WO 2021/136293 PCT/CN2020/141018

1723
351 O~ Al == G90/kg == EAMIOU/kg == EAW29U/g
304
A25- 1
\25/20-
ﬁls-
104
5
0-
0 3 6 9 12 15
B ] (V)
A la




WO 2021/136293 PCT/CN2020/141018

2/23

351 O i —e= HIEAMROU/g  —e= EEWIOU/e == 1EEW29U/kg
30+
gﬁwj I ;///’//L\\ﬁ
£ 20+
=l
101
5-
0.
0 3 6 9 12 15
IR (V)
A 2a

800+

600-

400-

AUC(mM*h)

200+




WO 2021/136293 PCT/CN2020/141018

-0 il —e= ALAYI-10U/kg =— {EEH2-10U/kg == {L&EWB-10U/kg

0- OGTT 1g/ky OGT;1 a/kg OGTT 1g/kg

/
T L 4R L] L] L] T L] L] T L] ] T T 1

0 3 6 9 121516 17 18 19 20 21 22 23 24 25 26 27 28 29 3
B [ (/1N B

A 3a

<0
3
1
.|

(=23

(=3

o
1

AUC( mM*h)
g 8

A 3b



WO 2021/136293 PCT/CN2020/141018

4/23

354 O W = XRAEWI00 kg A ALEH2-100 /kg

0- OGTT 1g/kg

0 2 4 6 8 10 12 14 16 18 20 22 24
Bf 1] (INET)

A 4a

6004 __

AUC( mM*h)




WO 2021/136293 PCT/CN2020/141018

5/23
40+ - s e AEAYIOU/Kg =¥ R LA 49U kg
_ 301
=
£
ﬁgzo-
=]
10+
0' OGTT, 1g/k OGTT 1g/kg
Ty'oke v
0 3 6 9 12 15 18 21
B ) (/B
A 5a

600~
.
£ 400
=
E
S 200-
<( 00
0
o)
ol
& &
&4



WO 2021/136293 PCT/CN2020/141018

40+

6/23

T E M ke B8R SUkg T dLEHe SUkg ~On LA U

b

ORI Wy OBTT kg OGTT igky DETT kg YT By
P % 3 ¢ 4
1] L £ 3 L L}

03691214 16 18 20 22 24 26 28 30 32 34 36 38 40 42
iHEl (Zhae)

i 6a

1200

900

600+

AUC (mM*h)

300-




WO 2021/136293 PCT/CN2020/141018

7/23

35-_ o Bl - AW /i
304
— 251
2 J
g 204
BE 151
E 10
5-
0- 1 v 1 L 1 v ] ﬂ‘lg’k? ] v 1 '()Gn;wkg‘ 1 v T
0 1 2 3 4 5 6 7 8 9
FF I (ZNES)
K 7a
200+
T
=150+
*
=
E100-
Q
=
< 501
0 T
@&\
2
N



WO 2021/136293 PCT/CN2020/141018

8/23

-0- B - BLAM5-33.5U/kg —e— {LAYM4-33.5U/kg
—— &4 3-33.5U/kg

w] A~ 5

0 12 24 36 48 60 72 84 96 108 120
W] (D

A 8a
4000~
3000+
I
E3
s
£ 2000+
[ &
2
10004 _
0 E
) L) L)
% N S
&
. b(%fb. n)/ -
va%\x va@x
W W



WO 2021/136293 PCT/CN2020/141018

9/23

-0 B K —— {LE&E®2-67U/kg -~ {LA¥K-6TU/kg

354
30'_
25+
% ]
# 5-
E 104
5-
0-
(I) .1I2.2.4.3I6.4I8.6I0.7I2.8I4.9I6.168.12I()
B 18] C2NE)
A 9a
4000-
. 3000-
T
s
£ 2000-
QO
?t
1000-
0

& 9b



WO 2021/136293 PCT/CN2020/141018

10/23

0= B B —e— MEREAWS5-0U/kg == {LEH14-0U/kg=—m= &P 3-9U/kg

40+
35+
30+
S 254
‘E'ZO'

g 151
10+

5-
0 TT OGTT OGTT
= 0.7 0.5a/kg 0.5g/kg
T T — A ¥ v/kgl bl 6 L} . 1
0 6 12 1818 24 30 36
i) (/)

N

K 10a

1000+

800+

600+

AUC(mM*H)

400+

200+




WO 2021/136293 PCT/CN2020/141018

11723

-o— B - EEE&¥S-25U/ke
—— {EEM4-25U/kg

R (KD
A 1la
600~
T 400
5
£
O
2 200-
0

B 11b



WO 2021/136293 PCT/CN2020/141018

12/23

- HH —e— [1E-0.36U/kg =—B— (HEA0.84U+]1£0.36U)kg
- (LAPM-0.82U+[TR0.36U)/kg =%= ({LE&IH-0.64U+[180.36U)/kg

I T T T T T 1
0 2 4 6

i) AN D

K 12a

200
—~ 1504 oo
= o
"‘E 00
£ 100 o2
3 -
o e
< 50 r '" Yy




WO 2021/136293

13723

- B - |12 3U/kg
—— ({LAP4-6.79U+T183U)/kg
- ({L&P4-3.84U+1&3U)/Kg

PCT/CN2020/141018

-= (EATU+[IZ3U)/kg
—— ({EEP4-5.34U0+[183U)/kg
—— ({LAW4-2.39U+1R3U)/kg

30
%20-
| 4
=
10—
0_ ......................................................
I T T — A1 T T T 1
0 2 4 6 8 16 20 24
NN D)
K 13a
1000 -
800 @ o
= 1T[6& .
s 600 O .
2 .
O -
3 400
< -
F‘] I%I
0 L & S 2
% & N N\ \d
) 0\\1- \\ N \ N N
F S
@%\ v o Nﬁﬁ;@?"& wﬁp&
&“3’* &

K 13b



WO 2021/136293 PCT/CN2020/141018

14/23

O BB e [1&3U/kg B (EATU+[IR3U)/Kg
A (EB¥M-6.79U+1183U)kg Y (E&¥M-5.34U0+7183U)/ke
A (LBPM-3.84U+18&3U)kg V  (IEB¥M-2.39U+[1&3U)/kg

* ¥ A v % vW
304 |9 * A, _Ev. %
v
ST & E L
A
= 20+ wf (4] |7
ﬁ i A
=
10
0 T
0
B OB
K 14a
O HEiE e [1&3U/kg B (EATU+IE3U)/kg
A (bA¥M-6.79U+1183U)kg Y (E&PM-5340+1483U)/kg
a (EB¥H-3.84U+1183U)kg ©  ({L&YM-2.39U+1&3U)/kg
1 000 osee nmm
o P [ a5 she 3
. L S
s = O A
EZO- . ‘A
# | v
g v
10
0 v
0

B (/SR

K 14b



WO 2021/136293 PCT/CN2020/141018

15/23
O FHBE e [1&3U/kg B (EATU+ILR3U)/kg
A (EB¥H-6.79U+1183U)/kg Y ({E&¥M-5.34U+183U)/kg
&  ({E&PM-3.834U+1&3U)/ke 9 (E&¥M-2.39U+T£3U)/kg
1 o [ X X ] 2
30 . ] v
B8 || $
g (] v
E 20 AL
£ . ol I
g il
10 4
0 v
0
B A AN
A 14c
O HHE e [1&3Ukg B (ESTU+IR3U)kg
A (E&PM-6.7T9U+IE3U)/Kg v (bE¥MH-5.34U+TR3U) kg
A (E&¥M-3.84U+ B3 U) kg O (EEP-2.39U+ 183 U)/kg
1 oo
30+
[ ]
'
= v
10 oy aa 2
g A
h |
I -| rﬁ:l vavl |§A| | |
1

] (NI

& 15a



WO 2021/136293 PCT/CN2020/141018

16/23

o HHE e [IE3U/kg  (EATU+IR3U) kg
A ({eB¥H-6.79U+R3U) kg v (bE¥M-5.34U+ [ 1E3U)kg
A  (E&##-3.84U+T83U) kg v ({LAPH-2.39U0+[183U)/kg

.
30 E. .o
gzo-
B
= .
10_ [ ] [ |
. ﬁ -7
4 H- A ﬁ ﬁ
0 I II l
1
i CANED
A 15b
O HHE e [1&3Ukg B (ESTU+IR3U)kg
A (EB¥H-6.79U+[IB3U) kg v (E&¥H-5.34U+ 183Uk
A (E&¥M-3.84U+ B3 U) kg C  ({eAEM-2.39U+1183U)/kg
1 e
304 | °
[ ]
T ®
=) o
g 20
'
=
10
[ ] n
- [ N ] m E= EE ﬁ
1

] (NI

B 15¢



WO 2021/136293 PCT/CN2020/141018

17/23

10 .
° .
n
1y
S~ 14
A -
« 5 o . N E v
= . SN
A
1 v
0 & T v
b & W ¢ @
/ )
i B E E W
O x<\ X N XN Qx\
Qo D
¥ So Oy q)

16

—-0- i -m= @E50UKg = 1L&¥M-25U/Kkg —*— {LA¥M-40U/kg

IpE] (RO

& 17a



WO 2021/136293 PCT/CN2020/141018

18/23

AUC (mM*h)
s 8

N
o
<

B 17b

-o— & —-—  (f AU+ 1£3U)kg

- (EA¥M-3.92U+1 718 3U)kg =—%= ({bE¥M-3.43U+[T1Z3U)kg
——  (E&#¥M-2.85U+1&3Uykg —0— (ILE#M-2.45U+1%3U)ke
——  ({E&¥M-1.99U+]1&3U)kg =O= (EEPM-1.49U+1&3U)Vkg

50—
40
%30—
B 50-
g .
10-
0—
rrrrrrrTrrTrrTrrTrrTrTrrrTtirvti
0 2 4 6 8 10 12 14 16 18 20 22 24
B8] (ZNE)
e #E & Hn=9

A 18a



WO 2021/136293

19/23
1000-
soo-g H
= l|® iy o cpg
v °
S 600- e o, o
* L ]
E I
A
g 400 | 2 /S|P |
4 y Y o
< 2004 " °
A\
0 \ ) 1 ) | ) \ |
£ \*‘-i\*%@\ AL AR
‘b
&ﬁ;ﬁ? NS ﬁ{ 1@“‘@
@/\QG?(\ F&E x<\
,@ 03\) ;5' /‘\»' /c\)- /\. @Q
B3 gﬁy& 5& b&@% ~
s W
¢ \‘3*’ \
& T
K 18b
12- °
107 5 W
- n
s EE LR L L
- b v 4
= o R B S
- 4 < P ; r
2
0
2

X N
RO
P e NN LN LN
. ﬁ?
d i d i @ i
FFEF

B 19

PCT/CN2020/141018



WO 2021/136293 PCT/CN2020/141018

20/23

-O—- B —_—  (EA7TU+[1£3U)kg - ({t&¥M-3.84U+[1%&3U)/kg
—.—  ({LA¥A-2.4U+[183U)kg =—t= ({t&¥M-2U0+1Z3U)/kg

5-
0-
0 1 2 3 4 5 6 7 8 9 10 11 12
i ) (/)
B 20a
400 -
1o
=L I I
= 5 .
» te
E 5004 T oA
O el o
- r |
< - *‘L'o .'o
1004 . .
0 &, 3 S
"%‘%? ’ﬁﬁ&e v\\\;{}b f;‘::;\w AS;\\\?
F F F &
-f\"\} @;\} 7’:& "‘;}
G
b
@ gfz’ﬁ} Rl



WO 2021/136293 PCT/CN2020/141018

21/23

- E -=— #49.3U/kg+1%4Ulkg
- {L&HM-3.7U/kg+ [124U/Kg

4
I D)

o0 -

B 21 (a)

B 21 (b)



WO 2021/136293

AUC{mMM"h)

-o- BER

3004

g

£

o
fl

-

[

o
fl

PCT/CN2020/141018

22/23

B 21 (¢)

--— $849.3U/kg+ 1% 4U/kg

- {LA¥M-3.7U/kg+ 184 U/Kg

4 6
B[] (7B )

B 21 (d)



WO 2021/136293 PCT/CN2020/141018

400 nM

Bl 0%HSA
i 2% HSA




