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£1: GGG MNIZHEEKRTI=AMNOHERBIHEEZDOZEFRFEMEIZBITDEX—XF 4 )

5 D /N TR AL,

AE HEBRARUFG(mmol L)

(mg) 2 50 188 28 E 788 1488 28HE 428H
JIS5uik 5. 41 —0. 06 —-0.07 —-0.10 —-0.10 0.22 0.20
0.1 5. 37 0. 11 —0. 11 ND 0. 01 —0.13 0.19
0.3 5. 30 —0.13 —0. 21 ND —0.08 ND 0. 05
1.0 5. 38 0. 00 —0.19 ND —0.19 0.26 0.01
3.0 ND ND ND ND ND ND ND
4.5 5. 37 —0. 01 0.11 —-0. 11 —0.11 —0.38* | —0. 01
6.0 5. 30 —0.15 0.15 —0. 39 —0.29 0. 083 0.09
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#2 : GGG MNIEZRFET IR MNOHEFREZLDOEERE AL R) BT ER—RF
A D O/ R FEHEAL,

A=E HEBARUAVAYY (pmol. L)

(mg) % 58 28 EH 38 B 78 B 148 B 288 H 428 H
75+HR | 41. 30 8. 20 15. 00 2.50 —0.50 6. 00 —1.50
0.1 36. 33 31.01 47.01 25. 35* 25.01* 17.01 17.01*
0.3 29. 00 19. 36 27. 86 14. 20 2. 20 3. 20 —0. 30
1.0 60. 33 57.96 88. 62* —5. 04 —1. 38 20. 62 7.12
3.0 44.50 73.94* 81. 45* —5.87 —5.67 14. 99 1.16
4.5 25.17 48. 54 28. 37 16. 04 3. 04 —3.63 6.37
6.0 55. 00 116.57* | 48. 57 —7.43 —16. 03* 0. 37 —1.83

sy [ |

O
O
O
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&

ogoad

Do00oo0oo0oo0oo0oofoo0o00D00000O0O0O0000D0D00O0O0O0O0o0ooooao

a
ugobouobouobogoobouoboobobooboooboobooboobooonb
oono
O
O

S: GGG NI ZRKEKT A=A NOHFAIHEGEHLDOERIEC —X7F RIZBIFHN—X
FA b ORI _F'EHEA,

AE HEBARUC—RTFF(pmol L)

(mg) ¥ 580 2HEH 3B EH 78 H 148 EH 288 H 420 B
7S5+HR | 8.20 15. 00 2. 50 —0.50 6. 00 —1.50 8. 20
0.1 31. 01 47. 01 25.35* [ 25.01* 17. 01 17.01* 31. 01
0.3 19. 36 27.86 14. 20 2.20 3. 20 —0. 30 19. 36
1.0 57.96 88.62* | —5. 04 —1. 38 20. 62 7.12 57.96
3.0 73.94* 81.45* | —5.87 —5.67 14. 99 1.16 73.94*
4.5 48. 54 28. 37 16. 04 3. 04 —3.63 6. 37 48. 54
6.0 116. 57* | 48. 57 —7.43 —16. 03* 0. 37 —1.83 116. 57*

DooooooDoooofooDooO0oO0O0O0O00D0DO0O0O00OO0O0O0O0O0oDOoDOoDOoDOoOOoOaO
oooooooooooooooooooooboooooboboODbODbODODbODbODbOOoODODOnOn

goooaod

gooooao

0oooo
*£4

b DN TR EAL,

GGG M EZAFEKT A=A MOHEREZDO N 7Y FIZBIFLHX—RAT A

A= HEARURISTUEYE (mmol. /L)

(mg) 2581 20 B 388 7B E 1488 288 EH 42HH
FS5tR 1. 36 0. 40 0. 20 —0. 07 0. 09 —0.18 0. 06
0.1 1.79 0.51 0.99* ND —0. 04 0. 39* —0. 05
0.3 1. 05 0. 41 0.42 ND —0. 04 ND 0.18
1.0 1.74 0. 69 0. 84* ND —0. 38 —0.16 —0. 42
3.0 1.52 0.90* 0.82* —0.42* —0.03 0. 42* 0. 50
4.5 1.12 0. 47 0.82* —-0.15 —0.19 0. 05 0.22
6.0 1.62 0. 06 0.18 —-0.51* —0.14 0. 01 0.16
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Oooao

#5 GGG NI SHREKTI=RA NOBEBIBESZLO IV AT T —ALIIBITAR—RTF A
YIND D/ R’ EAL,

A= HEARUPaLAXFA—JL(mmol./L)

(mg) 587 2HH <=1z 788 1488 28HE 42HEH
75K | 4.67 0.07 0. 00 0. 03 0.13 0. 00 0.19
0.1 4.76 —0.01 —0.13 0.12 0.16 0.23 —-0.12
0.3 4.73 0.17 0.12 0.10 —0.02 0.41* —0.02
1.0 5. 03 0.28 0. 04 —-0.10 —0.18 0. 33 0. 06
3.0 5. 009 0.22 —0. 11 0. 11 —0. 49* —0. 11 0. 00
4.5 4.24 0.49* 0.22 —0. 28 —0.41* |0.08 0.15
6.0 5. 00 0.41* 0. 31 —-0.27 —0. 33 —0. 28 —0. 25*

OoooooooooofooooOoO0O000000000O0O0O0OO0OO0OOOOOOOO
0000000000000 O0DD0DO0DD0DO0DO0O0DO0Oo0O0O0O0DOoOo0OoOoDoODOooODOooODooDooOoao
Oooo0oao

Ooooooaog

oooaog

£6 GGG MNIZHEERTIA=AFNOHFIEGHEOLDL VAT R — VBT HX—

AT AU DR/ B EAL,

RE HEHEERULDL—aLXFO—/L(mmol. L)

(mg) &5 28 H 3HHE 78BH 148 H 28HH 42808
JS5tR | 3. 11 0. 01 —0.03 0.04 0.12 0.16 0.23
0.1 3.22 0. 01 —0.56* —0.03 0.20 0. 05 —0. 11
0.3 3.30 0. 09 —0. 24 —0.04 —0.10 0. 36 0. 00
1.0 3.33 0. 08 —0. 01 0.19 0.14 0.49 0. 51
3.0 3.53 —0.13 —0. 38 0.19 —0.29* |0.09 —0. 09
4.5 2.92 0. 21 0. 04 —0.08 —0.28 0.03 0.03
6.0 3.37 0. 46" 0. 40* 0. 04 —0.04 0.07 —0.12
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7 GGG MNIZRETI=ANDHERBEHREHZOHDL a L AT a—/LZBIT5H5X—
A4 6 DR/N R EA,

AE HERBRUHDL—aLRFA—J)L(mmol.”L)

(mg) 2581 20 B 388 7B E 1488 288 EH 42HH
TSR 1. 32 —0.03 0. 01 0. 02 0. 06 0. 01 0. 03
0.1 1.08 —0. 05 —0.09 —0. 06 0. 06 0. 05 0.03
0.3 1. 40 0. 01 —0.01 —0. 08 —0. 05 —0.07 —0.01
1.0 1.27 —0. 04 —0. 05 —0.14* —0. 05 0.16* 0.13
3.0 1. 25 —0.08 —0. 06 0.02 —0.10* —0.04 —0. 083
4.5 1. 20 0. 00 —0. 06 —0.22* —0.22* —0.08 —0.02
6.0 1. 30 0.07* —0.02 —0.15* —0.12* —0. 11 —0. 08
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#8 GGG NIZAETI=A MOHEBIEEZOEEH L - Fax7F I —h,

AE HEBARUB—EFAFXFLITFS—F(umol L)

(mg) B 5 2B B 3HH 78 E 148 H 28HHE 42HHE
75+t/R | NC NC NC 194. 0 182.5 131. 7 155. 0
0.1 NC NC NC NC NC 146. 0 NC
0.3 NC NC NC 126. 0 135.0 145. 0 118. 0
1.0 130.0 NC NC 113. 3 NC 140.0 NC
3.0 NC NC NC 127.5 NC 106. 7 125. 0
4.5 NC NC 232.5 708. 0 262.5 1346. 7 NC
6.0 NC 283. 3 316. 7 365. 0 247.5 NC 160. 0

oggdd
aoano
goooaod
gooao

#9 : GGG MNIZEKRTI=ANOHRBHFEZLDEERFGCGIZIBITOIXN—RAT AV

O

D/ TR AL,

ooooooooouoooooooooooooooobobbDbODbODbOOODODODnn
oooooooogao

AE HEBRUHDL—aLAXTFO—J)L(mmol. L)

(mg) B5H1 28 B 38 H 7B H 1488 28HE 42HH
7S5+HR | 8.70 1. 55 3. 45 1. 85 0. 25 0. 95 0.75
0.1 10. 50 4. 34 7. 34 5. 17"* 4.50* 4.67 2.67
0.3 6.67 1. 05 1.55 1. 22 0. 88 0. 88 1. 38
1.0 8.17 0.79 0.29 0.13 —0.54 2.79 2.63
3.0 11. 50 —0.17 2. 00 —-1.67* |0.17 10.17* 5.17*
4.5 5.83 —4.34" —3.25* —3.84* —1.92 0.58 1. 41
6.0 7.20 —3.30* —3.80* —3.80* —3.00* —0. 40 1. 00

Oooooao
Ooooao

%10 GGG MNIZFKRTI=RNOHRELH%OKE,

HE HEBARUEKE (kg)

(mg) 580 78 H 14HE 28HH 42HH
J5+&®R |78.69 78. 59 78. 67 78. 11 78. 2
0.1 79. 93 80. 43 80. 08 80. 17 80. 08
0.3 67.67 67. 33 67. 48 67. 07 67.15
1.0 74.08 73.53 73.12 73. 58 74.07
3.0 86. 08 85. 10 85. 43 85. 85 85. 79
4.5 70. 43 68. 33 68. 15 67. 39 68. 32
6.0 83. 44 80. 03 80. 06 80. 47 80. 51
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#11:GGGHMNIZEETI=AMNOHEIEREZDVASRAaATIZBITLHN—RT A
U6 DR/ REHEAL,

(43)

JP 2024-524180 A 2024.7.5

2 HEEB RUVASRXO7
(mg) ®E5a 2HH 3HH 788 1488 28HE

TSR 45. 52 45. 04 45. 73 43. 08 35. 95 37. 45

0.1 42. 57 41. 45 42.13 35. 45 45, 02 42. 08

0.3 47. 48 53. 82 51.28 49. 60 45. 02 43. 38

1.0 39. 55 54. 52 53. 35 43. 73 44.77 46. 82

3.0 35.70 50. 48 56. 02 38. 65 34.73 40.18

4.5 39.53 64. 45 66. 32 41.15 45.18 40. 90

6.0 42.02 60. 02 56. 90 49. 40 44, 24 43,72
oooooo
0000000000000 00000000000000D0O0O0000000000a0
0000000000000 000O0O0D0DD0D0D0D00DD0DD0DD0DD0DD0DDD0DO0DOoDO0oDo0DooooaOo
000000pgppD0O0O0000000000000O0O0OOOOOOOOOOOOOGOang
0000000000000 0000000000000D0D0O0O0O0000000000
0000000000000 00000000O00DD0DD0DD0DDDODODODO0O0DO0O0O0O00o0aOn
0oo
oooooao
ooooao

12 BEREFRIBISZGGGMNIZHFETIA=ANDPKART A —FDOHE,

HE PK/SSA—%

(mg) | AUC(o-w)(ng. h/mL) | Crax(ng/mL) | tma(B§RE) | t1/2(ER) | CL/F(L/ER)

0. 1 3750 11.0 72.0 165 0. 0267

0.3 10300 44.8 72.2 139 0. 0291

1.0 28300 110.0 48. 0 134 0. 0354

3.0 69100 251 14. 00 134 0. 0434

4.5 130000 589 12. 00 163 0. 0346

6.0 150000 635 24.00 149 0. 0401
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0GIS = % X (B + sqrt(B? + 4 X p5 X p6 X (690 — Gcl) X Clogrr)),
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Ooooaod
B = (p5 X (G90 — Gcl) + 1) X Clogrr
XDy _VX6120T— 690 .
+_
_ 90 GO
Clogrr = P4 X 190 — 10 + p2

pl = 6.50, p2 = 1951, p3 = 4514, p4 = 792, p5 = 11.8 x 1073, p6 = 173

ooooad

goodaoan
uoooooooogouoooooooooooooooooboboboboDbODbODoOboOOooOOoDbn
ugooooboooobooobooooooooobooobobobooobooboobooobooboaodan
uooooooooooooooooooooobooooboboboDbODbODOoODbODOOoOOoOOoODOoDnn
gboobooobooboooboooboooobooobooooboobooboao

gooooaon
ugboobooouobouooboouobouooouoooobobbooobbouoboobouobooobooboaoado
goooobooboooooooboao

gooooao
ocoooooOoOoooOOoOoooOoOoooOOoOooDODO0oO0ooDOoDO0ooDO0ODO0ODO0DDOODantid
rug antibody0DO OO OO0ODODOO0DODODOODOODOODDODODODODODODODODDODDODOODDODDOOD
goooooboobogoooooooobooboooboooboobboo Doobobobooooboaoao
oooooooooooooooooooobooboboboobobooboODoObOOoOOoOoOOoOOonOo
ooooogad
ugoooooboooobooboooboooobobooobooboooboobooobooboobooobooaoan
ooooooooooooooooooooooboboooooboOoODbODODbODODOOoOOOnn
gooooobooboobogooboogoooobooboobobbooboobooboooboobooan
ugboobooouobouooouobouooouooboobobbooobboooboobouobooobooboado
goooooboogoobogobogooboogoobooobooboobobooboobbooboobobooon



(46) JP 2024-524180 A 2024.7.5

gooooogogouogoouootooyoo ooy obouootoooyoo ooy Do Dby oo oo o oo
gooo0ooQ0Q0Q0Q0OoQoQoQoooo0Q0Q0U0UD U UD oD UoDUooUoUoUoUooUoOoOooOooao
googooogooogoogoooyoo ooy ooy Do Dby oot oggoog
Oo0oooDoo0oououoouooouooogaodg
Ooo0o0oOooao
Ooo0oogao

#£13  FERFEFPETAEEICBITIACGCG NV EZRETI=RANEEHZDOGTTOD
B,

R=—RSAhbDEL

SHPMRUA=E R—Z5/4>° 2HH 30HE 798 E
C—RITFFAUC(0O~2FR) (pmol. h./L)
TS5tk 2340 171 346 544
1. 5mg Dula 2290 879 1350 354
0.5mg GGG 3090 169 599 NC
1. 5mg GGG 2080 379 1150 NC
3. 0mg GGG 2140 101 886 648
3/6mg GGG 2310 209 1030 947
3/6/9/12mg GGG 2380 265 972 940
GCG AUC(O~2BR) (pmol. h L)
IS5th 20. 2 0. 65 0. 24 1. 05
1. 5mg Dula 25. 6 —1.21 —4.52 —1.28
0. 5mg GGG 25. 2 1.61 3.56 NC
1. 5mg GGG 21. 4 —-6.21 —10.3 NC
3. 0mg GGG 28. 2 —10. 8 —20.0 —20. 2
3/6mg GGG 23.7 —2.70 —15.0 —19. 3
3/6./9/12mg GGG 27.7 —5. 39 —20. 2 —25.2
JILa—RAUC(O~28Mf) (mmol. h.”L)
TS5tk 32.5 —0.63 —4.79 —3.02
1. 5mg Dula 34.2 —9.10 —10. 6 —8. 44
0. 5mg GGG 30. 3 —0.69 —3. 38 NC
1. 5mg GGG 32.3 —2.55 —5.03 NC
3. 0mg GGG 37.3 —8.42 —14.5 —12.6
3/6mg GGG 35. 2 —6.66 —11.0 —14.0
3/6./9./12mg GGG 32.0 —7.80 —10.9 —9.94
A A)2UAUC (0~ 2KR]) (pmol. h. /L)
TS5tk 485 —42.0 73.9 127
1. Bmg Dula 387 322 519 188
0. 5mg GGG 672 —3.83 178 NC
1. 5mg GGG 395 55. 9 395 NC
3. 0mg GGG 396 33.8 337 301
3/6mg GGG 355 80. 6 538 384
3/6/9/12mg GGG 395 84.9 410 413

ooooooooooooooooooobobbobooboboDboDbOoooboboboooo oo

goo DbOO0OO0

goooobooboobogoobooooboboboobobboobooboobo

000000000000 DO0DODO0DO0O0ooooooofooDoDOoOoOoooooan

ugoodaoano

10

20

30

40

50



47 JP 2024-524180 A 2024.7.5
O00ooao
14 :0GTTICHRKT S BMBEEERNA VAU VESHENRT A —F O E,
RNR—=RASAhBDEIL
RSA—2BUBE R—Z54° 2HE | 30HE | 79HE
HE A0 I8 3 B
PR 0.557 —0.0265 0. 332 0.190
1. 5mg Dula 0. 456 0.0812 0. 0866 0. 0481
0. 5mg GGG 0. 530 0. 0688 0. 231 NC
1. 5mg GGG 0. 289 —0. 0853 —0. 257 NC
3.0mg GGG 0. 384 —0. 471 1.13 0.282
3/6mg GGG 0.372 0. 00809 0. 468 0. 0330
3/6./9./12mg GGG 0.551 —0.0142 0. 556 0.319
HOMA2 —B
TS5tR 44.6 —4.97 0. 892 0.629
1. 5mg Dula 29. 1 31.2 42. 2 25. 9
0.5mg GGG 55. 5 1.22 8.07 NC
1. 5mg GGG 36. 7 2.73 14. 6 NC
3.0mg GGG 29. 2 10. 5 48. 1 34. 3
3/6mg GGG 34.9 5.74 30. 3 42. 4
3/6.9./12mg GGG 32.3 17. 3 61. 3 40. 3
HOMAZ2 —IR
7S5uR 1.78 —0. 100 —0.0846 0.314
1. 5mg Dula 1. 26 0. 360 0. 480 0. 600
0. 5mg GGG 2. 25 0. 0667 0. 389 NC
1. 5mg GGG 1.88 0.556 0. 443 NC
3.0mg GGG 2.06 0.536 0.670 0. 0545
3/6mg GGG 1. 85 0 —0.0111 0. 2000
3/6.9./12mg GGG 1.23 0. 600 0.770 0. 390
AOR) S Matsudals
AL 3. 49 —0.290 —0.196 —1. 60
1. 5mg Dula 3.70 —0.0208 —0.476 —1.14
0. 5mg GGG 2.42 —-0.113 —0. 425 NC
1. 5mg GGG 3.24 —0. 466 —1.04 NC
3.0mg GGG 2.72 —0.179 0.0214 0.708
3/6mg GGG 3.15 0.0844 —0. 361 0.928
3/6/9/12mg GGG 3.92 —0.115 —0.682 —0. 500
AR5y I H
AT 0.194 0.0139 0. 108 0.159
1. 5mg Dula 0.173 0.119 0. 130 0. 105
0. 5mg GGG 0.277 0.0721 0. 298 NC
1. 5mg GGG 0.137 —0.0334 —0. 0240 NC
3.0mg GGG 0. 225 —0.334 0. 344 0.0112
3./6mg GGG 0.172 —0.0389 0. 244 0.117
3/6.9/12mg GGG 0. 180 —0.0280 0. 233 0.238
OGISHE#
JS5ER 276 —15. 1 1.52 —24.7
1. 5mg Dula 256 23. 5 19. 4 38. 1
0. 5mg GGG 269 —4.72 —19. 1 NC
1. 5mg GGG 248 —3. 25 13. 3 NC
3.0mg GGG 226 14. 4 70. 7 71. 6
3/6mg GGG 251 5.39 12. 8 54. 8
3/6./9/12mg GGG 263 5.92 51. 7 35. 3
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O00ooao
#15: 1BBOHRKEAETHIEEICBITIAZGCGCG NI ZFET A=A FDPKART
A —F DEE,
AE PK/INS A—4
(mg) AUC (0—w) Cmax tmax t1.72 CL/F
(ng. h/mL) (hg/mL) (B fE) (BRI (L7 BEFE)
0.5 Qw 7180 54. 1 48. 00 ND ND
1.5 QW 22600 228 24. 00 ND ND
3.0 Qw 33800 290 23. 83 ND ND
3.0,6.0 Qw 34500 292 24. 00 ND ND
3.0,6.0,9.0,12. 0 QW 31800 265 23. 95 ND ND

ooooooooogao

20

Ooo0oooao
oooaoao
K16 :29ROERKEZATLABICEILGCCGG N ZAEKRT I=AFDPK
FA—HDOBME,
e PK/IRSA—4
(mg) AUC (0—w) Cmax tmax t1.72 CL/F
(ng. h/mL) (ng/mL) (B /) (B5RE) (L7 B/E)
0.5 QW 14400 118 23.83 ND ND
1.5 QW 35900 252 24. 02 ND ND
3.0 QW 68100 531 12.17 ND ND
3.0,6.0 QW 86400 711 12.13 ND ND
3.0,6.0,9.0,12.0 QW | 150000 1320 23. 83 ND ND

goooobogobano

30

oooooao
ooooo
K17 :5TAAOERFEATLIEERICBILSZGCGG MY ZERT A=A FDPKA
T A—F OHE,
RE PK/SSA—4
(mg) AUC (0—w) Cmax tmax t1.72 CL/F
(ng. h/mL) | (ng/mL) | (WRE) | (B§RH) | (L HF)
0.5 aw 11800 86. 8 35. 99 ND ND
1.5 Qw NC NC NC ND ND
3.0 Qw 66300 562 24. 00 ND ND
3.0,6.0 aw 136000 1170 24. 00 ND ND
3.0,6.0,9.0,12.0 QwW 262000 2070 24. 02 ND ND

gboobooobooboooboooboboao

O00oo0ooao
O00oao
#18 :78HBOERFE2AETIEERICBITAGCGGG NI ZRFEKTI=A D P K
TA—HFDOWE,
= PK/SS A—4
(mg) AUC (0— o) Crmax tmax t1./2 CL/F
(ng. h/mL) (ng/mL) (B5R) (R (L7 BRI
0.5 QW NC NC NC NC NC
1.5 QW NC NC NC NC NC
3.0 QW 70100 571 12.17 137 0. 0428
3.0,6.0 QW 137000 1060 24. 00 135 0. 0437
3.0,6.0,9.0,12.0 QW | 293000 2410 23. 92 143 0. 0410
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19 HERBFEZATIERICBILSIGCCGC NI ZRET IT=A F&E5EH% D 1 HEHIM
4 bE fE D £ 1k,
AE HEBEARVIBFEYNFOHEE(R—XF4HILDEIL; mmol /L)
(mg) R—R5q4® 38 B 31HH 59HHE 80HH

ISR 10.73 —0. 31 —1.57 —1.31 —1.28
1.5 Dula 11.83 —2.60* —3.89* —3.21* —3.73*
0.5 GGG 9. 99 —0.07 —1.93 —0. 81 ND

1.5 GGG 12. 45 —1.53* —1. 85 —3.39 —3.15

3 GGG 12.53 —2.17* —4.21* —4.49* —4.07*
3.6 GGG 12. 47 —1.60"* —3.81"* —4.54"* —4.35*
3/6.,/9/12 GGG 11. 48 —2.36* —3.88* —4.23* —4.13*
0000000000000 00D000D0O00O0D0O00O0D0DDODO0OO0D0DDODO0OO0OD0DOO0 OO0
000 000 0000000000000 O0D00D0O0D0000D00D0O000D0O0O00
0000000000000 0000O0DOoDOoODoDOoOOoOYD0D00D0oD0O000O00OoOnDn
ooooooooobfooooOoo0DO0o0DO00D00D000D00D0O0D0Do0O0DOoOo0DDOoODOoOoao
0O0o0o0O000O0000O0000DLOO0O0D0DDOD0O00DDODO00D0DDO0OO0ODDODOODODODOOOaD
oooao
oooooao
ooooao

F£20 FERBEATIBECBITIDICGG NI ZRETI=AMREZOHD AL ¢
DZEAL,

R=E HEBERUHBAIc(R—RSAUMEDEILY%; %)

(mg) R—Z54>° 29HEH 578 E 78HE 858 H 1068 B
PirAN 8.82 —0.375 —0.606 | —0.485 | —0.337 | —0.435
1.5 Dula 8. 42 —0.646 —0.997 | —1.07 —0.960 | —0.538
0.5 GGG 8.10 —0. 483 —0.715 |ND ND ND
1.5 GGG 8. 71 —0.271 —1.12 —1.19 —1.18 —0. 955
3 GGG 8.63 —0.827* —1.34* | —1.64* | —1.70* | —1.37"*
3.6 GGG 8. 96 —0.953* —1.67* | —2.04* | —1.90* | —1.87"*
3/6.9/12 8. 45 —0.853* —1.23* | —1.46* | —1.59* | —1.58"*
GGG
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International application No.

INTERNATIONAL SEARCH REPORT
PCT/US2022/034437

Box No. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard to any nucleatide and/or amine acid sequence disclosed in the international application, the intemational search was
carried out on the basis of a sequence listing:

a forming part of the international application as filed:
in the form of an Annex G/ST.25 text file.

D on paper or inthe form of an image file.

b. D fumished together with the international application under PGT Rule 13ter. 1{a) for the purposes of international search
only in the form of an Annex G/8T.25 text file.

c. D fumished subsequent to the intematicnal filing date for the purposes of internatichal search only:

|:| in the form of an Annex C/ST.25 text file (Rule 13ter.1(a)).
|:| on paper or in the form of an image file {Rule 13ter.1(b} and Administrative Instructions, Section 713).

2. |:’ In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
staternents that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Farm PCT/1SA/210 (continuation of first sheet (1)) {January 2015)
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Internatianal a pliczag%nzr}odsua_’
PCT/US
INTERNATIONAL SEARCH REPORT

Box No.

I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This intemalional search report has not been established in respect of certain claims under Article 17(2){a} for the following reasons:

g

s [ |

Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements 1o such
an extent that no meaningful international search can be carried out, specifically:

Claims Nos.:
because they are dependent claims and ars not drafted in accordanca with the second and third sentences of Rule €.4(a).

Box No.

Il Observations where unity of invention is lacking {Continuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this intemational application, as follows:

2 [ ]

]

see additional sheet

As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

As only some of the required additional search lees were timely paid by the applicant, this international search report covers

only those claims far which fees were paid, specifically claims Nos.:

No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims;; it is covered by claims Nos.:

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the

payment of a protest fee.
The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

B Na pratest accompanied the payment of additional search fees.

Farm PCTASA/210 (continuation of first sheet (2)) (April 2005}
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International application No

PCT/US2022/034437

A. CLASSIFICATION OF SUBJECT MATTER
INV. AS1K38/26 AG1P3/04

ADD.

A61P3/06

A61P3/10 CO7K14/605

According 1o International Patent Classification {IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documantation searched (classification aystam followed by classification symbols)

AGlK CO7K A6GlP

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

EPO-Internal, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category” | Gitation of document, with indication, where appropriate, of the relevant passages

Relevant to daim No.

X WO 201%/125938 Al (LILLY CO ELI [US])

27 June 2019 (2019-06-27)
cited in the application

b 4 page 2 - page 3
page 12

sequence 17

claims 23-25; example 12; tables 5-8;

1-4,6-9,
11-14,
17-19,
31-37,
40-46,
49,50,
82-84,
91-24
1-84,93,
94

—-f -

g Further documents are listed in the continuation of Box .

m See patent family annex.

* Special categories of ¢ited documents :

"A" document defining the general state of the art which is not considered
to ba of particular relevance

"E" eaiier application or patent but published on ar after the international
filing date

"L" document which may throw doubts on priority claimi{s) or which is
cited ta establish the publication date of another citation or other
special reason (as specified)

"Q" document referring to an oral disclosure, use, exhibition or other
means

"P" document published prior to the international filing date but later than
tha priority date claimed

"T" later document published after the international filing date or priority
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

"X document of particular relevance;; the claimed imention ¢annot be
considered novel or cannat be considered to involve an invertive
step when the document is taken alone

"Y' document of particular relevance;; the claimed invention cannot be
considerad to involve an inventive step when the document is
combined with one or mere other such documents, such combination
being obvious to a person skilled in the art

"&" document member of the same patent family

Data of the actual complstion of the imernational search

7 December 2022

Date of mailing of the international saarch raport

15/12/2022

Name and mailing address of the ISA/
European Patent Office, PB. 5818 Patentlaan 2
NL - 2280 HV Rijswik
Tal. (+31-70) 340-2040,
Fanc: {+31-70) 340-3016

Authorized officer

Hars, Jesko

Form PCTASA/Z10 (second sheet) (April 2005)

page 1 of 3
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International application No

PCT/US2022/034437
C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category” | Citation of document, with indication, whare apprapriate, of the relevant passages Relevant to claim No.
A COSKUN TAMEE ET AL: "679-P: The Novel 1-4,6-9,
GIP, GLP-1l, and Glucagon Triple Racaptor 11-14,
Agonist LY34378343 Exhibits Robust Efficacy 17-19,
in Preclinical Models of Cbesity and 31-37,
Diabetes | Diabetes | American Diabetes 40-46,
Association”, 49,50,
DIABETES, 91,93
vol. 70, no. Supplement 1,
1 June 2021 (2021-06-01), pages 1-7,
XP055965437,
Retrieved from the Internet:
URL:https://diabetesjournals.org/diabetes/
article/70/Supplement_1/679-P/140585/679-P
—The-Novel-GIP-GLP-l-and-Glucagon-Triple>
the whole document
A URVA SHWETA ET AL: "104-OR: Novel 1-4,6-9,
GIP/GLP-1/Glucagon Receptor Agonist 11-14,
LY3437343: A First—-in-Human Dose Study in 17-19,
Healthy Subjects | Diabetes | American 31-37,
Diabetes Association", 40-46,
DIABETES, 49,50,
vol. 70, no. Supplement 1, 91,93
1 Juna 2021 (2021-06-01), pages 1-7,
XP055965444,
Retrieved from the Internet:
URL:https://diabetesjournals,org/diabetes/
article/70/Supplement_1/104-0OR/139575>
the whole document
T COSEKUN TAMER ET AL: "LY3437943, a novel 1-4,6-9,
triple glucagon, GIP, and GLP-1 receptor 11-14,
agonist for glycemic control and weight 17-19,
loss: From discovery to clinical proof of 31-37,
concept", 40-46,
CELL METABOLISM, CELL PRESS, UNITED 49,50,
STATES, 91,93
vol. 34, no. 9,
18 August 2022 (2022-08-18), pages
1234-1247, XP087173488,
ISSN: 1550-4131, DOI:
10.1016/J.CMET .2022.07.013
[retrieved on 2022-08-18]
figure 1A
—]—
Form PGTASA/210 (continuation of second sheet) (Aaril 2005)
page 2 of 3
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International application No

PCT/US2022/034437

C{Cortinuation).

DOCUMENTS CONSIDERED TO BE RELEVANT

Category” | Citation of document, with indication, where apprapriate, of the relevant passages

Relevant to claim Ne.

Y

TAMER COSKUN ET AL: "LY32398176, a novel
dual GIP and GLP-1 receptor agonist for
the treatment of type 2 diabetes mellitus:
From discovery to clinical proof of
concept”,

MOLECULAR. METABOLISM,

vol. 18, 3 October 2018 (2018-10-03),
pages 3-14, XP055567725,

ISSN: 2212-8778, DOI:
10.1016/3.molmet.2018.09.009

Retrieved from the Internet:
URL:https://www.sciencedirect.com/science/
article/pii/82212877818309001>

figure 4

JOHN BLUNDELL ET AL: "Effects of
onca-weekly semaglutide on appetite,
energy intake, control of eating, food
preference and body weight in subjects
with cbesity : BLUNDELL et al.",
DIABETES, OBESITY AND METABOLISM,

vol, 1%, no. 9, 5 May 2017 (2017-05-05),
pages 1242-1251, XP055445246,

GB

ISSN: 1462-8%02, DOI: 10.1111/dom.12932
page 1243

FRIAS JUAN PABLO ET AL: "Efficacy and
tolerability of tirzepatide, a dual
glucose-dependent insulinotropic peptide
and glucagon—like peptide-1 receptor
agonist in patients with type 2 diabetes:
A l2-week, randomized, double-blind,
placebo—controlled study to evaluate
different dose-escalation regimens",
DIABETES, OBESITY AND METABOLISM,

vol. 22, no. 6, 1 June 2020 (2020-06-01),
pages 938-946, XP055918875,

GB

ISSN: 1462-89%02, DOI: 10.1111/dom.13979
Retrieved from the Internet:
URL:https://www.ncbi.nlm.nih.gov/pmc/artic
les/PMCT7318331/pdf/DOM-22-338 . pdf>

page 939

1-84,983,
94

1-94

Form PGTASA/Z10 (continuation of second sheat) (Aaril 2005)
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Patent document Publication Patert family Publication
cited in search report dale member(s) date
WO 2019125338 Al 27-06-2019 AR 113486 Al 06-05-2020
AU 2018388962 Al 04-06-2020
BR 112020010244 A2 13-10-2020
CA 3084005 A1 27-06-201¢%
CL 2020001635 Al 16-10-2020
CN 111491658 A 04-08-2020
co 2020006255 A2 29-05-2020
CR 20200255 A 12-07-2020
Do P2020000123 A 31-08-2020
ER 202091290 Al 10-09-2020
EC SP20032650 A 31-07-2020
EP 3727426 Al 28-10-2020
IL 2775468 A 31-08-2020
JP 6961838 B2 05-11-2021
JP 2021506955 A 22-02-2021
JP 2022033724 A 02-03-2022
KR 20200088419 A 22-07-2020
KR 20220133304 R 04-10-2022
MA 51288 a 31-03-2021
PE 20210162 Al 26-01-2021
PH 12020551025 Al 06-09-2021
SG 11202005606V A 29-07-2020
W 201938188 A 01-10-2018%
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 3, 4, 8, 9, 13, 14, 18, 19{(completely); 1, 2, 6, 7, 11,
12, 17, 31-37, 40-46, 49, 50, 91, 93 (partially)

A method of improving glycemic control in an individual, the
method comprising:administering to the individual a f£irst
once weekly dose of a glucose-dependent insulinotropic
polypeptide (GIP), glucagon-like peptide-1 (GLP-1) and
glucagon (GCG) (GGG) tri-receptor agonist ccmprising SEQ ID
NO: 1 for at least 1 week, wherein the first once weekly
dose is from about 0.5 mg to about 4.0 mg, where in the
following weeks the dose is either maintained or tapered.

2. eclaims: 5, 10, 15, 16, 20-30, 38, 39, 47, 48, 51-81l{completely);
1, 2, &, 7, 11, 12, 17, 31-37, 40-46, 49, 50, 91,
93 (partially)

A method of improving glycemic contrel in an individual, the
mathod comprising:administering to the individual a first
once weekly dose of a glucose-dependent insulinotropic
polypeptide (GIP), glucagon-like peptide-1 (GLP-1) and
glucagen (GCG) (GGG) tri-recepteor agonist comprising SEQ ID
NO: 1 for at least 1 week, wherein the first once weekly
dose is from about 0.5 mg to about 4.0 mg, where in the
following weeks the dose is increased.

3. claims: 82-84(ccmpletely); 91, 92, 94 (partially)

A methed of providing chronic weight management in an
individual, the method comprising:administering to the
individual a first dose of a glucose-dependent
ingulinotropic polypeptide (GIP), glucagon-like peptide-1
(GLP-1) and glucagon (GCG) (GGG) tri-receptor agonist
comprising a structure of SEQ ID NO: 1 once waekly for at
least 1 week, wherein the first once weekly dose is from
about 0.5 mg to about 4.0 mg (maintained or taparaed dose).

4. claims: 85-90(completely); 91, 92, 94(partially)

A method of providing chronic weight management in an
individual, the mathod compriging:

administering to the individual a first once weekly dose of
a glucose-dependent insulinotropic polypeptida (GIP),
glucagon—like peptide-l1 (GLP-1) and glucagon ({GCG) (GGEG)
tri-receptor agonist comprising SEQ ID NO: 1, wherein the
first once weekly dose is from about 0.5 mg to about 4.0 mg
and is administeraed for at least 1 week,

increasing the first once weekly dose by increments of about
1.0 mg to about 4.0 mg to a onca weekly dose of <12.0 mg,
wherein each increased once weekly dose is administered for
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

at least 1 week; OR

(a) administering to the individual from about 0.5 mg to
about 4.0 mg of a glucose—dapendent insulinctropic
polypeptide (GIP), glucagon-like peptide-1 (GLP-1) and
glucagon (GCG) (GGG) tri-raeceptor agonist compriging a
structure of SEQ ID NO:l1l suitable for once-weekly dosing for
at least 1 week;

(b) administering to the individual from about 2.0 mg to
about. 8.0 mg of the GGG tri-receptor agonist for at least 1
week; and

(e) administering to the individual from about 8.0 mg to

about 12.0 mg of the GGE tri-receptor agonist weekly for at
least 1 week.

{ increased dose)
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