7%, 5.5-6.5%2] A|FZY=ER o=
o] AHERS Eete 4 AEEA ARstEn. A5 AAGEHAAN, AFEE 2HROE, dF &
TP agER, gderyatsE didR gdeR dusR: 9 AZgusEd o2 So B_}\‘Iaitﬂ/\
Ed, d& 5ol £X FY JdHZE B-AIERY2EY, oF 5o PHER, FFPAE MBS 2HZE|=, o
£ B THauvss, dRzdavdse, daeEE, HER, ¢FEES 0.25-30mg/ml, 0.5—30mg/mL, 1-
30mg/mL; 5-30mg/mL, 10-30mg/mL; 15-30mg/mL, 0.25-20mg/mL; 0.5-20mg/mL; 1-20mg/mL, 0.5-20mg/mL; 1-
20mg/mL, 5-20mg/mL, 10-20mg/mL, 0.25-15mg/mL, 0.5-15mg/mL; 0.5-10mg/mL; 1-15mg/mL, 1-10mg/mL; 1-
5mg/mL; 5-15mg/mL; 5-10mg/mL; 10-15mg/mL; 1-10mg/mL; 2-8mg/mL; 2-7mg/mL; 3-5mg/mL; 5-15mg/mL; 7-
12mg/mL; 7-10mg/mL; 8-9mg/mL; 3-5mg/mL; %+ 3-4mg/ml F==; 2D 2.5%, 3%, 4%, 4.5%, 5%, 5.5%, 6%,
6.5%, 7%, 7.5%, 8%, 8.5%, 9%, 9.5%, 10%, 15%, 20%, 25%, 30%, 35% L= 40%2] A|SZUX2ER dE &
TEERS st 74 A=A AAstdn.

, ARG 2HRolE | oF Fo THIUsEE, ¢RIy IvsE, dodE

Ed, dF 5o B-ANZRY2EH, dE 5o X F4 JHE 3-AZ
NAGY ~E RO, o2 So] TP Iss, Sdedy 1}sE,
.25mg/mL, 0.5mg/mL; 1.0mg/mL; 1.5mg/mL; 2.0mg/mL; 2.5mg/mL; 3.0mg/mL; 3.5mg/mL;
4.0 mg/mL 4.5mg/mL; 5.0mg/mL, 5.5mg/mL, 6.0mg/mL, 6.5mg/mL, 7.0mg/mL, 7. 5mg/mL 8.0mg/mL, 8.5mg/mL,
9.0mg/mL, 9.5mg/mL, 10mg/mL, 15mg/mL, 20mg/mL, 25mg/mL, T+ 30 mg/mL & ; DA FEUOAEY ) 4
0l BAERYREY, oF 5o €% FE dHE B-AESRHUAE-, dE Oi FHE|£®S 25-400mg/mL;
25-300mg/mL; 25-200mg/mL; 25-100mg/mL; 25-50mg/mL; 50-400mg/mL; 50-300mg/mL; 60-400mg/mL; 60-300mg/mL;
150-400mg/mL; 150-300mg/mL; 200-300mg/mL; 200-400mg/mL; 30-100mg/mL; 300-400mg/mL; 30-100mg/mL; 45-
75mg/mL; 50-70mg/mL; 55-65mg/mL; T 50-60mg/ml FEE EEE A RAEEA AASHT. AR A

o
i
2]
O _11{1
5 o
é
r1r f

FHlA, AAGY SHZo|=, odF 5o TlavsE, dRIHIUEE, d9EE, VfHER, dRES
R AFRYEERY, o5 %Oi B-AERHYXEH, A& 50 =X FE JdHE B-AESRYRERY, 45 59
HEE®, 5dA= AA38Y ~HRo=, oE B0 ZYivUss, d2xdavUssE, 99gE, d4EE, ¢

&2 0.25mg/mL, 0. 5mg/mL 1.0mg/mL, 1.5mg/mL; 2.0mg/mL; 2.5mg/mL; 3.0mg/mL; 3.5mg/mL; 4.0mg/mL;
4.5mg/mL; 5.0mg/mL, 5.5mg/mL, 6.0mg/mL, 6.5mg/mL, 7.0mg/mL, 7. 5mg/mL, 8.0mg/mL, 8.5mg/mL, 9.0mg/mL,
9.5mg/mL, 10mg/mL, 15mg/mL, 20mg/mL, 25mg/mL, = 30 mg/ml FE2; X AFRIXER, oF 5o EE
®S 25mg/mL; 30mg/mL; 35mg/mL; 40mg/mL; 45mg/mL; 50mg/mL, 55mg/mL; 60mg/mL; 65mg/mL; 70mg/mL;
75mg/mL; 80mg/mL; 85mg/mL; 90mg/mL, 95mg/mL; 100mg/mL; 150mg/mL; 200mg/mL; 250mg/mL; 300mg/mL;
350mg/mL; FEE 400mg/mL LR EFHE A 2AERA AASFEC.

A% AAGHeIA, AFBY AHZOIE, dF Bl TaIEE, YRIIER, ANUR, fHEE, o
e W ARRYAE, o Bo| BoARRY A, o Ho] £ WU dHe p-AREUAE, o
g 5ol REE@, R AARY 2HRol=, g o] Teatwe, dezdntse, digE, s

£8, 4IAEES 0.25mg/mL, 0.5mg/mL; 1.0mg/mL; 1.5mg/mL; 2.0mg/mL; 2.5mg/mL; 3.0mg/mL; 3.5mg/mL;
4.0mg/mL; 4.5mg/mL; 5.0mg/mL, 5.5mg/mL, 6.0mg/mL, 6.5mg/mL, 7.0mg/mL, 7.5mg/mL, 8&.0mg/mL, 8&.5mg/mL,
9.0mg/mL, 9.5mg/mL, 10mg/mL, 15mg/mL, 20mg/mL, 25mg/mL, 3+ 30 mg/mL HTE==; 2 2.5-40%, 2.5-30%,
2.5-20%, 2.5-10%, 5-40%, 5-30%, 5-20%, 5-10%, 6-40%, 6-30%, 6-20%, 6-10%, 10-40%, 10-30%, 10-20%, 20-
40%, 20-30%, 25-40%, 25-30%, 3-10%, 4.5-7.5%, 5-7%, 5.5-6.5%2] A|ZZY2EW JdEF 5o LEERS X

BohE £ 2AERA AASAG. AP AAGAA, AFRY 2ARels, AT G 2o, g2

ZATUEE, GHLE, AEE, GAEE L NERALmY, dF Sof pAERasEd, A2 Sof ¢

®opd ol poAEROAEY, dE Ho] 4UEE, HeAe 1484 Adzels, % ol et
o)yl 4=

Z, %iieﬂzﬂreL, duig, JpdER, 994528 0.25mg/ml, 0.5mg/mL; 1.0mg/mL; 1.5mg/mL; 2.0mg/mL;
2.5mg/mL; 3.0mg/mL; 3.5mg/mL; 4.0mg/mL; 4.5mg/mL; 5.0mg/mL, 5.5mg/mL, 6.0mg/mL, 6.5mg/mL, 7.0mg/mL,
7.5mg/mL, 8.0mg/mL, 8.5mg/mL, 9.0mg/mL, 9.5mg/mL, 10mg/mL, 15mg/mL, 20mg/mL, 25mg/mL, %=+ 30 mg/mL &
=2, % 2.5%, 3%, 4%, 4.5%, 5%, 5.5%, 6%, 6.5%, 7%, 7.5%, 8%, 8.5%, 9%, 9.5%, 10%, 15%, 20%, 25%,
30%, 35% W= 40%0] AEREYZEY, dF 5ol IHERS Xste 74 A ERA AAStE.

o AAGFH A, AP S mERo|E, oE 5o TelavsE, dRIIVYEE, d9EE, iaER, 49
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ErsgopdlolE, e ZPlE v XHolE, SEAE RxiHoldolE, FYA™E ZHE O E, EHE
=]

, =
YA E-4-SH o E, LEH|E oY o|E, S22 ofdHo|E, PEG-150 HF-#le]E, PEG-400 HE =2 o]

E, ZSAEd RieggdolE, ZEAEHoE, ZYSAdEd S EH =, PEG-1000 AE o H =,
ZYsAdEA Ed odgE, Fz=2dd SE Fd JdHZ, ZZFAM(Poloxamer) ® 401, ZEol=Y
Rol A g ggoin = 9 LA Ed 43l @2 ofu|=E ¥t EA AWIGA ] o= 4AF
N-ZdA-g-debd, &F N-2E-B-ov et 229 o yo|E | v rEQEoAH o E, &9 HE] H 2
4 ExHERIS 2ghsit

AAE A= 44S HA7] H REAE FHE F Ark. A BEAE g, R s, T
E, 22EA 9 HHEAS xEeh, ol AFEAE genh. AlAe @8A(E) EAE BAE] A
gakslAl s wmgk R & o

S8 FHAE FF AT FOIE AT AANA AFEY. AFF £8Y FTRAE SULNSIE, °
sEG, Azmadquages 2 Eegd 2u2e e, ol ABHAE Wt

Wi FAFER §0e LTHE o B4 HPRL, WA A5, ) G REA F 1F oYW AEW
B0) mE A R o] EQE F, oot BFFOEM ART + dvh. AWHOE, RS vy i
WA R g GAR AR F BRT OB YRS FReE i vs2e] ded did 34 4R £947
omd AxfTh, W FAFSE gole] AxE A Wit Bue] Ao, WA Ax WPe, BY 4R
Lol 9 o)y W ojzE geloziue Qele Frke] BHs Yrel Bue YYse AF-Ax U
FA-A% Jl%olth, BRe dAt ALY By oleld WHoR Axd & Yom, ot Uxe §uE
FZ 5 Ak, B AR AxSHE WHe w AERokl o3 ¥

R
o,
L 2
30,
w2

welo] AR WAT AAE A BE, A WE, A% BE, B4 $F D 20 2FS LIS Ao BE
2 99 AAE & 9

Tolg 2 opEe

el JAE 2HES AR REF] AFBY 2eols, oAy ZelabEE, dErdadEE, G
2, PER, B 99ER; 9 AZRYAEY, dF So] BAFRYAEY, dE S0 £% ¥Y dH=
B-AZRYAEY, dF Sof YHEES LIS, ol HPT ol AP ol Pz AFHh 29
of AAE 2HBe Am fES AFBY 2HZE, oAy TeovkEE, FEEdgEE, d9UE,
TPHEE, e OEE; 2 ASRYRER, dF 50 B-AERYRER, dF 5o £X 54 JdH= p-
NERERER, o B0l FEEES TP, ol AT Folol AFW Fol Few AFHG. A A4
Feol ], NABY ZHzo|Et drmebERolth, AW AAFHeIN, ARBY 2EZe|EE Fris)
gz kEEeltt, A% AAGEHelA, AR SHzo|Et AEZolth, AR ANFEA, 473D
A 2HZol=+= WIPO &7l W3E  W02013/188792, WO 2013/056181, W02015/010054, W02014/169832,

02014/169836, W02014/169833, W02014/169831, W02015/027227, WO 2014/100228, vl= 53] W3 5,232,917,
US 8,575,375 2 US 8,759,330 7A€ A1A&A ~H R =25 HAYEr.

sk WA (A0S #x AAEY 2EHEo|E ZFEE IV Fo] Fo] Fox At HA A& e 2o
=9 ¥4 ¥% (mmol/L)E wetrte st 9As AAgrt. "Fx AAEA] s Eo|m"E viEAg A4
a9, 5 A8 zEREolne Fo glo] #EE A At MdE 344 As gs @4dshy] A8 A
A (e 5o, 284 AA), 25 (dE 59, AF $£5) BE BESE FolE z2te Az Al F44
Z "AE AFE] zEHZR = &89 AAES 3 VTR ATHe AFEY ZHZo|mo AA=R
ot 3 AAGH A, FoAd AALE 2HEo|=e &% °F 100 ng/mL WA °F 1000 ng/mL, °F 1100
ng/mL WA 2F 1450 ng/mL, 100 ng/mL WA °F 250 ng/mL, °F 200 ng/mL WA <F 350 ng/mL, 2F 300 ng/mL W

2] 2k 450 ng/mL, <F 350 ng/mL WA °F 450 ng/mL, °F 400 ng/mL WA 2F 550 ng/mL, <F 500 ng/mL WA <F
650 ng/mL, °F 600 ng/mL WA °F 750 ng/mL, < 700 ng/mL WA <F 850 ng/mL, <F 800 ng/mL WA 2F 950
ng/mL, 2F 900 ng/mL WA <F 1050 ng/mL, °F 1000 ng/mL WA <F 1150 ng/mL, °F 100 ng/mL WA ¢F 1250
ng/mL, °F 1200 ng/mL WA °F 1350 ng/mL, °F 1300 ng/mL WA °F 1500 ng/me] AZAZA AEHZo|=9 FHF
gy a8 AT, FAEA AAGHA, AAEd 2HRolze] I S ¢F 100 ng/mL, 250 ng/nml,
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