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[FIGURE 1]
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LONG-ACTING CONJUGATE OF SEQ ID NO: 42 1.44 nmol/kg
3 LONG-ACTING CONJUGATE OF SEQ ID NO: 42 2.88 nmol/kg
LONG-ACTING CONJUGATE OF SEQ ID NO: 43 1.44 nmol/kg
E=] LONG-ACTING CONJUGATE OF SEQ ID NO: 43 2.88 nmol/kg
LONG-ACTING CONJUGATE OF SEQ ID NO: 50 1.44 nmol/kg
[0 LONG-ACTING CONJUGATE OF SEQ ID NO: 50 2.88 nmol/kg



[FIGURE 2]
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CONTROL

LONG-ACTING CONJUGATE OF SEQ ID NO: 42 1.44 nmol/kg
=1 LONG-ACTING CONJUGATE OF SEQ ID NO: 42 2.88 nmol/kg
LONG-ACTING CONJUGATE OF SEQ ID NO: 43 1.44 nmol/kg
E= LONG-ACTING CONJUGATE OF SEQ ID NO: 43 2.88 nmol/kg
LONG-ACTING CONJUGATE OF SEQ ID NO: 50 1.44 nmol/kg
0 LONG-ACTING CONJUGATE OF SEQ ID NO: 50 2.88 nmol/kg
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[FIGURE 3]
Placebo
LONG-ACTING  LONG-ACTING ~ LONG-ACTING  LONG-ACTING - LONG-ACTING
CONJUGATE OF CONJUGATE OF CONJUGATE OF CONJUGATE OF CONJUGATE OF
SEQIDNC:42 SEQIDNO:42 SEQIDNO:42 SEQIDNO:42 SEQID NO: 42
00Tmgkg  002mokg  004mgkg  008mgkg  0.12 mg/kg
(N=6 (N=6) (N=6) (N=1) (N=6) (N=10)
Ages: years (SD) 4.0(143) 363(11.8) 540(6.1) 497(11.1) 438(135 474(6.6)
Sex: MIF (%) 50/50 33167 67133 43/57 67/33 50/50
Race (%)

White  4(67) 5(83) 2(33) 5(T1) 6(100) 5 (50)

Black or African American 2 (33) 1(17) 4 (67) 1(14) 0(0) 4 {40}

Asian  0(0) 0(0) 0(0) 0{0) 0(0) 1(10)

Native Hawaiian or Other 00 0(0) 0(0) 1{14) 0(0) 01(0)
Pacific Islander

Weight: kg (SDJ 957(85) O7.4(168) 969(10.3) 926(110) 87.3(145) 96.0(10.7)
BM!: kgim?(SD) B2(1T) 3M9(34)  BARM) RT(M8)  327(28) 45036




[FIGURE 4]
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== LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.01 mg/kg (N=5)
=8~ LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.02 mg/kg (N=6)
=4 LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.04 mg/kg (N=6)
== LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.08 mg/kg (N=7)
=4 LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.12 mg/kg (N=6)
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[FIGURE 5]

LONG-ACTING ~ LONG-ACTING ~ LONG-ACTING ~ LONG-ACTING ~ LONG-ACTING

CONJUGATEQF  CONJUGATEOF  CONJUGATEQF  CONJUGATEQF  CONJUGATE OF

SEQIDNO:42  SEQIDNO:42  SEQIDNO:42  SEQIDNO:42  SEQID NO:42

001 mg/kg 0.02 mg/kg 0.04 mg/kg 0.08 mg/kg 012 mg/kg
(N=3) (N=6) (N=6) (N=1) (N=6)

Crox (NGmL) 2076(14707)  7052(39.699)  127.52(34.227) 23214 (82.495) 3836V (185.738)

Toax (1) 1.20010733)  4203{16527)  66.01(25.996)  61.71(40.652)  68.08(43.316)

Ty (1) 7209(44939)  7T7.24(26.196)  89.26(20.012)  142.10(54.641)  79.18(19.969)

AUC, ;s (ng/mL-h) 503463 (1322.73) 10189.05({4584.02) 24803.83 (8530.78) 52575.52 (5808.64) 90903.07 (34867 44)

Dose-normalized

C..,.(ngimLimg) 30.73(13.34)

Dose-normalized
AUC,; (ng/mL+himg)

35.99 21.21) 33.13{9.70) N46(1100)  38.39(23.25)

5899.11(1373.98) 5099.07 (1912.91) 8021.05(3986.35) B687.11(4052.88) 8718.46 (3084.28)




[FIGURE 6]
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LONG-ACTING  LONG-ACTING  LONG-ACTING LONG-ACTING  LONG-ACTING
CONJUGATE OF CONJUGATE OF CONJUGATE OF CONJUGATE OF CONJUGATE OF

TEAE Category SEQID NO: 42 SEQID NO:42 SEQID NO:42 SEQIDNO:42 SEQIDNO:42  Placebo
001mgkg 002mgkg 004mgkg 008mgkg  0.12 mg/kg
No. of Subjects (%) (N=6) (N=6) (N=6) (N=7) (N=6) ~  (N=10)
Any TEAE 3(500) 2383 3(500)  7(1000)  4(667)  7(700)
Maximum Severity of TEAE
Mild 3(500) 2383 3(500)  B(85T)  3(500)  7(700)
Moderate 000) 000 000 (M3 (6N 0(00)
Severe 000) 000 000 000 0@ 000
Any Serious TEAE 000) 000 000 000 000 000
puEELEIgoSY  g0n  opy oen e owo)  0po
e RedOS  g0n  opy 0@y s@4 @7 10100
Gastrointestinal disorders 000) 000  1(167)  4(571) 4667 1(100)
Abdominal distension 000) 000 000 000  1(167)  0{00)
Abdominal pain 000 000 000  1(43)  1(167)  0{00)
Abdominal pain upper 000) 000 000  1(143) 000  0(00)
Abdominal tendemess 000) 000 000 000  0@©0  1(100)
Diarhea 000 000 000  1(143) 00  0{00)
Dyspepsia 000) 000 (161 000  0@©0 0000
Nausea 000 000 000  4(71) 467  0(00)
Vomiting 000)  0(00)  0(00 2088 2133  000)
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[FIGURE 7]
ONGACTNG  LONG-ACTING _ LONG-ACTING _ LONGACTING _ LONG-ACTING
CONUGNTECF  COMUGNTEQF  COMUGNTEQF  COMUGNTEQF  COMUGNTECF
SEQIDNO:42  SEQIDNO:42 SEQIDNO:42 SEQIDNO:42 SEQIDNO:42  F'AceRo
001mgkg  002mgkg  004mgkg  008mgkg  0.12mgfkg
HR
2085 3341)  A5@4) 3348 18(T)  04{42
(bpm) (3.5) (4.1) (44) (4.8) (4.7) (4.2)
SeP A5(104)  T(A)  23(154)  07(123)  79(103) 0582
g 50 761 23054 07(12 80103 05
DeF A5(68) 2303 2269 0663 2909  -A347)
b 56 3 26 606 97 3
RPP

(bpm X mmHg) 146.5(802.8) 336.5(661.1) -123.5(567.1) 478.0(936.3) -299.6(1000.6) 185.3 (987.1)




[FIGURE 8]
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LONG-ACTING  LONG-ACTING  LONG-ACTING  LONG-ACTING - LONG-ACTING
CONJUGATE OF CONJUGATE OF CONJUGATE OF CONJUGATE OF CONJUGATE OF

SEQIDNO: 42 SEQIDNO:42 SEQID NO:42 SEQID NO:42 SEQIDNO:42  Placebo
Visit 00tmokg  002mgkg 004 mgkg 008 mgkg 012 mg/kg
Result, Subjects (%) (N=5) (N=6) (N=b) (N=T) (N=b) (N=10)
Day-1
Tier 1
Negative 3(500)  5(833) 3(50.0) 4(571)  6(1000)  7(70.0)
Putative Positive 3(50.0) 1(16.7) 3(50.0) 3(429) 0(00) 3(30.0)
Tier2
Negative 3(1000)  1(1000)  2(667)  3(1000)  0(00)  3(1000)
Positive 0(0.0) 0(0.0) 1333)  000) 0(00) 0(00)
Day 17, Out-patient Visit
Tier1
Negative 4(66.7)  3(500) 2(400)  4(800) 1(167)  8(80.0)
Putative Positive 20333)  3(500) 3600 12000 5833  2(200)
Tier 2
Negative 0000  1(33) 10333 1010000  000) 1500
Positive 2(1000)  2(667) 2667  0(0)  S(1000)  1(500)
Day 30, Follow-up Visit
Tier1
Negative 4(667)  3(500) 2(400)  4(800)  1(200  8(300)
Putative Positive 2(33)  3(5000 36000  1(200) 4800  2(200)
Tier2
Negative 1(800) 000 3010000 0009 0(0.0) 0(0.0)
Positive 1(500)  3(1000)  0400)  1(1000)  4(1000)  2(100.0)
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[FIGURE 9]
LONG-ACTING  LONG-ACTING LONG-ACTING  LONG-ACTING  LONG-ACTING
CONJUGATE OF CONJUGATE OF CONJUGATE OF CONJUGATE OF CONJUGATE OF
SEQIDNO: 42 SEQIDNO:42 SEQIDNO:42 SEQIDNO:42 SEQIDNO:42  Placebo
Visit 001mgkg  002mgkg  004mgkg  008mgkg  0.12mg/kg
Result, Subjects (%) (N=6) (N=6) (N=6) (N=1) (N=6) (N=10)
Anti-PEG Screening
Baseline
NA 6(100.0) 6 (100.0) 6(1000) 7(100.0) 6(1000)  10(100.0)
Day 17, Out-patient Visit
Negative 5(83.3) 4(66.7) 4(80.0) 5(100.0) 4(68.7) 9(90.0)
Positive 1(18.7) 2(33.3) 1(20.0) 0(0.0) 2(333) 1(100)
Day 30, Follow-up Visit
Negative 5(83.3) 4(66.7) 4(80.0) 5(100.0) 2(40.0) 9(90.0)
Positive 1187) 2(33) 1(200) 0(0.0) 3(600)  1(100)
Anti-PEG Specificity
Baseline
NA 6(1000) 6(100.0) 6(100.0) 7(100.0) 6(1000) 10(100.0)
Day 17, Out-patient Visit
Negative 0(00) 0(0.0) 0(00) 0(00) 2(333) 0(0.0)
NA 6(1000)  6(1000)  5(1000)  5(1000)  4(687)  10(100.0)
Day 30, Follow-up Visit
Negative 0(0.0) 1(18.7) 0(0.0) 0(0.0) 2(400)  1(10.0)
NA 6(100.0) 5(83.3) 5(100.0) 5(100.0) 3(60.0) 9(90.0)
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[FIGURE 10]

LONG-ACTING LONG-ACTINGLONG-ACTING LONG-ACTING LONG-ACTING
CONJUGATE ORCONJUGATE OEONJUGATE ORONJUGATE ORCONJUGATE OF  Placebo
SEQ D NO: 42SEQ 1D NO: 425EQ ID NO: 42SEQ ID NO: 425EQ ID NO: 42
Vist 00tmgkg 002mgky 004mgky 008mgky 012mgkg  (N=10)
Result, Subjects (%) (N=6) (N=§) ~ (N=b) (N=1) (N=H)

Evaluable for neutralizing antibodies 2(83)  3(00) 2R3 1(43) 5133 3(300)
Screening

Postive for neutraizing GLP-1 activiy 1600)  1(383)  1(500)  00.0) 2400  0(00)
Negative for neutializng GLP-1activity ~ 1(500)  2(667)  1(500)  1(1000)  3(600)  3(1000)
Positve for neutralizing GIP activiy 000) 1(33) 0(00) 000 100  0(00)
Negative for neutaizing GIP activty 201000)  2(67)  2(1000)  1(1000)  4(800)  3(1000)
Postive for neutalzing Ghcagonactivly ~~ 2(1000)  1(333)  1(500p  0(0.0)  4(800)  2(667)
Negatie for neutralzing Glucagonactvty ~~ 0(00)  2(867)  1(500)  1(1000)  1(200)  1(33)
Confimatory

Posiive for neutraizing GLP-1 activty 000  000) 000 000 000  000)
Negatwe for neutalzing GLP-1actity ~ 1(1000)  1(1000)  1(1000)  0(0.0)  2(1000)  0(0.0)
Posiive for neutraizing GIP activiy 0(00) 1(1000) 0(00)  0(0.0)  1(1000)  0(0.)
Negatve for neutralzing GIP activty 000)  000) 000 000 000  0(00)
Postive for neuvalzing Ghcagonactly ~~ 0(00) ~ 0(00)  0(00)  0(0.0)  0(00)  0(00)

Negatve for neutralizing Glucagon actvty ~ 2(1000)  1(1000)  1(100.0)  0(0.0)  3(75.0®  2(100.0)
Cross-reactivity

Postive for GLP-1 cross-reactivity 0(00)  0(00)  0(0) 000  0{00) 000
Negatwe for GLP-1 cross-neactvty 0(00)  0(00) 0(00) 0(00)  0{00)  0(00)
Postive for GIP cross-reactivty 0(00)  0(00)  0(00)  0(00  0(00) 0100
Negatwe for GIP cross-reactty 0(00)  1(1000) 0(00)  0(0.0)  1(1000) 0(0.0)
Postive for Glucagon cross-feactvily 000)  0(00)  0(00) 00000  0(00  0(00)
Negabve for Glucagon cross-reactty 0000)  0(0) 0(00) 000 00  0(00)




[FIGURE 11]
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LONG-ACTING  LONG-ACTING  LONG-ACTING  LONG-ACTING  LONG-ACTING
CONJUGATE OF CONJUGATE OF CONJUGATE OF CONJUGATE OF CONJUGATE OF

SEQIDNO: 42 SEQID NQ:42 SEQIDNO:42 SEQIDNO:42 SEQIDNO:42  Placebo
001mgkg  002mgkg 004mgkg  006mgkg 008 mg/kg
(N=9) (N=10) (N=12) (N=9) (N=9) (N=17)
Ages: years (SD) 442(125) 465(9.3) 493(135) 458(10.3) 47.3(11.7) 43.7(11.9)
Sex: MIF (%) 66.7/33.3 300700 33.3/667 6677333 66.7/333  47.1/52.8
Race (%)
White  8(88.9)  10(100.0) 10(833) 9(100.0) 6(66.7) 15(88.2)
Black or African American ~ 0(0.0) 0(0.0) 1(8.3) 0(0.0) 2(2.2) 2(11.8)
Asian  1(11.1) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Native Hawaiian or Other  0(0.0) 0(0.0) 1(8.3) 0(0.0) 0(0.0) 0(0.0)
Pacific Islander
Multipe  0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(11.1) 0(0.0)
Weight: kg (SD) 101.4(10.7) 88.0(13.5) 99.7(20.1) 1122(18.0) 103.3(16.9) ©6.6(18.3)
BMI: kg/m?(SD) 354(38) 329(28) 370(6.1) 401(71) 357(38) 355(43)
HbA1c: % (SD) 59(0.3) 5730.2) 59(03) 57(0.3) 5703 56(0.3)
FPG: mgidL (SD) 97.9(88) 102.3(9.0) 1022(84) 1036(10.8) 103.3(7.7) 98.1(8.6)
Liver Fat: % (SD) 196(6.0) 182(498) 188(62) 179(87) 236(8.0) 18.2(53)
Liver aminotransferases
AST:IU/L(SD) 24.4(114) 217(7.3) 304(122) 222(90) 23.1(105) 30.2(22.9)
ALT:IU/L (SD) 308.3(25.3) 338(14.1) 51.2(242) 314(16.7) 386(272) 459(44.1)




[FIGURE 12]
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- LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.01 mg/kg (N=9)
% [ONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.02 mg/kg (N=10)
=#= LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.04 mg/kg (N=12)
=*- LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.06 mg/kg (N=9)
=+ LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.08 mg/kg (N=9)

4 5 b 7 8 9 10 1 12 13 14 15 16
Week [[]12 weeks dosing period
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[FIGURE 13]
LONG-ACTING LONG-ACTING LONG-ACTING LONG-ACTING LONG-ACTING
CONJUGATEOF ~ CONJUGATEOF ~ CONJUGATEOF  CONJUGATE OF CONJUGATE OF
SEQID NO: 42 SEQID NO: 42 SEQID NO: 42 SEQID NO: 42 SEQ D NO: 42
001 mg/kg 002 mg/kg 0.04 mg/kg 0.06 mg/kg 0.08 m/kg
Wi Wiz Wt w2 oWt owi2 oW w12 Wi w2
(N=8)  (N=9) (N=10) (N=8) (N=12) (N=T) (N=9)  (N=8)  (N=8)  (N=8)
Cm“ 2 AN B3R BN 13846 1108 1830 064 2736 8l
(ngml) #8471  +B3  1RE p2H  :ME 1RM BR 10N @M 29D
Tm 800 B3 4080 0 0 000 dEF 0 AR BB W 4
{hl‘] £1200 1098 11876 222  :1903 41686 £207 14042 4233 13106
Tm 6202 NA 585 NA 1280 18 W4T e 1182 191
{hr) £ NA tNA 13878 tNA 26673 41109 20075 18196 £5178  £7566
AUC, . %707 5505 63087 117003 MBSR8  1OIBAT UGS N0BRS 280047 761605
(gmlh) 980 I8 M6 4TI LHAD (6046 SRS 4INT0 L85 4420
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[FIGURE 14]

LONG-ACTING LONG-ACTING LONG-ACTING  LONG-ACTING - LONG-ACTING
TEAE Category CONJUGATE OF CONJUGATE OF CONJUGATE OF CONJUGATE OF CONJUGATE OF  Placebo
SEQIDNO: 42 SEQID NO:42 SEQID NO:42 SEQID NO:42 SEQID NO: 42 e
No. of Subjects 001mgkg 002mgkg 004mgkg 006mgkg  0.08 mg/kg -
™ (N=9) (N=10) (N=12) (N=9) (N=9)

Any TEAE 7078 9000 97500  8(889) 6@  8TY)
Maxium Severity of TEAE
Mid 078 3000 T3 67 222 6053
Moderate 000 BEN0) 183 222 4d4 218
Severe 000) 000 183 000 000 000
Any Serlous TEAE 000) 000  0Q0) 000 000 000
g‘i‘:m“:fu:;:n‘“““ OSUdY g0 100 1@3) 00O 1010 000)
e uedOSUY 23 sE0) 3080 SE8H) 568 169
Gastrointestinal disorders ~~ 2(22)  5(00)  4(33)  5(556)  A@dd) 5004
odomnal dstonton 000 000 183 000 000 000
Aodomnalain 000 1000 183 (N 000 378
Aodomial eces 000) 000 000 000 000 149
Constpaton 000 000 000  1(1) 000 000
Dartea My 300 183 1My 3@ 169
Drymeuh 000 000 000  1(A) 101 000)
Pk 000 000  000)  1(1) 000 000

Frequent bowel movements 0(0.0) 0(0.0) 0(00) 000  0(00) 1(59)
Gastoesophageal redxdsease  0(0.0) 0(00) 1 83) 000  0(00) 1(59)
Nause2 1) 1100 2087 3(B3)  3®) 159
Toothache 0(0.0) 0(0.0) 0(00) 0(0.0) 0(00) 1(59)
Vomiing 1) 0000 000  H(iA) 1My 1(9)
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[FIGURE 15]

0.04 mg/kg 0.02 mg/kg

0.06 mag/kg

Week 12

Baseline




[FIGURE 16]

Relative Liver Fat
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Baseline
liver fat (SE)
17.8% (1.3) 19.6% (2.0) 17.8%(1.7) 19.3% (2.0) 17.9% (29)
Wws W12 w8 W12 w8 W12 W8 W12 w8 W12

N=15 N=15 N=9 N=0 N=9 N=9  N=10 N=9 N=9 N=9

&
430 O
78 4gs 380
) 2 (178)
I Placebo (N=15) (147)
I LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.01 mg/kg (N=9) 599
I LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.02 mg/kg (N=9) 92

I LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.04 mg/kg (N=10)  -71.0
I LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.06 mg/kg (N=9)
I LONG-ACTING CONJUGATE OF SEQ ID NO: 42 0.08 mg/kg (N=9)

26427

Ws W12
N=9 N=8

803 812
(44 @7

-100

« Parameters are mean with standard error of mean (SEM)



[FIGURE 17]
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LONG-ACTING  LONG-ACTING ~ LONG-ACTING ~ LONG-ACTING  LONG-ACTING
Placebo CONJUGATE OF  CONJUGATE OF  CONJUGATE OF  CONJUGATE OF  CONJUGATE OF
SEQIDNO:42  SEQIDNO:42  SEQIDNO:42  SEQIDNO:42  SEQID NO: 42
(N=15) 001mgkg  002mgkg  004mgkg  006mgkg 008 mg/kg
(N=9) (N=9) (N=10) (N=9) (N=9)
Patients Achieved 2 30% Relative Liver Fat Reduction at
Week 8 13.3%(215)  11.1%(1/9)  77.8%(70)  70%(7/10)  88.9%(8/9)  100% (9/9)
Week 12 13.3% (215)  33.3%(3/9)  77.8%(7/9) 55.6%(59)" 88.9%(8/9)  100% (8/8)"
Patients Achieved 2 50% Relative Liver Fat Reduction at
Week 8 6.7% (1/15) 0% (0/9) 444%(49)  60%(6110)  88.9%(8/9)  100% (9/9)
Week 12 13.3% (215)  0%(0/9) 22.2%(29)  556%(59)'  66.7%(6/9)  100% (8/8)"




