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T MEEIS 429 XIS ZEA 1.44 nmol kg
MEH S 29 X458 2EAl 2.88 nmol /kg
o NMQEIS 439 XISE ZEA 1.44 nmol /kg
B3 AEU S 439 X458 ZEA 2.88 nmol /kg
T NS 502 XI&E ZEAl 1.44 nmol /kg
mm AEH S 502 KI&8 el 2.88 nmol /kg
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[5=2]
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T Mg S 428 XI=sE Z8HA 1.44 nmol/ka
KNEHS 422 K& Z8HH 2.88 nmol /kg
s MEH S 432 XY Z8H 1.44 nmol/kg
B AMEHS 439 XISy 28 2.88 nmol ke
T MEH S 508 XIS ZEH 1.44 nmol/ke
mm AMEHS 502 Xi&8 2 A 2.88 nmol kg
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Placebo
NEH3 49  KEHS o HEHS HY NIHS 49 KIHS I
NEd 28 N48 280 A48 28y NSy AAH  W&E A
001mgkg  002mghkg  004mgkg  008mgrkg 012 mgfkg
(N=6) (N=6) (N=6) (N=7) (N=6) (N=10)
Ages: years (SDj 410{143) 3B3(MB) S40(6.1) 487011 438(135) 474(66)
Sex: MiF (%) 50650 3367 67133 43/57 67133 50/50
Race (%)
White  4(67) 5(83) 2(33) 5(T1) 6 {100} 5{50)
Black or African American ~ 2({33) 11T} 4(87) (14} 0{0) 4 {40)
Asian 0{0) 0{0) 0(0) 00y 00 1{10)
Native Hawaiian or Other  0{0) 0 {0 00 1{14) 00 4o
Pacific Islander
Weight: kg (SD) 057(85) O7.1(168) 06.9(10.3 926(11.0) 873(145) 9e0{10.7)
BMI: kgim?(SD) BT 349(34) 331[24) 327(18) 327(28) 345(38)

[5=4]

concentration

e EHS 429 7|
«f JEHS 29 7|

4% A8 001 mg/kg (N=5)
e HEHS 429 A&
&

g3

8 2814 0.02 mg/kg (N=6)

& 234 0.04 mg/kg (N=6)
e HUHS 0| K|4Y 2
e HYUHS 0| 7|4 2

B 0.08 mg/kg (N=7)

g
& 28K 0.12 mg/kg (N=6)
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X=5]

NEH o NEHE HA  NEHo o NEHo o NEHZ LY

NAEZOH  SEZEA  NAWAMN  NAEAUA N4w AEA
0.01 mg/kg 0.02 mg/kg 0.04 mg/kg 0.08 mg/kg 0.12 mg/kg
(N=5) (N=6) (N=6) (N=7) (N=6)

Cor {ngyimL) DT6(14707  T052(38699) 12752 (4207 20214 (82485) 38367 (185.738)
T (1) L20(10738)  4203(16527)  £.01(25.806)  @171(40.852)  68.08 (43.318)
Tya (1) 7200(44939)  TT24(26.196)  89.26{20.012)  142.90(54841)  79.18 (19,989
AUC,,; (ngimL:h) 503483 (132273 1016905 {4584.02) 24603.83 (8530.78) 52575.52 (5808.64)90803.07 (34897.44)

Dose-normalized

C_(gnimg (M BBEA  BBEW w600 R0

Dose-normalized
AUC,, ngmLhimg) 5899.11(1373.98) 5099.07 (1912.81) 8021.05(3086.35) 88R7.11(4052.88) 3718.46 (3084.28)
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HEHS o  HEHS 49 NAHS 429 NAHS 429 HEHS 429
TEAECalegory  NAHZ8A AARZEA NSNS NANZEH NA8 284 Placebo
0.01 mg/kg 004mgkg  008mgkg 012 mg/kg
No.of Subjects % (N=6) N6 ) =6 (=
Any TEAE 3(500) 300 70000 47 7000)
Maximum Severity of TEAE
Wil 3(500) 30 6@N 3600 7000
Hoderae 009 000 P43 fien) 000
Severe a0 0(0.0) 309) 0{00) 0{00)
Any Serious TEAE 004) 000 008 0RO 000
gy TEAE Leadng oSy g g 000 008 0% 000
oy L eled oSl 00 000 SALY 48T 1(100)
Gastrointestinal isorders.~ 0(00) O 1167 4B 4 10100
Mdomnadseson 000 000)  0@O 008 167 000
Aodominalpan 005 000 06D (43 1087 000
Adomhalpanuppe 000 000)  0@O 1043 000 0i00)
Mdomndwndemess 000 000 008 000 000  1(100)
Diarhen 005 000 060 (43 00O 000
Dyspepsi 00 000 167 008 0p0) 0@
Nausea 000 000 0@8)  4ETY  4@67) 000
Variting 004 000 2086 23 000
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[57]
HZHE 9| MYHS 29| NS 429 NS 429 AL 49
N&8 28H N4 20 X&% 2K N4 200 XA% 28K Placebo
001 mg/kg  002mg/kg 004mg/kg 008 mg/kg 012 mg/kg
HR 2085 3304 45044 3348 18@T]) 0442
{bpm) o ’ o o o
SPB 504y O7(M) 230184 070123 79(103)  0582)
g 150 70 4 02 8(103) 050
OBP  i5e) 23043 22060 0663 2909 3347
g 56 34, 2 86 97 m

RPP ,
bomxmmtg "OS(0028 3BSEOLY ABSEETD) BOEBI 266(10606) 1853687,




WO 2022/035271 PCT/KR2021/010780
7/14

HAHS 9 KIS 9 MEHS Y HYHS 49 HYHS 49
;|¢a 746+x1| ;|¢a1 716”" I|¢§ Eﬂiﬂ x|.4:$i 71$}x1| x|.+.a 746+x1| Placebo

a0 2H a0 2H A 90 2 a0 2H

Visit 000mghkg  002mgfkg  004mgkg  008mgfkg  0.12mgjkg
Result, Subjects (%) (N=6) (N=6) (N=6) (N=1) (N=6) (N=10)
Day4 ”
Tier1
Negative 3(500)  5(833) 300 A1) 8(1000)  T(7OD)
Putative Positive 3(50.0) H{167) 3500 39 000 300
Tier2
Negative J000F  1Q1000) 2867 A(H000; 000 3(1000)
Positive 0{0.0) 00 13y 0 00 0000
Day 17, Out-patient Visit
Tierd
Negative 406870  3(300) 214000 4800 Tien  8{800
Putative Positive 20333 3(%00) 3600} 1{20.0) SE23) 2000
Tier 2
Negative 00.0) 1(333) 1333 1010000 0(00) 1{50.01
Positive 21000y  20667) 20667y 0000 S(I000)  1(500
Day 30, Followup Visit
Tier
Negative 406670 3(500) 2400y 400) 100 6800)
Putative Positive 2083 3(500) 30000 1Q00) 4800 21200
Tier2

Negative 1800 000 3400, 000 000 0.0
Positive 105000 3410000  000) 100000 401000) 201000}
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NEHo 09 NIHI I MEHE HY  NEHS £9  KHEHD Y
N& 294 A48 200 N4Y 294 N4YZUH N4YZUA Placebo
Visit 001mgkg  002mgkg  004mgkg  008mghkg 012 mgjkg
Result, Subjects (%) (N=6) (N=6) (N=6) (N=1) (N=6) (N=10)
AntPEG Screening
Baseline
NA G1000)  S(1W000)  6(1000)  T(I000)  6(W000) 101000}
Day 17. Qut-patient Visit
Negative 5833 4{88.7) 4(80.0) 5{100.0) 4{88.7) 900
Positive 1(18.7) 213 1(20.0) 00 203 1{100)
Day 30, Follow-up Visit
Negative 5813 &(86.7) 4 (800 §{100.0) 24400 9{80.0)
Positive 1{18.7) 2(333) 100) oo 3800 1{100)
AntiPEG Specificity
Baseline
NA G{HOOGY G0l 6(100.0) {100 GLI00  10{1000)
Day 17, Outspatient Visi
Negative 0o ki) o0 oo 2433 R
NA G000y §11000) 50000y {1000 4{687) 10(100.0)
Day 30, Follow-up Visit
Negative 0{00) 1{16.7) 0{0.0) 0(0.0) 2{40.0) 11000

NA 6(100.0) 5(833) 5(1000)  5(1000) 360.0) §80.0)
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NEH2 9 KW I NBHS 9 HIHZ 09 HIHZ 9
N48 280 N4y 200 K48 284 N4Y 294 K48 Z8H  Placeho

Visit 001mgkg 002mgky 004mgkg 008mgkg 012 mofkg

Result, Subjects (%) =6 M=6) N () (N=B) (N=10)
Evaluable for neutralizing antibodies 2(83)  3(00) 2083 1043 5@ 300
Screening

Pastive for newtraizing GLP-1 actiy 1E00) 1383 1500) 000 2400  0(0)
Negatve forneutalizing GLP-1actvy  1(500)  2(667)  1(500)  1(1000)  3(60.0)  3{1000)
Pastive for neutraizing GIP aciviy 000)  1(3%3) 000 000 1200  0(00)
Negative for neutralzing GIP acivty 20000)  2(667)  201000)  1(1000)  4(800)  3(1000)
Postive forneutralzing Ghcagonactily ~ 2(1000)  1(333)  1(500p  0(0.0)  4(800)  2(667)
Negatve fornewraizing Gucagon acivty ~ 0(00)  2(667)  1(80.0)  1(1000)  1(200)  1(383)
Confirmatory

Posiive for neutralzing GLP-1 activiy 0000  00® 000 0@ 000 00
Negatve forneutalzing GLP-factvity — 1(1000)  1(1000)  1(100.0)  0(0.0)  2(1000)  0(00)
Posiive for neutraizing GIP activiy 000) 10000) 0(00)  00.0)  1{1000) 0(00)
Negatve for neutraizing GIP activiy 000) 000y 000 000 00O  0(00)
Posiive for neutraling Glcagonacily —~ 0(00)  0(00)  0(00)  0(0.0) 000}  0(00)
Negatie for neubalzng Glucagon acivty ~ 2(1000)  1(1000)  1(1000)  00.0)  3(50¢  2(1000)
Crossreactivity

Postive for GLP-1 cross-reactivty 000) 000 000 000 000 0400

Negative for GLP-1 eross reacivty 000)  0f@0)  0(00) 000 0@  0(00)

Postive for GIP cross reactivty 000)  0(00) 0(00) 000 000  0(00)

Negabive for GIP cross-reactvy 0(00)  1(1000)  0(00)  0(00)  1(1000)  0(00)

Postive for Glucagon cross-reaciity ——— 0(00)  0(00)  0(00)  0@0) 000  0{00)

Negaive for Ghcagon crossreactly ——~ 0(00)  000)  0(00)  000) 000  0(00)
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NOHS 429 MAHS 49 KAHZ 429 A3 9
N&Y 28] RN&y 2o NAY 294 N4EZUH Placeho
002mghkg  004mghkg  006mgfkg  0.08 mgfkg
(N=10) (N=12) (N=9) (N=9) (N=17)
Ages: years {5D) 465(8.3) 493(135) 458(10.3) 473(117y 437(119)
Sex: MIF (%) 300700 333867 687733 667333 471529
Race (%)
YWhite 10(100.0) 10(833)  9(100.0) 6(66.7)  15(88.2)
Black or African American 0{0.0) 1(8.3) 0(0.0) 2(22.2) 2{118)
0(0.0) 0i(0.0) 0(00) 0{0.0) 0{0.0
Native Hawaian or Other 0(0.0) 1(8.3) 0{0.0) 0{0.0) 0(0.0)
Pacific Islander
Multiple 000 0(0.0) 000 1110 0100
Weight: kg (SD) 88.0(135) 09.7(20.1) 1122(18.0) 103.3(16.9) 066(18.3)
BMI: kgim3 (8D} 328028 370(61) 401(71) 357(38) 3543
HbA1c: % (SD) 573020 58{03) 57(03) 57(03) 58(03)
FPG: mgidL (SD) 102.3(9.0) 1022(84) 1036(10.8) 1033(77) 98.1(86)
Liver Fat: % (8D} 182(48) 188(62) 178(8T) 236(80) 18.2(53)
Liver aminotransferases
ASTUIUIL (SD} 244 (114) 207(7.3) 304(122) 222(90) 231(105) 302(22.9
ALT UL (SD) 38.3(25.3) 338(141) 512(242) 314(167) 386(272) 459(4.1)
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= HEHE 429 158 Z8H 0.01 mg/kg (N=9)
o HEHE 09 152 28 002 mg/kg (N=10)
== NEHS 29 X|5¥ Z8H 0.04 mg/kg (N=12)
== NEHD 429 7|8 ZeH 0.06 mg/kg (N=9)
= NEHZ 99 X|&¥ ZeH 0.08 mg/kg (N=9)
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[J12 weeks dosing period

HOMB 00 HAMB 40 HAMB A HAHS 40|  KAHS 40
&Y 2N N&Y YN KS¥ ZRH XS 2N X4Y AdN
0.01 mg/kg 0.02 mg/kg 0.04 mg/kg 0.06 mg/kg 0.08 mg/kg
Wi w2 W wi2 Wi W12 Wi W12 wi W12
(N=9)  (N=8)  (N=10] (N=B}  (N=12) (N=T}  (N=B)  (N=9)  (N=B)  {N=§)

G 312 61 832 B8 1B BB BN WM WB
(ngiml) +147 B2 1NN 06 MO ARM BH LWB R L0

lgm 4800 B3 4030 4600 §0.00 43 £33 5436 TE %
(hn) 1200 £1088 41836 22 03 4185 AT +4042 2B 43106

Tia g202 i 5485 NA 1282 AR W4T B 12 el
(br) A tHh 281 4NA 8T 1103 pUF #8LE £3T6 0 £766

AUCous 38187 85845 687  1TI03  WIN3  1TET  6SI24D SOARS BN OPE1605
(ngimlh) :980 L3RS SMES L7624 LU0 (ENNE SETHIS IR 46RES 5108
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NEHs o  HAHD 9 HEHS Y HAHZ 9  HIHS 429
TEAE Category NEY 2K N&Y 204 N4B 4%N N4Y 28N W4T AEM Placebo
001mghkg  002mghkg  004mgkg  006mghkg  0.08 mg/kg

No. of Subjects (%) N9 NS0 0D ) ) (N
Any TEAE 70T 0M0D) 90500 8(889)  BEET 8T

Maximunm Severity of TEAE
il 70T S0 7683 6T 222 605y
Moderate 000 BB 18N 222 A4 2018
Severe 000 000 183 000 000 000
Any Serlous TEAE 000 OPO)  0EO)  00%) 08 0OV
ayTHELAGLSU gy tme  1en  0em 101y oo
e OSUY omy  sE0 0 @6 SEE 169
Gastrointestinal disorders ~ 2(22) 55000 4(33)  S(B6  A[ed)  5004)
sbcomed dscamr 000 0PO)  1B% 000 0@e 00
Sodomml o 000 1RO 183 1Y) 008 3078
Aodomnal eces 000 000 600 000 008 16
Corstpaton 000 000 0OO) 1y 000 000
Dartea T 3000 1B 1My 3@y 16Y
Oy 000 0@ 0OY) gy 1ih 0@
Fuknce 000 000 0OO)  f(HN 000 000)
Feqetosimoenets  000) 000} 000) 00O 000 159
Cmeopapdexasse 000 000) 183 000 000 169
Nasta 1000 2067 MBI I®™H 169
Tootache 000 000 00O 00  0QH 16
Vonng Y 000 BEN KL s 169
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[%=15]

0.04 mg/kg 0.02 mg/kg

0.06 mglkg
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30~ Baseline
liver fat (SE)
2G -

1186 {13) 19.5% (2.0) 178% (1Y) 18.3% (2.0)

10 ws Wiz W8 W12 w8 wiz  ws w2
N=t5 N=t§  N=§ H=B M=8 N=§  N=10 N=§

o
£ 0-
@
W e -0
w -1.2
@ 5o 63 57
= 103 14
>0 -30- @1 -196
3 @41)
(1] o “'4‘3—
2 @
s 2 507
o © 430
y & -60- (8)
'®) B Placebo (N=15)
€ 10 mm HY%E 029 TI£E 284 001 mg/kg

B HYHE 029 148 285 002 my/kg

PCT/KR2021/010780

11.9%{29)

wWs Wiz
=3 N=O

88627
ws w2
N=g N=B

(N=9)
80~ =9
i A8 9 XIEY 28N 0.04 my/kg (N=10) 710
90 -| H MEHE 29 KI5 28 0.06 mg/kg (N=9) (19 803 -81.2
M3 2 |5 28 0.08 mg/kg (N=9) @4y Q0
-100
+ Parameters are mean vith standard error of mean {SEM)
[%217]
NEHZ 9  HIHz 9 MMz £  NEHE £ Az H9
Placebo N&E 284 N4 ZgH N4 ZUH N4 AEH X4E 28y
001 mg/kg 002 mg/kg 0.04 mg/kg 0.06 mg/kg 0.08 mg/kg
(N=15) (N=9) (N=9) (N=10) (N=9) (N=9)
Patients Achieved 2 30% Relative Liver Fat Reduction at
Week 8 133%(215)  11.1%(19)  778%(79)  T0%(7M10)  88.9%(89)  100%(99)
Week 12 13.3%(215)  33.3%(39)  77.8%(719) 556%(59) 88.9%(8/9)  100%(8/B)!
Patients Achieved 2 50% Relative Liver Fat Reduction at
Week 8 6.7% (17150 0%(09)  44.4%(49)  60%(6/10)  88.9%(8/9)  100%(99)
Week 12 133%(215)  0%(0/9)  22.2%(29) 556%(59)" 66.7%(6/9)  100% (8/8)"




