LY3298176 (2 RUBEIRIS) 2.7.4 BRIRAZ A%
tirzepatide

IV NYOARTE25mMg 7TA4R
IVOYAETESMg PTH R
IV NYARTE75mMg 7TA4R
IUOYOAETEIONG TTHR
YUY ARTE 125mg 7TH R
IUOYAETE15Mg 7TH R

274 BREMZEMN

BEA—54 Y1) —Kk A&t



LY3298176 (2 bR I7) 2.7.4 BRIRAZ A%
tirzepatide

B
274 EIRIIZEAENE oot ettt 1
2740 [EFETLANDIREEE oottt 4
27411  RIERZEAVEREAR F I M OVZZ BPEFRBR OGO oo, 4
274111 B EMERAIIZ VN TZZRBR oottt 4
2741111 F2HEOE SFHRBROT A > ORI oo 19
2741112 5 3AHERBR THI N2 BIHIEE oot 19
274112  ZZAEMERTAIZIED c.cooeeoeeeeeeeeeeeeeeee ettt 19
274003 R DFRER .ottt 20
2.7 AL L BB T oottt ettt 21
2740041  PFBIBHTRETE DT LT oottt en e 23
274005 BT ITHE oottt 23
27412  BRREIZRBETEIRTIL oo oottt ettt ettt 25
2748020 A DFRBR oottt ettt ettt ettt ettt 25
2741211 GPGO FRER ..ottt ettt 25
2740202 GPGP ZRBR ..ot e ettt 26
2.7 4.0.2.2 B T oot 26
2741221 B3I TR OIFEHENT (ASD) e 26
2741222 HAEKEBEOZOOFE IHAEBROGEEMNT (AS2) e 26
27413 JRBASER O N DFFHFERIRRE R O OMOEFE o, 27
274131 AN FHERER VR — 2T A R BIEEVE oo 27
2740311 A DFRBR oottt ettt ettt 27
27413100 GPGO FRBR .ottt 27
27403112 GPGP FRBR. ..ot eeee ettt es e ettt 27
27481302 BT HT oottt 27
27413121 FIMHT T EARREREBEOUEMENT (ASD e 27
27413122 HEKEOZOOF 3HABROIFEMNT (AS2) e 30
274132  HUEEHRIEEIEAT oottt ettt ettt 32
27480321 A DFRBR oottt ettt ettt ettt 32
27413201 GPGO FRBR oottt 32
2.7.4.1.3.2.0.2  GPGP FRBR. ..ottt 32
2.7 8.0.3.2. 2 B T oottt 33
27413221 FHIMT T ERMNIEREROIEAMENT (ASLD) e, 33
27413222 HEHBOT-OOHF 3HRBROUFEMNT (AS2) e 33
274133  FDOMDIRIEEFVE oottt 34
2741331  BEFETE R OB IIIE oottt en s 34
27413311 A DFRBR oottt 34
2741331101 GPGO FRBR ..ottt 34
274033102  GPGP ZRBR ..ottt 35
2.74.0.3.3.0.2 B T oottt 35
274133121  E3IMT T ERSERBROFEMHNT (ASD) e 35
274133122 JAREEBEOZOOE 3FHHREBROIFEMNT (AS2) e 35
27413313  HERIFADHE DBEEE K OB DHE oo 36
274133131  fHA DFRER cooooooeeeeeeeeeeeeeeeeeeee e 36
2.74.01.33.1.3.2 B BT oo 36
27413314 JHFEEB ORI R OVEDHIE oo 37
274133141  fHZ DFRER oo 37
274033142  BE B BT oottt ettt 37
27413315 DIMERBOBEERE L OVIERD Y A7 KT e 38

274033151 A DFRER oottt 38
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2740133152 BB BT oo 38
2741332 PEHZR oo 39
27413320 R DFRBR ..o 39
274133211 GPGO FRBR ..o 39
274133212 GPGP FRBR cooeooeeeeeeeeeeeeeeeeeee e 39
27413322  BEBIHT oo 40
274133221  FHIMTTERSERBROEEINT (ASD) oo, 40
274133222 HEUKBEOTZDOE 3 HRBROGEMNT (AS2) e, 41
274134 BRI OOPNFR oot 41
2741341 fHA DFRBR oot 42
27413411 GPGO FRBR ..o 42
27413412 GPGP FRBR ..o 44
2740342 BEBTEBT oottt 46
27413421  FHI3IMT T ERMEEABOIFEHNT (ASD) e 46
27413422 HAEKEBEOZOOFE 3 FHHAEBROOFEMNT (AS2) e 47
2742 FHEEEDR ettt 48
27420 B B B DT oottt 48
274210 A EIE D TERT oottt 49
27421101 A DFRBR oo 49
27421101 GPGO FRBR ..ottt 49
27421112 GPGP FRBR ..o 49
2742002 PFBTRIT oo 50
27421121  FIMHT T ERREREEOOFEIENT (ASD) e 50
27421122 HEHREOTZDDOF 3 FHFREBRO SN (AS2) e 51
274212 HEHIE K B DIUDTETGL oo 51
2742121 ABZ DFRBR oo s 51
27421201 GPGO FRBR .ottt en e 51
27421212 GPGP FRER ..ot 55
2742122 PFBTEAT oottt 59
27421221  HI3IMT T ERMEEBROOFEMNT (ASD) e 59
27421222  HEHEOZOOFE 3 FHERBROOFEMNT (AS2) e, 62
27421223 B2 MHEOE 3MHRBOIFEMENT (AS3) WONIEE 2 FHE T
53T T AR REBRO AT (AS4) s 64
27421224 HEFRDT T AL R oo 64
274213  FEEIEE TR L 72 TR e 64
2742131 A DFRIR oot 64
27421311 GPGO FRBR ..ot 64
27421312 GPGP FRBR ...t 65
2742032 BT oo 65
27421321  HIMHT T ERMEEABOIFEHNT (ASD) s 65
27421322 HAEEBOEZDOE 3RO AT (AS2) e 65
27421323  F2MHEOE 3 FHRBROOEFASMNT (AS3) WONIE 2 fHE O
53T 7 B ARAREEBR OO EIENT (AS4) e 66
274204 FETE oot 66
274215 ZOMODEEZLIETEGL oo 80
2742151 B DFRBR c..ooooieeeeeeeeeeeeeeeeeeeeeee s 80
27421511 GPGO FRBR ..ot 80
27421512 GPGP FRBR ..o 80
2742152 PFBTEAT oot 80
27421521  FH3IMT T BRSERBROFFEIENT (ASD) e 80

27421522 HAELEOT-ODE 3 fHXBROOEEIENT (AS2) e 83



LY3298176 (2 bR I7) 2.7.4 BRIRAZ A%
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27421523  F2HLOE IFHERBROOFAMHNT (AS3) WNIE 2 fHHE O
53T 7 B ARR RGO OFEIENT (AS4A) e 85
274215231 E3WHRBROMBR L OEERAEERDHES oo, 85
274216 ZTOMOEELFERG  RREOBRERILICESTEAERFSR 86
27420681  fH A DFRBR oottt 86
274206811 GPGO FRBR ..ottt 86
2.7.48.21.6.1.2  GPGP FRBR. ..ottt 87
2.7.8.2.0.8.2 B T oottt 87
27421621 FHIMT T ERMERBOOFEMNT (ASL) e 87
27421622 HEHBEOZOOH 3HABROGEEMNT (AS2) e, 90

27421623 52 M&LOFE 3IMRBOIEMIT (AS3) I NTE 2 FHL DY
53T T B AR EBR O DA (AS4) s 93
274217  EEMNSUTIEBEERNA FEFR ORI oo 93
27822 BT oottt ettt ettt ettt n et et e e en et 93
2743 BRI D T coove oottt ettt e et n et ee ettt en et en et en et en s 94
2744  NAZNVYA 2 FIEHPETR, R OZFOMOZ VBT 2T RO ... 97
27441  BEMEDIERE SIUTEAREEITD oottt 97
27442  TEH T E A BTG oottt 100
274421  BIBBIEA ZETEZR oottt 100
2744211 BIBFEEDOIEBIEIEG oot en 102
274842100 A DFRER oottt 102
274421111 GPGO FRBR ..ot 102
2748421002  GPGP FRER ..ot 104
27442002  BE BT oottt 105
274421121 F3FT T HRMFERBROFAINT (ASD) e 105
274421122 HAEHEOZOOE 3IHRBROEEMNT (AS2) e, 107
27442113  GLP-1 SZHAEVEENFE & D HEE oo 109
274421131 T T REDIEL oo 109
274421132 T aTTITF REDHE oo, 110
2744212 BHEFEIZLDEBRIEOEGHIL 110
27442121  fEZ DFRBR .ccoooooeeeeeeeeeeeeeeee e 110
274421211  GPGO FRBR....ciieeeeeceeee ettt 110
2744210202 GPGP FRER ...ttt ettt 111
27442022  BE BT oottt ettt ettt 111
274421221 H3HT T ERSERBROOFEGHNT (ASD) e 111
274421222 HELBOT-DOE IFREBEOUESHNT (AS2) e 112
27442123  GLP-1 ZFMRVEFNEE & DLEEL oo, 113
274421231 BT ILTF R E DB oottt 113
274421232 T a2aTITNT REDHEL et 113
2744213  HEEL MR THT, BOVERL oot 113
27442131 L, WEMH TR, ROMEROIBEIEE K OREIE e, 114
274421311 A DFRER .ot 114
2744820312  BE B T oo 115
274421313 GLP-1 SZZRVEENEE L D HLEE oo 119
27442132 EL, TEMH, FRL, R OERBOFIEIFEBLE TOREM .o, 120
274421321  fHZ DFRER oot 120
2744210322 BB oot 122
27442133  HEL TEM. TR R OMER DA ITEEIE oo, 124
278421331  fHZ DFRER oottt 124
2.748.4.210.3.3.2 BB oot 125

2744214 R AT B B D i v eeeee ettt ettt ettt 128
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2TBA82.2  THIK oottt 129
2744221  FIKBEEL DA ZETEDL oottt 129
27442211  fH A DFRBR oottt 129
274422111  GPGO FRBR ..ot 129
27484222002 GPGP FRER ..ottt 129
27442202 BB T oot 130
274422121 %37 T HRMSBRBROIFAHNT (ASLD) e 130
274422122 HAEHEOZOOE IHABROEEMNT (AS2) e, 130
27442213  GLP-1 SZFSRVEENZE & D ELEEE oo 130
274422131 T ILTF REDIEL oo 130
274422132 T a2TTNT REDHE e, 131
27848222 JHIKOIFERR coveeeeeeeeeeeeeeeeee et e ettt ettt ettt 131
274423  FEHERERIIEL DD ZEAEME oottt ettt 131
2744231  FEBEBIEIAT TG oo 132
27442311  HAZ DFRER ..o s 132
274423101 GPGO FRBR ...ttt ettt ee et e ettt 132
274423102  GPGP FRER ...ttt 132
27442302 BB T oot 133
274423121 B3IMHT T ERHHBEBROUEHNT (ASD) e 133
274423122 HEHBO-DODOFE IFHBERDOFHFEIHNT (AS2) e, 133
274423123 Tirzepatide & FEHGI R D LLIL .o, 135
2748232 FEHEHE oottt 135
27442321  €GFR DHETEME oottt 135
274423211 A2 DFRER oot 135
2748423202  PFB AT oot 137
2748482322 T Il X U R oottt 140
278423221 L DFRER oottt ettt 140
274423222  BEBEAT oo ettt ettt 144
2744233 TBREREREE A A5 T2DM BE T OB HERE REE 0 224 0 214
(GPGM ZBR) oottt 147
27442331  FHEEIEDR oot 149
27442332 BT T e 150
27442333  ARIMBEDTEBLEIG oot 151
27442334 eGFR XTNUACR DR—Z2AF5 A4 L% DHT Y —HB oo, 152
27442335 HARIR, DEX, A ZNAT A2 ROBHERE T A —X D
R AT A DS DZEA IR oot 153
2744234 FERERERE D ZEEMEDFETR oo 156
2744824  ARHIMET S F oS/ A oottt 156
2744241 A DFRBR oottt ettt ettt ettt 156
2TA4A42482  FEBTHT oot 157
27442421 3T T HRSBRABEO AWM (ASL) oo, 157
27442422 HELREOTZDDF 3RO UEMHT (AS2) e 157
27442423  F2MEOE 3HABROIFEFENT (AS3) e, 157
2744243 ACEHHET 3 RS ZADFERR oottt 158
2744825  JEEINTUAD ZEAENE oottt ettt 158
2744251 FEEERRERTO tirzepatide DR ..o 159
2744252 Tirzepatide BAFEH D U 2 7 @R K OENERER DFFIE oo, 159
2744253 [RARFEZHEEBBICIDBMEIERDHE oo, 160
2744254 (RBAYEMICEVEE S, BRAFSHEZESTHES N
TBED ettt ettt ettt 160

27442541  fE A DOFUER oo 160
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274425411  GPGO FRBR ..ot 160
2744254812  GPGP FRBR ..ottt 163
27442582 BB T oottt 165
274425421 52 FHKROG 3RO UFEMNT (AS3) e 165
274425422 F3FTTHRSERBROFAMNT (ASD) e 165
274425423 MELEOZHOHFH IHBRBROEHHT (AS2) e, 166

274425424 JRBRMEMIC XY @S SR EA EE S K O CEC 12

&0 B E ST PEREA E TR O ER B CHE L7 R ELR

(5 2 FARLOVES BAHZRIBR) oot 167
2744255  JERDITFEIEDR oot 167
27442551  fH & DFRBR .ccooooieeeeeeeeeeeeeeeeeeeee et 168
2.74.4.255.2  BE BT oottt 168
274425521 552 FEOE 3HHBROGEEMNT (AS3) e 168
274425522 3T T RSB RBROUEHNT (ASLD) e 168
274425523 HEHBOT-DDOE IR OUFEHNT (AS2) e 168
2744256 FLRIIUTZATEEMED & D HD o 169
2748257 JEEIETE oottt 169
27442570 B2 DFRER ..ooooeoeeeoeeeeeeeeeeeeeeeeeeee oottt 169
274425701 GPGO FRBR ...ttt s et 169
274425702  GPGP FRBR ..o 172
2T AA825.7.2 BT oottt ettt 175
274425721 H3IMT T 2REREBRO AT (ASD) e, 175
274425722 HEHMEOT-DDOE IHABROUFEIHNT (AS2) e 179
274425723 2 KO 3 MR TO tirzepatide & RO ........... 185
274848258 TN THEDFE R <ottt 188
274426  FRRIEBEIEL O ZEANE oottt 189
2744261  FEERIRERBR T O Rl oottt 189
2.7.4.42.6.2 Tirzepatide BAZEF D U A 7 BER ..o 189
2744263 FURMER CAAE R OFUR IS oo 190
27442631  fHZ DFRBR oot 190
2.74.4.2.6.3.2  BE B AT oottt ettt 190
27848264  TIILS B U oottt 190
27442641 FEBIBBED I IV Y B M e 190
274426411  fHZ DFRBR oottt 190
2744268102  BEBT AT oottt ettt ettt 191
2744265  FURIEBEE D ZE A TEDTETR cooreee oo eeeeee e eee e ee e 197
274427 ARIIEE oottt ettt et 197
2T A8 2. T L G ettt ettt 197
27.4427.2  AEHLHE D FTAT ..ottt ettt e ettt e et et e e ere et e e eeenens 198
27.48.427.3 I E LI oot ettt ettt 199
27442731  FIEARILBE D FEHLEIES oot ee e 200
27442732  EIE(RMBEAE S L0 E (ISR 2 BB o, 200
2744274  IMAEE 54 mg/dL A O AR MAE XX BESEARINE ..cocoove, 201
27442741  ARMAEDFEELEIE L OFEELIR oo 201
274427411  PE T oottt 201
274427412  SIHBEE L D ELER oottt 202
27442742  MUFE(E 54 moldL A 0O AR MBS 33 B E A& AR B ... 203
2744274821  BEFTRTE oottt 204
274427422  FHRBIE L DELEE L.ttt 204
2744275  [BEE 70 mg/dL LA OARMEE XX EIEARIAE ..o 206

27442751 ARIMMAEDFRBLEIG L UOFETLIE s 206
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274427511  BEAIIRTE oot 207
274427512  SFRBEE L D LI oo 207
27442752  (fAEE 70 mg/dL PAT 0O A& AR f8E 30 E B E A AR B 210
274427521  FEAFRIE oo 210
274427522 FFHEIE L DELET oo 210
2744276 COM IZHEES KARIMEE oo 212
27442761  MHFEIMEIMBHE CTH o 7B o 212
27448277 A O oottt ettt ettt e et en e 213
274428  FEJEEFHTEEIIILEE oottt ettt 214
2744281  EEIERF B L OB R oot 215
274429 DML TR D ZEENE oottt 216
2.7 88,20, L G e ettt ettt 216
27442911  GLP-1 ZBMMEEIEE .oooooooeeeeeeeeeeee et ee e 216
27442912  FEEIREER K&K O R WIERIRFEEEER T o tirzepatide DFZEE ... 216
27442913 I RDZEEVED G oo 216
2744292 FEEZRANAZILT A L DOBEIE (oo 217
27442921  HUHEHIIILIE ..oooveoeeeeeeeeeeeeeeee e nen 217
274429211  fHZ DFRBR oot 217
274429202  BEBIEAT oottt ettt 221
274429213 GLP-1 ZFARVEBIFE L DB o 223
27442922  HEIEHIILIE o.oooooeoeeoeeeeeeeee et e e 223
274429221  fHAZ DFRER oottt 223
2.748.482.9.2.2.2  BFATIHT oot 227
274429223 GLP-1 SZZEVEENFE & D ELE oo 229
2.7.4.82.9.2.3  JIRIIEL oottt 230
274429231  fHZ DFRER oottt 230
2748429232 DB oot 233
274429233 GLP-1ZZRVEBENEE L D HEHE oo 238
2744293 XA BZILAA LD BB oottt 238
27442931  UCHEHAME K OWEIERAIILE ..ooooe e 238
274429311  fEHAZ DFRER oottt 238
2748429312  BEB AT oottt ettt 240
27482932  RIAZL oottt 241
274429321  fHZ DFRBR oot 241
2.748.4.2.9.3.2.2  BEB AT oottt ettt ettt 243
2744294 DERNT A—Z JOMAZL o 245
2744829481 D FE oot 245
2744294811  BEBTEMT oottt ettt ettt ettt 245
27842942 PRI oottt 245
2748429821  BF B T oottt 245
27442943 QT MM coeeoeeoeeeeee oot e oot s e e s eee e ene e 246
2744294831  BE BT oottt 246
274482944 QRS I oottt ettt 246
2744829441  PEATIHT oottt 246
2744295 REEAR K ONIMBIERETE oottt 246
27442951 R DFRER ..o 246
274429511  GPGO FRBR ..ot 246
2.7.44.2.951.2  GPGP FRBR ..ottt 247
2.74.4.2.9. 5.2 BB T oot 247
274429521 F 3T T ERASHERBROGEEMNT (ASD) oo 247

274429522 HEHKOZDOE IFHREBROIFEMIT (AS2) e 248
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2744296 FEARLMBEZA XL B (MACE) oot 248
2744297 M TR D I TEDITERR coooeeeeeeeeeeeeeeeeeeee oot s e 249
27442100 BT SUEIRRY MLATFEE oot e s e eees e es et e s eseeeeeene 250
27882000 G Fe oottt 250
2748482002 I ... oottt 250
2.7.4.4.2.10.3 RRHMLATEIEL oottt 255
2.7.4.4.2.10.4 G TR AT FFEEDFERR covvvvvvrerrererreiseee s 258
27848211 HHUEZIN coeeeeoeeeeeeeeeeeeeee et ee ettt ettt ettt et e ettt e et n e en e 258
2.7.4.4211.1 BRI SO IFE RN O BHOE SIS D FTREMEDN & 2 T8, 258
274421110 & DFRBR oot 258
2744211101 GPGO FRBR....ocoiicceeeeeee ettt 258
2.7.8.4.2.11.1.1.2 GPGP FRER ...ttt ettt ettt 259
274420002  BE BT oottt ettt 260
2744211121 3T 7R BRABROOFAHNT (ASLD) e 260
2744211122 HAEHEOT-DDOE IR OUFEHNT (AS2) e 261
27442112 5 IR EEE MR IIE IS . oveeeeeeeeeeeeeeereeeeeee e e en et en e ene e 262
2744210021 B DFRER ..ooooooeeeoeeeeeeeeeeee ettt 262
2744211201 GPGO FRBR......ovoeeeeoeeeeeeeeeeeeeeee et ee oo 262
27442101212 GPGP FRER ...ttt ettt ettt 262
27484821022  BEB T oottt 262
2744211221 F3IMHT 7ROV EINT (ASD) e, 262
2744211222 MEHEOT-DDOHE 3HABROUFEMHT (AS2) e 262
2744211223 55 2 FHR O 3HHFEBROUFEMNT (AS3) v 263
2.7.4.42.11.3 FEBUE SN O FERR .. coeieieeeeie ettt es sttt sttt ees 263
2744212 VEHFEBNL S BEITEEEG (oot 264
27442121 VEFHIALSISBEIESES (MedDRA) D EEKT .o, 265
274420200 BE BT oottt ettt ettt 265
2744212111 FHI3FET T 2RFREEROIFSIENT (ASD) e, 265
2744212112 HELEOT-DDOE 3R OUFEINT (AS2) e 266
27442122 &ETEERFENBALOCEEFS (MedDRA) e 267
27442123 TEFEATSOSEBETDE (BCRF) .ot 267
27448210231 A DFRER ..ooooooeeeeeeeeeeeee ettt ettt ettt 267
2744212311 GPGO FRBR.....covieeeeeeeeeee ettt 267
2744212312 GPGP FRBR ..ot 269
274420232  BE B AT oottt ettt 271
2744212321 HELBOZHOEFH 3HRBROGEEMHT (AS2) e, 271
27482124 JEE BRI SR OO R ceeeeeeeee e e et e et er et n et en s 273
27488213 GFEIEIE oottt 274
27442131 B FMEDRE D TETR .. oot e e 274
2.7.4.4.2.13.2 Tirzepatide @ TEADA ...ttt 275
274421321 & DFRBR .coooeeeeeeeeeeeeeeeeeeeee et 275
2744213211 GPGO FRBR ..ottt 275
2.7.8.4.2.132.1.2 GPGP FRER ...ttt ettt ettt 275
2.74.4.2.03.2.2 BB T oottt 275
2744213221 %37 TR BRABROUAHHNT (ASL) e 275
2744213222 HAEHEOZDOE IMHABROHEEMIT (AS2) e, 276
2.7.4.4.2.133 SERME LB HUE K OVESHAL RS OA FEFR & OB 277
274421331 A DFRBR ..ottt 277
2744213311 GPGO FRBR.....coeieeeeeeee ettt ettt 277

2.7.4.4.2.13.3.1.2 GPGP FRIBR ..o 278
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274848210332  BE B T oottt 279
2744213321 F3IMHT T ERLEREBROIENT (ASD) e, 279
2744213322 MEHEO-DDOHE 3IHABROUEMNT (AS2) e 279

2.7.4.4.2.13.4 TE-ADA GBI CA U 7= B8 S Id i FE 720 mUE S s ST VRS BT
R ettt ettt ettt 282
274421341 E3FHRBRTOT T HAREEL DOHEE (ASL) e, 282
274421342 5 3MHRBRTO tirzepatide BEFI TOHEE (AS2) e, 282
274842135 g P E DA B oottt 283
27484214  BEERIFAMAMEIE ©..o.oooeooeeeeeee oot e ettt ettt ettt e s enn e en e 283
274482140 BRIEFRAT .. oottt ettt en 284
27442142 FEPRIGHEIE DA DHED FTREMED 8 D FGE DR v, 285

27448210821 A DFRER ..ottt ettt ettt ettt 285
2744218211 GPGO FRBR . ...oooooeeeeoeeeeeeeeeeeee ettt ettt 285
2.7.4.4214.2.1.2 GPGP FRBR ..ottt 285

274420422 BB T oottt 285
2744214221 F3FT 7 2R HEAEBROGEAMNT (ASL) e, 285
2744214222 HELBOT-DDOE IR OUESINT (AS2) e 285

27442143 BERIFGHEIEIE B BEIE DGR oot 286
2744215 FFHEBEBEIE ODZEANE oottt 287
27442151 FFRHIERBETE ..ottt 288

274421511 & DFRBR oot 288
2744215101 GPGO G ...ttt 288
2744215112 GPGP FRER ..ottt 289

2.74.4.2.05.0.2  BE B AT oottt ettt 290
2744215121 %37 T2 RSBRABROOFAHNT (ASLD) e 290
2744215122 MEHEOT-DOE IHRBROUFEHT (AS2) e 291
2744215123 %2 KO 3B OOFEIENT (AS3) e, 292

27442152 B IR e T B E SR EE . oot ee et et eee e e e e e ee s e seeesesteareseeeeseseneas 293

274421521 H3IMT 72RO OEAMNT (ASLD) e 293

274421522 MEHEOTZDDHE 3FHRER OGN (AS2) e, 293

274421523 552 HEOE 3FFEBROGEEMNT (AS3) e 295

27442153 FRRAICHIBE E 72 D A[REPED B D TG e 295
274482154 FFHERE /ST A B oottt 296

274421541 JFHERE/ ST A =B DITT TV BT oo ee e 296
2744215400 2 DFRER ..ot 296
27448215412 FEAFEMT oottt 297

274421542 NX—=Z T A U DPBDEALE s 301
2744215421 2 DFRER ..ot 301
274842154822 PFBTEMT oottt 301

274421543 HEERDEFEDAE TG s 303
2744215431 %3772 RSBRBROOFASHNT (ASLD) e 303
2744215432 HAELEO-OOE IMHRBROHEEMNT (AS2) e, 304

2.7.442154.4 S I EEFTFEENE D ETAM covoveeeeeeeeeeeeeeeee oo 305

27442155 HFEFEE oottt 306
274421551 A& DFRER ..ottt s 306
274420552  BE B AT oottt ettt ettt 307

27442156 EEIIEERMIEREIEAEFTD e 308

2.7.4.4.2.15.7 HFHEREBEE D22 EME DFETR coveoeeeeeeeeee e 309

2744216 TEMEREIT ..ottt ettt ettt 310
27442161 TEMEFT D AT ETEGL oot ee ettt 310

2.7.8.4.2.06.0.0  fB A DB oo e 310
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2744216101 GPGO FRBR ... 310
2744216112 GPGP FRBR ..ot e et 311
2744820602 DB T oottt 311
2.7.4.42.16.2 TEMEEIET DFE R coovoveeeeeeeeeee ettt ettt 316
2744217 KOOWFMHREE, AREESUIERITZ e 317
27442170 IR DFRBR ..ottt 317
27484210701 GPGO FRBR ..ot e e 317
27848210712 GPGP FRER. ...ttt e e s ettt 317

27 8.8.2.07.2 DB BHT oottt ettt ettt ettt 317
274421721 F3MT 72RO PEEINT (ASD) e 317
274421722 HEHEODOE IMHRBROEEMNT (AS2) e 317
27442173 KO OFMEREE . B ARE T T2 D d e eeeeeeeeeeeeeeeeeeeeeseens 319
2745  FERIZRBEEN R OURIL TIZIT DZEENE e 320
27451  HAARNEM E BIREEFH D ELER oot 320
274510 HEBRFE D PNFR oottt ettt 320
274512  ANKEEFFEER OMR— 2T A TR EBEEVE oo 320
274513 A AV UAMEHE (GPGIFRBRD L) i 320
274508 FETEGL oottt 320
27451481 A ETEGED TR oottt 320
27451410 GPGK FRER ..ottt s e n et 320
27451402  GPGIFRER ..o 323
2745142 HEFEGEOERIEE OREBENGE CTERWVEERESR (e, 326
27451421  GPGK FRBR ..ottt 326
27450822  GPGIFRBR ..ottt 332
2745143 FHEEOZEOMODEE LT ETTL oo 339
27451431  GPGK FRBR ..ot et e et e e er e 339
27450832  GPGIFRBR ..o 343
2745144 FOMMODBEIEIRATETELR oot 348
27451441 JRBRERBE G IICE S TEHEEDR s 348
274514400  GPGK ZRBR....ooioeeeeeeeeeeeeeeeeeee oo ee e 348
2745144802  GPGIFRBR ..ottt ettt 348
2745145 B IBEIEAT TG oottt 348
27451451  GPGK FRER ..ot eee e eee e ee s en et 348
27451452  GPGIFRER ..ot e e 350
2TABLA6 73 Z I T A o oottt 352
27451461  GPGK FRBR ..ottt 352
27451482  GPGIFRER ..ot en et 355
2745147 HBAARANEMIZBIT DMEROZERI R OBREN & DL .o, 358
27452  PIIREZEIRL. ..ottt ettt ettt ettt et ettt et en e 358
274521 FIFHT T ERMEEBROIEGENT (ASD) o 358
274522 F2HKOE IFHHBRODFEMNT (AS3) e 358
274853  FREIEBEIR . .cooovoooeeeeeeeeeeeeeee ettt 359
274531 HARANERE TOPHABRIEDZZENE e 359
2745311 ANAHFFRIRFER DR —RA T A UIRBEFME o 359
2745312 AEIGEDMEEL oottt 363
2745313 HEFEGDIEFEIE: oottt 363
2745314 ARIMBEDOFEEEIE BLOFEELTR oo 364
2745315 HARAEERE TOOHBEEDZEEVEDRE R oo, 364
274532 HAEFZOHIBHIOFZEIBEHT (AS2) s 367
27454  FEIFE T AE T oottt ettt ettt 367

27455  HEUR R UM ZLIE D FH oo et e et et et e et et e et e e e ee et et e e e e ens 368
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27458  BEBUER S OBHRBLGE ..o 370
27459  AEHELEES KL OB EI 03 2 50 B IRGPHRERE DFEE o, 370

2788 T RIE T 4 e 371
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274 EBRERMREME

BE—E
W& e B

ADA PP (anti-drug antibody)

ADR gI1EM  (adverse drug reaction)

ALP TV ) IR AT 57— (alkaline phosphatase)

ALT 7Z7=7/) 7 A7 =27 —E (alanine aminotransferase)

ANCOVA I3 Eo T (analysis of covariance)

AST TANRTGXUERT I ) 8T A7 27— (aspartate aminotransferase)

AUC VR — iR Hh AR FiEfE  (area under the concentration versus time curve)

BMI body mass index

CKD-EPI Chronic Kidney Disease Epidemiology Collaboration

CEC R FEHEZ B2 (clinical events committee)

CGM e b & = % — (continuous glucose monitor)

Cax e (maximum observed drug concentration)

COVID-19 Fila v )7 A L AEYYE (Coronavirus Disease 2019)

CRF JEFIREE (case report form)

CT o B — 2 WiEiREY  (computed tomography)

DPP-4 TR FUNRT T X —E 4 (dipeptidyl peptidase-4)

eCRF # - CRF (electronic CRF)

eDISH L 70 BRI O R (evaluation of Drug-Induced Serious
Hepatotoxicity)

eGFR HEFLRER A & (estimated glomerular filtration rate)

EMA KRN EFE LT (European Medicines Agency)

EU ERJM3# A (European Union)

FDA KEREIESE (Food and Drug Administration)

GIP T A —ZRAFMEA A Y 3R U <7 F R (glucose-dependent
insulinotropic polypeptide)

GLP-1 TNI 3 HET T R-1 (glucagon-like peptide 1)

HbAlc ~FEZ e Alc (hemoglobin Alc)

ISI Integrated Summary of Immunogenicity

ISS Integrated Summary of Safety

hERG t b RGETE AR IEEE A U 7 AT v XV (human ether-a-go-go-
related gene)

HLT i FE  (high level term)

LLT ThE7E (lowest level term)

MACE FH 72 0E R A X2 & (major adverse cardiovascular event)

MedDRA ICH [HPEEFHFELE (medical dictionary for regulatory activities)

MMRM e UHIEMICBE T 2 IRE2RET /L (mixed effects model with
repeated measurements)

MRI Bt LR {4 (magnetic resonance imaging)

NYHA = o —3— 7D (New York Heart Association)

PBPK AP SEY)H R (physiologically based pharmacokinetic)

PK HENHE  (pharmacokinetic)

PSAP 7'a 77 NEEVEENTENEE (Program Safety Analysis Plan)

PT HRGE  (preferred term)

QTcF Fridericia {£% W 724 1E QT [#F% (QT interval using Fridericia's correction)

REML il BRAF & e 9% (restricted maximum likelihood)
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SMQ FEAERE 3% 5 (Standardized MedDRA Queries)

SOC FREBIRSHA (system organ class)

SGLT-2 TRV DA T a— 23R EIK 2 (sodium-glucose cotransporter type 2)

SU 3K AV =V PRFEFE (sulfonylurea)

T2DM 2 BUBERIE  (type 2 diabetes mellitus)

TEADA TR DO P H-BAE% T FBL L 7= tirzepatide (2%~ 2 HUEEMHUA (treatment-
emergent anti-drug antibody)

tmax e R EE R 2R (time of maximum observed drug concentration)

UACR Ry 7 VT 2y /7 V7 F =2k (urine albumin/creatinine ratio)

ULN FEHEFIPH IR (upper limit of normal)




LY3298176 (2 FRUBEIRIS) 2.74 FEERHY
tirzepatide

ARE—8
AR THEAT LHBRAL EXRHERA

GPGA I8F-MC-GPGA
GPGB I8F-MC-GPGB
GPGC I8F-JE-GPGC
GPGE I8F-MC-GPGE
GPGF I8F-MC-GPGF
GPGG I8F-MC-GPGG
GPGH I8F-MC-GPGH
GPGI I8F-MC-GPGI
GPGK I8F-MC-GPGK
GPGL I8F-MC-GPGL
GPGM I8F-MC-GPGM
GPGO I8F-JE-GPGO
GPGP I8F-JE-GPGP
GPGQ I8F-MC-GPGQ
GPGR I8F-MC-GPGR
GPGS I8F-MC-GPGS
GPGT I8F-MC-GPGT
GPHI I8F-MC-GPHI
GPHX I8F-MC-GPHX




LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

2.7.41 EELNDIRE
27411 #HBEARSHTESERUVTLERBRORD
2741110 REUFHECAVEER
Tirzepatide DRI ZEMEDFAM L, ARLERFEARPFFEOT —X I M4 7 HIRFRTHET
L CWELUT 19 BB R e i,

e oL 1 b TR GPHI AR, GPGS#fR. GPGE iR, GPGA

g@ﬁ%@ig) RRFEAR. | gam | GPGR i, GPGG s, GPGQ ik,
GPHX 7R, GPGT #lix

WEE 1 AHRER (R PR SE P ER) 1#% | GPGC B

WESL 5 2 FHRRER 2Bk | GPGB ik, GPGF ikl

WESL S 3 FHRRER 3Bk | GPGL#B%, GPGH ik, GPGM iklik

[EI BRI [R 25 3 A AR 2Bk | GPGK ik, GPGIih#

EINGE 3 FHRER 23 | GPGO #k, GPGP ik

MO TMIC AN ZRBRO—E A2 2.74.1-1 (5 2 HHEOEE 3 fHRER) KO 2.74.1-2
(35 1 MEaBR [FRPRSREEER, AW IRAIFRER] ) (TR,
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F2741-1 ZREMFHECAVHRO—E (F2#HKRUE 3HEHAR)
o REFRERE
RROMWH YRR Sl ‘ RBT 51 BRI (B O

EROBEL) | HEEES RO B ROHROMR BERR 5T B prongn | W
BER 0L AR : a5 BIGHE L BT % FOBAT TR AR
BEGH I8F-MC-GPGB | 2 o3t 5 B OSEBWEIE 7 | 26 21, BMist e, | TZP L me B X3 LR CEBRED | 26 W]

o AR OSEBRIE L | BEIEAIL, 75 R |l | HEE %L1 : 318 B e R AHHEE K O

HEA AR MATEE LI RO A |k e 316 4

LR HERRE TS v b
a— /LA ARF4y 72 T2DM B
Z 3412, HbAle DN— R T
AUNEDOELEERELE L
T, TZP O 1 B F#H& 51
LXORBEKGHEEZ T TR E
L ORI E

[O=S Subi - g
B, WATHEF AR

TZP 5 mg #%
1A TR
TZP 10 mg Bf

1A TR
FEE - Smg (2E[H)
HEFFFHE : 10 mg

TZP 15 mg Bf
1A TR

FHEE - Smg (23ER) |

10 mg (4 #@[H)
HEFFFHE : 15 mg

T 27 7)VF B 1.5 mg B
1A TR

77 v AR
1A TR

PBRSE T Bil4K : 283 4l
TZP 1 mg #%
A2 b B%R - 53 5
Behp% e . 5241
BRSE T IR - 44 B

TZP 5 mg #%

AR AL E : 5541
BeG1% e 55 51
RERSE T H1%k - 52 B
TZP 10 mg #f
HEAEZALBIE : 52 41
B 508 5141
RERSE T 1%k - 48 Bl
TZP 15 mg Bf
AR : 53 451
BeG1% e 53 451
RERSE T H1%k : 45 Bl

T 27 7VF K 1.5 mg Bf

HEAEZALBIEL - 54 41
B G5 2 54451
BRTE T I - 49 B

77 v ARBE

VR 2 5% 2 5141
PG pil%k o : 5141
BRTE T B ;45 6

PRI Z CTLE L= &
DA RV v EERE T
pE= > b a— AR A+5y
72 T2DM B3 (B MEXax
i)
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tirzepatide
e RFEGRE
KRB RBRENE \ REBRTHA BRE (RHoEE)
EHOBE) | HEEES HROL2 B RO ROES W ERR O 5 HREH o el
S E R I8F-MC-GPGF BHFROELOEBIFIEO S, | 5 24H, ZHiskIt, | TZP 15 mg Bf-1 ESLY B HFRE R ONE R L O 12 38[H
. NI B FERE R CEEEEIC | E2L, 77 'R B 1K TS MEVEZAALBIE : 11161 Fry AT A FHRE R ONES)
RS AR MZTLELAROA bk | B, “ESHK, AT | IR 25, Smg (%208 | $#560%%: 1114 TR 2 CRE L= e
VR CHNEE T = 2 N | R, B R ER ) . 10, 15mg (% 438M) ERTE T HI5 104 4 DA FARV I HMPRET
1 — L3 AR+45 7 T2DM B B = > b — AR5y
ZRIBIT, HbAlc DR—R 5 TZP 15 mg f£-2 TZP 15 mg #£-1 72 T2DM B (B
AN HEG 3 5 AREETO W1 [EE TG MR FIEL - 28 51 )
BETFEE2IEEL LT, bl P - 2.5, 7.5, 15mg (& | 5 H% e 28 41
LY 150 TZP AR5 4 3EM) BRSE T IR - 26 B
DT T REHITHRT HE
e e TZP 12 mg B TZP 15 mg #f-2
W1 [EE T 5 MEEZALFIEL - 28 51
FAEME -4, 8, 12mg (%4 | HF5HH: 28 41
JE ) BT T B : 27 51
77 v AR TZP 12 mg B
W 1B T 5 MR BIEL : 29 51
BeG1% e 2 29 51
BT T I : 28 51
A i
MR BIEL : 26 51
BeGH1% e 26 51
PERSE T I : 23 51
SEAT R I8F-MC-GPGK | T2DM fB& % %42, HbAlc |55 34, ZhiakdkE, |TZP S mg #f N E IR K ONEBE D B | 40 JH [#]
) DR=ZF A bbb 40 | BEXL, 77 'A% | H 1R MRS VR AL - 478 51 TfEa s b r— AR+
FEBRIEFFER e E coTEELRA RS BB, CEER. TR

L LT, TZP5mg, 10mg X
X 15mg 28 1 35 Lz s
XOT T v RELIHT D8
Bt R &

G

2.5mg (4 EH)
HEFFFHE : Smg

TZP 10 mg Bf
1A TR

P& 2.5, 5, 7.5mg (%

4 JEH)
HEFFFHE : 10 mg

TZP 15 mg Bf

1A TR
PR - 2.5, 5. 7.5, 10,
12.5mg (% 4 @E[#)
HEFFFHE : 15 mg

BeH-p% e 478 4l
FBRSE T Bil4K : 428 4l

TZP 5 mg Bt

A2 bR - 121 41
Behp% e 121 4
PERSE T B3R : 114 41

TZP 10 mg ¥

A2 bR - 121 41
Behp% e 121 4
PERSE T Bl - 112 41

TZP 15 mg Bf
AR LI 121 41

STHY . FERFIRREE L
THESHFRE O A 72
<L RO bERE TR O S
Tz 72 T2DM B2 (3B
PE T A E)
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tirzepatide
s R R
REBROESE TRBREE s BRBTVA BRI (RA o)
EHOBE) | HEEES HROL2 B RO ROES W ERR O 5 HREH o el
77 v AR BeEEIE e 121 41
W 1B TG FERSE T Hil4K : 103 4l
77 v ARBE
MEVEZAALBIEL - 115 61
Behp% e 115 41
FBRSE T IR« 99 B
P I8F-MC-GPGL T2DM B Z K41, HbAlc |8 340, ZhiskdtE, | TZP 5 mg #f EiN A BRIV BEAMEEE T | 40 3 H
o DR—=AFTA b G40 | BEAL, E3RGHHE, | @1 RE TS MR 2 5% 2 1879 B b =D N =Ty O/ N VA DA
TSR B E TOTFHE R A REE | FE M v, WATRERFR | 2.5 mg (4 @) B 5415 ;1878 4 T2DM B (B XTk
L LT, TZP 10 mg X% Ly HEFFH A Smg FBRSE T B4R - 1783 4l )
15mgZ2i 1 [Higb Lo L &
D=7 F K 1mgi 11 TZP 10 mg #f TZP 5 mg Hf
B HIZxT 5L ETRT 2 W 1B T 5 A2 bR - 471 61
L PR - 2.5, 5, 7.5mg (% | #5815 470 451
4 ) BRTE T Bk : 452 41
HEFFAHE - 10 mg
TZP 10 mg Bf
TZP 15 mg #f A2 bR - 469 B
W 1B T 85 BHHH e 469 B
FHEME - 2.5, 5, 7.5, 10, PBRSE T B3R - 442 4
12.5mg (% 4 8[H)
HEFFF R : 15mg TZP 15 mg #f
MEEZAALBIEL : 470 B
v NVTF K 1 mght BeHBH e 470 4]
W 1B T 5 PERSE T I - 446 1
PRS- 025, 0.5mg (4% 4
) T~ VF F 1 mght
HEFFHE - I mg MEEZAALBIEL : 469 B
BeH-B% e : 469 4l
PBRSE T 13K« 443
BE LR I8F-MC-GPGH | T2DM B4 %412, HbAlc | %5 340, ZhisxdkF, | TZP 5 mg #f 2k SGLT-2i fFH XIFFEDFA T | 52 1]
S DR—=AFTA b EE 52 | BEAk, JEERE,  |#1REK &S MEVE 2 ALBIEL : 1444 61 TOA FRL I PETL
RS AR IR E TOF B R AR | WATRER B B 518 ;1437 RNy Y ARG

L LT, TZP 10 mg XX
ISmgxzE 1 [AIFEGL-L &
DA VAY Y TINT I
Hlzxtd 23paermd 2 L

2.5mg (4E[H)
HEFFFHE : Smg
TZP 10 mg £f

1R T RS

PR - 2.5, 5. 7.5mg (%
4 )

HEFFFHE : 10 mg

PBRSE T B4R - 13254
TZP 5 mg #%

A2 k%R - 359 4
BeH-p% e : 358 4l
PBRSE T Bil4K : 333 4

HO, ARV K DIE
PRIEEAS 720 T2DM B
(BPE T &)
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REBROEH
EROBER)

BB E N
FIEEES

RBROER BN

REBTV A v

RO OEE

R (B OFEE)
BREBR OB EFiE

HBE 2%

TERRRRBRE
Xix
BE OB

B 5

TZP 15 mg #f

1A TR

PR - 2.5, 5. 7.5, 10,
12.5mg (% 4 8[H)
HEFFFHE : 15 mg

AVAY S FTINT T RE
1A 1R 5

TRBR N F I CER LT
Treat-to-Target 7 /L = U X AT
X% R

TZP 10 mg Bf

AR LB 361 41
BeH-H% e : 360 4
RERSE T HI%k - 321 41
TZP 15 mg Bf

A2 k%R - 359 6
BeH-p% e : 359 4l
RERSE T 1%k - 340 B

AL AV FILT IR
A2 k%R - 365 4
BeH-B% e : 360
PERSE T Bl : 331 41

BE G

I8F-MC-GPGH
fE 1
(CGM)

SR

5 52 B CGM T ik

ERNEREHE (€2 71~
140 mg/dL) T % K D E|

BEEEL LT, TZP &5
(TZP 10 mg+ 15 mg fF&

) LA RV TFINAT
IS ERT DL

Al L

Al L

eI

ATV —= 2 THEC: 27451
RERSE T 1%k - 222 4

TZP 5 mg #%

27 ) —= T 71 4
RERSE T H1%k - 56 B

TZP 10 mg #f

27 ) —= T 62 4
RERSE T 1%k - 48 Bl

TZP 15 mg Bf

AT Y —= T 77 4
RERSE T H1%k - 69 Bl

AL AV FILT IR
ATV —= 7 64 5
RERSE T B - 49 Bl

GPGH BRI &N L CHiE
1 (CGM) ORI SCE:
B4 L, FEREDITH T
Ao CGM %45 % 3 [0 T
IEROHDHBE

BE G

I8F-MC-GPGH
#HiE 2 (MRI)

SR

T2DM B & XH5UZ, MRI O
T N B ERRRG S X
FHHI U 72 AP AR AL & A o~
— AT A b 52 R
ETCOELEZIFRE L LT,
& O iR DR R T
TZP i 1[81#¢ 5 (TZP 10 mg

Al L

eI

ATV —= THE: 4324
RERSE T 1%k - 268 Bl

TZP 5 mg #%

Ay Y —=2 T 105 4
RERSE T 1%L - 68 Bl

GPGH BRI &N L CHidE
2 (MRI) O[RE#CE
B4 LT
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s R R
RBROEE TRBREE R REBRT VA1 BRI (A o=
EHOBE) | HEEES HROL2 B RO ROES W ERR O 5 HREH o el
+15mg PraHE) LA RV
v FINT DR 1ZP 10 mg B
E s b N Ay Y == 7 H% 121 4
R TE T B ;68 il
TZP 15 mg Bf
27 ) —= 7 99
R TE T B ;69 il
AL AV FILT IR
A7V == 7%k 107
ABRSE T B : 63
BEEE I8F-MC-GPGM | T2DM &## Z #1512, HbAlc |45 310, ZhaskdtF, |TZP 5 mg#f &k DI Y 227 BE<, 1~3 | Fok 104
S DR—=AFTA b EE 52 | BEAn, EIRHHE, | @1 RK TS MR 2515 2 2002 B I ORE O MpER TR (X |
1A AR W E TOTFHERAREE | FE Mo, WATREMR |25 mg (43@MH) 5015 ;1995 {4 RV, SGLT-2i, SU
L LT, TZP 10 mg X i% L4 MEFFHI & : Smg FERGE T B - 1801 #41 g &) T K AIEFE I
ISmgxzE 1 [AIFEGL-L & B =T N NS A DA
DAYAY v TINR TZP 10 mg #f TZP 5 mg ¥ T2DM ¥ (B Tk
Hlizxt4 29 ERTZ b W 1A TS MR 2 5% 2 329 51 PE)
FHEEE : 2.5, 5. 7.5mg (% | #5615k 32941
4 ) BRTE T HI%L : 294
HEFFFHE : 10 mg
TZP 10 mg Bf
TZP 15 mg #f MEAE 2 k%R - 330 4
W 1A TS e 5-Bil%k 2« 328 i
PR - 2.5, 5, 7.5, 10, BRTE T B : 312 41
12.5mg (% 4 8[H)
MEEFE - 15 mg TZP 15 mg #f
IE{E 2 k%R - 338 4
AR TILVRRE BeHHH e 338 44l
1 H 1[Ez TS PBRSE T B3« 313 4l
IRERERiFEECER L
Treat-to-Target 7 /L TV X ulZ (A AV TINFRE
X 7 p R MEAE 2 b BI%R - 1005 1]
B 5% = 0 1000 41
BRSE T Bi1K : 882 4l
SEAT R I8F-MC-GPGI T2DM B Z %41, HbAlc |5 340, ZhiskdtE, | TZP S5 mg #f 2k A NARN X FUTIEDR | 40 38
. DN=AF A PG40 | BERL, 77 'A% | H 1R RS HEAEZALBIEL - 47561 MFTOA2Y) > 75
EBRIEFFER e E co T LRE RS BB, CEER. TR

ELT, ABRKRALIUPFHX
WEIEBF T T HEARE LT

CiEN

2.5mg (4 EH)
HEFFFHE : Smg

BeH-B% e 475 4l
PERSE T Bil4K : 451 4

X1 H ARG C
oy ha— LA 457
T2DM BH (B3
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s R R
RBROEE TRBREE R REBRT VA1 BRI (RA o)
EHOBE) | HEEES HROL2 B RO ROES W ERR O 5 HREH o el
A VAN T TIIF AN TZP 10 mg Bf TZP 5 mg #% )
Z T, TZP 10 mg XI% 15 mg 1A TR A2 bR - 116 41
FRIRBELGLZEEDT S FHEEE : 2.5, 5, 7.5mg (% | #G61%k e 11641
B ARE G T DR A R 4 ) FEBRSE T HI5 109 il
T HEFFH & : 10 mg
TZP 10 mg #f
TZP 15 mg #f A2 bR - 119 61
W1 [EE TG B 119 6
PR - 2.5, 5. 7.5, 10, RERSE T HI%L - 11541
12.5mg (% 4 @E[#)
HEFFF R : 15mg TZP 15 mg #f
MR L BIEL - 120 B
77 v AREE BeEEIE e 120 B
W 1B TG PERSE T HI% : 110 1
77 v AR
MEVEZALFIEL - 120 B
BeH-p% e 120 4
ABRSE T B - 117 61
SEAT R I8F-JE-GPGO T2DM B & R41C, HbAlc |8 340, ZfiskdtF, | TZP 5 mg #f XN PR R OER RO | 52 H
) DR—=AT A il 52 | HEERL, S, | E 1R TRYS HEAEZALBIER 636 151 By XA O fBERE T I
PR B ETOEREIEL L | CEEH, LATRRIR Be 5% 2 : 636 151

T, TZP 5 mg, 10mg XiX

15mgZ2i 1[5 Lo L &
DT =27 7T K 0.75 mg &
Hlzxt4 2882 =32 &

Bk

2.5mg (4 EFH])
HEFFFHE : Smg
TZP 10 mg £f

W1 E T RS

PR - 2.5, 5. 7.5mg (%
4 )

HEFFFHE : 10 mg

TZP 15 mg Bf

1A TR
PR - 2.5, 5. 7.5, 10,
12.5mg (% 4 @E[#)
HEFFFHE : 15 mg

T 27 J7VF K 0.75 mg Bf
W 1B T 5

PERSE T Bl4K - 615 4l
TZP 5 mg #%

AR B 159 B
BeH-p% e 159 4l
RERSE T H1%k - 15541
TZP 10 mg Bf

AR LI 158 B
BeH-p% e 158 4l
RERSE T HI%L - 151 41
TZP 15 mg Bf

AR LB 160 11
BeH-H% e 160 4
RERSE T H1%k - 15541

T 27 JVF K 0.75 mg Bf

HEAERALBIE 159 41

(F7TY Yoz iR)

OHMPRE T2 b
— LISy 7% T2DM R
& (BT Aet)

10
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REBROEH
EROBER)

BB E N
FIEEES

RBROER BN

REBTV A v
R OHR O

R (B OFEE)
BREBR OB EFiE

HBE 2%

TERRRRBRE
Xix
BE OB

B 5

BeH-p% e 159 4l
RERSE T Bk - 154 B

R

I8F-JE-GPGO
i

HZA A T2DM B4 %2581,
TR &2 FVC TZP 238 1
%G L&D PK T
TANEFHETHZ L

Al L

Al L

21K

AR E : 48 451
Beh-p% e . 48
RERSE T B2k : 46 Bl
TZP 5 mg #%

EAEA I 9l
BHp%e: 9Bl
RERSE T HI%L - 9 pl
TZP 10 mg #f
EAEZAALBIE 11 41
BeGEI%c 11 45
RERSE T HI%k - 10 61
TZP 15 mg #f

AR B 9l
BeHp%e: 9Bl
RERSE T 1%L - 9Bl

T =27 7T K 0.75 mg B
HEVE 2 5K 2 19 il

B 5% 19 41
ERTE T B 18 4

B HR I R OSEENRIE O
Z9fi LTV % T2DM
& (BT Let)

Al L

A NIE B OV A VERABR - IRt AR

R

I8F-JE-GPGP

T2DM & &%, #& 0 m
PERE T (SUSK, © 77

SA R, a-Z Nz ZF—EH
EI FTISYTUE T
= N3, XL SGLT-2i) & D
OEHEE L LT TZP 238 11
S2AMEE Lzt & 0rse

PER OBEMZ S5 2 &

B3, SRR,
EERL, FER, &
M b, OF AR RAER

TZP 5 mg Bt
1A TR
2.5mg (4 EFH])
HEFFFHE : Smg
TZP 10 mg ¥

1A TR

PR - 2.5, 5. 7.5mg (%
4 )

HEFFFHE : 10 mg

TZP 15 mg Bf
1A TG

eI

EAEA LI 443 1)
BeH- % e 443 4l
PERSE T BI4K : 417 41
TZP 5 mg fi¥

EAEA LB 148 11
BeH-p% e 148 4l
RERSE T 1%k - 14541

TZP 10 mg Bf
EAEZ LB 147 1
Beh-p % e 147 fl

SUSE, B 7751 N,
-7 32— IHEE,
FTIYOAE TV =R
S % SGLT-2i d High
PETHAEE D F o —UR
R+4572 T2DM #B2% (B
PE T A E)

52 JE #
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LY3298176 (2 AHE R %) 2.7.4 [EERIZE &M%
tirzepatide

. AR
RBOME | RREE : R B (A
EROBEL) | HEEES RO B ROHROMR BERR 5T B prongn | W

FEW - 2.5, 5. 7.5, 10, RERSE T HI1%k - 139 41
12.5mg (% 4 8[H)

HEFFF R : 15mg TZP 15 mg #f
AR B 148 11
BeH-p% e 148 4l
RERSE T HI%Ek - 133 41
CGM = FifIpE€ =% —, HbAlc=-~F 7/ B L' Alc, MRI = KRS E R, PK=3MEhEE, SGLT-2i=F hVU 74 - Z)ba— 2 AR 2 ILESK, SUSK = ZA/LFR=/VRFEIK, TZP = tirzepatide,
T2DM = 2 ¥R I5

a JBBRIEZ 1 BILL B G S i R £

b IEBRIKIEE B R

¢ BB K OREN S & iR

* T RCORBUTMAD T2DM BEZ5t4 & LTEM LT,
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LY3298176 (2 FRUBESRIS)

2.7.4 [EERIZE &M%

tirzepatide
£2741-2 REEFEICAWREBO—E (5 148K
e R
RBROES YRR EfE N RBRT 1 BRI (RA o)
EHOREL) | HEERE RBROL72 A RO ROES W ERR O 5 HREH o £
NAFTRAZEYT 1 (BA) B
BB E L ISF-MC-GPHI | KERER K OV EfEisic TZP Smg | 55 1 40, Hijiisk. E/E% HEE (test 1) I R ERE (B |38z TZP
o ERETELG L 0% [k, FFE/R,. 3> —27 = |TZP5Smg MEVEAALBIEL 54 51 1XZctk) 5 mg % Hil[a| 2 T
1A AR RAFTRATEVT 1%, | A, 32 v at—n~— |HEETHRE Be 4% 2 - 54 4 5
GBI TG Lz x Lt | 3B FBRSE T I3 - 53 1
s U CIHET S = b KERER (test2) 18.5 kg/m2 Ll k KW o5 DRI
TZP 5 mg 15 BMI £ 27.0 kg/m2 LU 35 HLL EOIREEE
LRI T 85 MR L LIS < 27 1 e
N GBI 27 B 1 BMI 4E [
IR (reference) BB T % 26 1) 27.1 kg/m?2 L k-
TZP 5 mg 45.0 kg/m2 LA F
HEIR TG i BMI 454
B 2 A% - 27 451
5 e 27 1
g T : 27 4
S E R ISF-MC-GPGS | f@t B #F 1A — b A Y= |5 1F, Hijtisk, EES A — b AV 2 — (HEIE | EIEALEIEL : 47 5] W ERE (B |2 #ichi=0 TZP
) 74— (H[EfEH~NY) fb. FEEWH., 2>—r 2 |HY) 1XZctk) 5 mg % Hila| 2 T
sl (test) BOX * cC 2. 27 v Ag——3t | TZP 5 mg 5%k 2 45 4 5
(reference) T TZP #H. | Bk R 72 TR 5
B TG LIz L &0 TZP O FRERSE T O - 41 451 FHORE DRI
PK OOHDIME £ Hied 5 = & M 35 B HLEOHSEA
TZP 5 mg i}
H[AIf T G-
S E R ISF-MC-GPGE | /X\— | A : B, B, 45— | S—FA: NN R BRE (B [ 2S— 1 A
o TR BRAE 1 TZP ik 4% B TZP ¥ BLHA] S mg ME2AALBIEL 52 51 1XZctk) 2HIChHT= 0 TZP %
TSR (test) % WARIE TG L=k AR T 4% 5 B bp% a2 52 4 AR T 4% 5
XDOPK%E * A N—F A BT T I - 48 51
(reference) & Leit U CREAli3 | MfERfb, 2Wl7 m 24— |TZP * A 5 mg Mo 5 DRI
HT & N —R R H[AIR T G- N—1F A 35 H LA L OREKHA
B 5% a ;20 41 il
S— L} B: X—hFB: X—hFB: BRTE T IR - 18 Hl
TEREHSR |2 TZP iRsdH % | BEM R, HUERER TZP 7451 0.5 mg R—FB:
R RN S L7- &£ & @ PK Rl iR IR N G- X— kB 1H
AT B 2 & S=hC: 5% 2 8 4l
HAEZAL, 7T BEARRE, | 2S—=hC: HERE T HI%: 761 /X— R C:
S—hC: WeBRE B ORI B, 4 | TZPIEHEA T 7 7 R &8 4 AR
GERERBRE (T TZP it 2 | B, R 1 Bl TG N—k C
)
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LY3298176 (2 FRUBESRIS)

2.7.4 [EERIZE &M%

tirzepatide
e REgRE
REBROEN BB E R RBTYIA v BRE (RHoREE)
EHOREL) | HEERE RBROL72 A RO ROES W ERR O 5 HEREH o £
W RIKER TG L e X BeEfF% e 16 51 NX—F D
DA R OB & Ffi+ [2S—=h D JHEHREY © TZP IR 8] 5. AERSE T : 1551 1H
5Tk EE MR, AR 5. 7.5, 10mg (% 1 3[#)
i 22—} D
/X—hD: 77 R BeG1% e . 8 4l
TR I TZP  * A RERSE T 1%k - 8 4
Z HEEIRN A — 5 2% 5 X—btD:
L7z EDPKZFHNTHZ & TZP * A 05mg
HAIFFIRN A — 7 A& 5.
FFACEH B OSEM AR FAE R
BB E L ISF-MC-GPGR | R £cEpE SR 1c, TZP 2 ¥ | 35 1M, HisR, FEEMR. 2 | ROBHTE (V72T A — b [ BAHH RN U TN RV | AR -
o FRTHEEG LD TZP S | H], BAHIBZESBEY | L=F =V A T U5 =10 | ANBIEL : 40 {5 R R R REAT 3R 2 28 H
TSR SEITREEIE FIAH) O PKIC | —2 = 23tER Bl A 5518 2+ 40 41 1A 1EES
FIETHELZFTL 2 & 1 H1F#ES SET I : 38 4l
28Dy N&3kEy b e U] il
FHEEA 21 BB L, fr | BREGHE 2 BT 7= 1 % ok
T77vREE%E T AEES FHAFUGEIEL - 38 4l A 28 HIE 1 H
BeEf1% 28 51 1 [Bl% 5.
TZP 5 mg FBRSE T Bl - 28 fi
HA[A] B T - 2#d 20 HEIZ
TZP % Hi.[a|#% 5
B 2800 D PK B O AR MR BR
SR I8F-MC-GPGA | fEEEH R J O T2DM BREF I |55 1M, Zhsdtml, #4E | ,S— 1 A LN N—FAKUB: N—F A
o TZP % AR ONKE L TH Y | Ak, 77 2R, #8k | TZP XL 7 7 AR & HE & T# | MAATBIEL - 146 B (B |1 A
AN L7z & 2 ORAMROBAN | BROFMEEH (TZP & |5 I AhE)
ZiMET 52 & U7 Z&R) | FEHR (T BG4 a /S—FB:
=TI NLFR) | 38—k |TZP0.25mg TZP : 109 44 2R— 1}k C: 4 38
BN TZP0.5mg (Img~OHEM |F25 705 K : 44 T2DM B3
RN IR L) 7T ER 294 RN—=FC:
Si— kA TZP | mg 4 R
Sk — DA B TZP2.5mg HBRoE T I
TZP 5 mg TZP : 103 {51
S~} B: ;ng mg F 2T IANF K ;4
q = Bl E=RY ) ° = >,
i) 7 FH B SV B . 77 R 294
& Jr- ]\ B: A ]‘ A

I8 e S A

TZP, 2T 7 NVF RXIZT T
EAREE 1 EKELTHRS

TZP 0.5 mg

AR AL E : 56 1
BeH1% 56 151
RERSE T 1%k - 56 Bl

<— | B
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LY3298176 (2 HLpEIRIF) 274 ERIRAYZE A
tirzepatide
e REGRE
KRB O IBBREE \ REBRTH A BRI (A0S
FROREL) | HEEES L2 2Bk R OSHROMS 5B OB EH e o B
TZP 1.5 mg A2 b BER - 33
TZP 4.5 mg BeHHH 33 4
FHELSE : TZP S5, 5. 8, BRSE T HI%K - 30 1
10mg (% 138f#)
XX /X— R C:
72T 7NF K 15mg A2 L% - 53 45
X B h 5% 2 53 4
PAZA N BRSE T B4R - 50 1)
/X— R C:
TZP X7 I R4 H 1 [mxE
TG
TZP 0.5 mg
TZP 5 mg
PRI - TZP 5, 5. 10,
10mg (% 138[#)
PR - TZP 5, 5. 10,
15mg (% 138[#)
Xix
77 R
WRPEZER Z f et L 72 PK R
SR ISF-MC-GPGG | #®RJ, P24 WIIEEOR |5 1M, ZiiRikFE, JFE |TZP5Smg 21K BHREEN B efdlE |1 A
- BERERSSE & U< IoRIIRRI | b, SEATRER, WG | BB THRG KA : 45 1 i (X%
WS EABR DOWEREIZ, TZP 5 mg & Hilml | B B 5515 45 451 )

TG L& & D TZP ® PK
R A=K % ERERENER
oW LT Az L

BRTE T IR - 44 Bl

B RE 23 IE T 7R BRI R

FANGIE 14 41
GBI 14 41
BRTE T I - 13 Bl

R L P A R A
FANGIE - 8 4
Feh-B1% : 8 41
BRTE T IR : 841

o S A B RE R I
FANGIE - 8 4
Feh-B1% : 8 41
BRTE T B 8 4l

WREE, RS, ST
BEEOBEERED
L < ITRHEHRED
Wi (T2DM B

aite)

7£)

(BT
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LY3298176 (2 FRUBESRIS)

tirzepatide

2.74

BRI 22

REBROEH
EROBER)

BB E N
FIEEES

RBROER BN

REBTV A v
R OxHR O

R (B OFEE)
BREBR OB EFiE

HBE 2%

TERRRRBRE
Xix
BE OB

B 5

B B RE P R
FANGIE 7 B
Feh-B1%: 761
BRTE T IR 741

RINE B
FANGIE - 8 4
Feh-B1% : 8 4
RS T I - 8 41

BE G

I8F-MC-GPGQ

SR

WREE, SR ROEEOM
FEREREE B 1Z, TZP & Hn|
RTFHG- Lzt & D TZP D PK
TS RE DS IE W 72k BRE & Lk
Bysz L

WM. SiiskE, EE
F, TEAL WATHER], A
P b alR

TZP 5 mg
HLRIR T e 5

Ik
LG ;32 1
BE % 32 1

BUBRSE TR 3141

JIFHERE 23 1E ' 22 PR BE

FANGIE 13 41
F5H%: 13 41
BRTE T I - 13 Bl

R P AT 1A R e 5 T
FANGIEL - 6 4
Feh-B1%: 6 41
ABRTE T IR : 6 11

o S S TR RE RS 25 1
FANGIEL - 6 4
Feh-B1% 6 41
ABRTE T IR - 6 11

B AT RE i R
FANGIEL 7 6
Fe b B1% 761
AR T IR - 641

JIFHERE D3 IE 5 72 f e
WA BV

7£)

Child-Pugh 73 JEIZ 3

<.

ML E FE O T RE f

PR, AR,

EOWEBF (T2DM
BHEET)

TR ITds

F % PD #kBk K& O PK/PD 35

BE G

I8F-MC-GPHX

SR

TR BRI [14C] Rk
TZP 4.1 mg (9100 uCi) %
HRIE TS Lz & & ol

RED PK Z3fli§5 Z &

B AH, HLBERR,
B

FHEMA

[14C] 4= TZP K9 4.1 mg (39
100 pCi)
BRI T8

FANGIEL - 6 4
Feh-B1% 6 41
ABRTE T IR - 6 11

B MR R

FBEICR T 5 PD B OF PK/PD 3Bk
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LY3298176 (2 AHE R %) 2.7.4 [EERIZE &M%
tirzepatide
e g B
RBROES YRR EfE N RBRT VA1 REREE (BAIoREEE)
EHOREL) | HEERE RBROL72 A B O B O e HEREH o £
BEGE I8F-MC-GPGT | # MR iRtk RO T2DM | 85 1. Ziidkl. %{E |TZP ik 1| BB O M R T | 28 8 [
o AT TZP 15 mg & AR | Ak, BB, W% |18 1 RE &G AR AL 117 151 # (A RARALI VL
TSR HIM L a0 28 WG Ui & | ROGHES Sk, JATaE | ARMI 250 5. 75, 100 | EH e 11741 o) OO LI
XM I I EICES . Mechanism of Action 3% | 12.5 mg (4% 4 J&[#]) PRERSE T 1%L : 108 41 AT T, B5flEk
disposition index (2 1T RE | B HEFFH & - 15mg ONEBEFEEIZIN X T
7T REHRT DL TZp LZELIZAED A+
v NVF R HEAEZ LGS - 45 41 RS IEIEEIT -
1R T RS G- % e 45 41 TV % T2DM %
FHEHE 0 0.25, 0.5mg (% 4 | &RBRoE THI%L - 41 41 (BP0 1)
)
HEFFFHE : 1mg v~ 7 NLF R
R L% - 44 451
75 R B E4%5 o - 44051
1 [EE TS BT T I - 43 51
77k R
(R 2 L1135 - 28 {31
B 5-p1% e . 28 4
SR T Ik 24 41
R A ISF-JE-GPGC | HA A T2DM BEIZ TZP # X |5 1 fl, Zhtskdtm, MfE |k —bh1: ak—F 1 BEHRELOERE | 8 EM
) HETEE L EOLRENE | B, 77 2R, #5 |TZP10mg XiZ 77 vARD# 1 | TZP HEOF, LR A
PR R OBEME BT 52 & FHROFHES S, WATRE | TG A LIS : 12 451 BT (R R

], FHERHE S 18 B AR

JAEMIHE : TZP 2.5 RO 5 mg
(% 2##) . 10mg (438
)

Xix

7R

aAR—h2:

TZP 15 mg XII7' 7 EARD@ 1
[|lfz TG

PRS- TZPSmg (238

) . 10mg (4Ef#) . 15mg
(2 M)

A%

77 kR

ak— k3

TZP X7 I RDHE 1 [HE T
5

TZP 5 mg

BehFE 1245
RERSE T HI%L - 11 61

ams—h2

TZP

HEAEZALBIEL 16 41
F 5% 16 B
BRTE T BIE : 15 Bl

as—+h3

TZP

IEAERALBIEL 11 B
B Gpkka 114
AIRSE T B 116

77%K (ar—bh1~3

D &)
SR (1% : 9 B
B 5% - 9 B

3 VX% DPP-4 B
) 1T XD R
AT TV D HAAN
T2DM & (B
WX EE)
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LY3298176 (2 FRUBESRIS)

tirzepatide

2.74 [FEERAE

s R

RBOMWE | HREE : R > B (A

EROBEL) | HEEES RO B RUAROMR BERR 5T B o B
X R U -9 D
7R

BMI = body mass index, DPP-4 fAEH, = O XTFUN_TF L2 —F 4HEIK, PK=IKYBERE,
a JRBRHEZ 1 RILL BB S L - R 5

* T ORBILRA IS KR L LT LTz,

PD =38 J)%, TZP = tirzepatide, T2DM = 2 HUfE R 555
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

2741111 FE2HRUEIHERBROTH A DO

58T L7255 2 MR OE 3 MEER (32 2.7.4.1-1) TiE, BFEEKCESFREOA TEEL TV
5RO BREND, A VA Y UFE TR 2 > b o — SR 4y At T B o R &
T, BEVEEAT — 0 T2DM {5 % %1 TV 5 BE 2 A AN, 1RBRIERGRTOEEA(L
P S CHEBRE 2352 1) TNz T2DM AL, LFD LB THho Tz,

o EERIE L ONEBYEIED A

o I~3FoOREOMmpERE T (X hA/L I SGLT2 BHFHEIK, SUE, 57V U VI o-7

NavZ—PHEK, 7= )

o ARV TITNFL

TRBRIEO B 5 HIIEES 2 AR CTIX 12~26 WM. 25 3 HHBRTIX 40~104 HE T o7z, T
NTOH 2 MO 3BT, BUE S inBREE o fofé 4 5ok ST kR RBE D 4 BFEIZ,
LMD BB O NP & 3% E LTz,

274111.2 FIHARTHW-HA=HEE

TARTOHE 3 HABRT, LLTORITR LI HEWHELZ AT tirzepatide 5 mg, 10 mg, &
15 mg DEZEMER OFIMEZFHMO L=, O G&E% 25mg & L, 4 #E T &12 2.5 mg ity
U CERFH B B2 S8 5 HElHEEIL, 3 1A OE 2 FBR TE 57 T2DM B#E CTOH 5
BEAEFROBAENET —F KON ENOLOT — 2 2 HWTEIRER - JUSET MDDV TRIRE
. > GLP-1 52 BARTEENEE KON tirzepatide D5 2 FHFRER TiRed O L7 B WGBS HE A E 5 2
THZEHRHNE L TTYA S,

5 HH
5B &5 #& 5. #& 5. #& 5. #& 5. B 520 HEE~
0~3 K | 4~7 8~11HAKE | 12~15HKE | 16~190K | $#5HIM%E T
Tirzepatide 5 mg #¥f 2.5mg 5 mg 5 mg 5 mg 5 mg 5 mg
Tirzepatide 10 mg #f 2.5mg 5 mg 7.5 mg 10 mg 10 mg 10 mg
Tirzepatide 15 mg #f 2.5mg 5 mg 7.5 mg 10 mg 12.5 mg 15 mg

Note : fEEMNT X, KEEOHFHEL RL TV 5,

274112 REWHFTEEE

AR 274 HTIE, 8 2 LU 3 HRBROLZEMET — X2 IZES < EERMNT R ONZE OREFR %,
FICEWNE 3 SR 2 35 (GPGO & GPGP #R) . K OMFAMNT (5 2.7.4.1.1.4 HBM) %
HAWTRL, REMLZTHE LTz, ZeMOfFME I X > TiE, @R T — % 0BEKE2R LT,
%3 FRRBR T, DFREIEOIMBER: FIREEG LU A VR R % Z LD | tirzepatide OIKILEE Y
A Y e ERFE DR/ RT A — 13 % OFER T OB L7z,

PR S B BRI S OVE SRR ik 2 5 o0 (N BIRRBR O BT AR 2.7.6 TR LTz,

RO

FriCWr 0 DRV IRY (TN TORT IR MM REM 2 R & LU TR Lz, REMmT
HMBREIE, 1RREEZ 1 \LL ERG SNT T~ ToMRE LER L, BROMFHETIE, HI8ix
LRI R OB E Rk UTRIE L7z, BT LMD IITIRE SN D FROMMT T
T, AT MO E S REE LTREEIGZREH L,
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

FEIZHT O D720 R Y | MR, IEBREOKR S IEORik 2T, F oo mfER: T
DERMOFEICEL LT, RRER G I% 4 BEOZEMEORBIEHIRK T TG T
SCOR AR T — SISV THRI L7z, Tirzepatide Z#25 S HBHE TIX, IABRIEOR
HHIFIE, IRBRROMER G- A OinBEORKELHZ TAHETLER LT,

AEFRIL MedDRA % AW THEAE R T2, DFEMEHT TIE MedDRA version 23.1 Z V72,
Tirzepatide ™ PSAP |35 5.3.5.3.2 THIZ/R LTz, fEA OREROENT CTHV 72 MedDRA version |35
276 HESZRDOZ L,

iy %y

Tirzepatide D ZEMEEZFAITLHZ L2 HME LT, IR —% 8y hEaMlE L, 7 7&
ARt BEER O OF & R HT TiX. ADR OHIEZ MBI T 5720, ARG AT p A2 H W T
tirzepatide - 7 7 EARB O RBHAIEDO T BT L ADOTRS 27 L. "RERG AT A v Xk 23 H
DFfEIEE U TR L7z, 72, tirzepatide 5 mg ##, 10 mg #, KON 15 mg FE 4 Hlg U CLEMED
HEOCHEZ G Lo, S DITIEFIRRFHC K D &AL LB & T DM UTERMEOF EFROR
Ex B E LT, MREREOT — X 2R\ =42 tirzepatide FEDDFEMENT 2 FV T, HEGRER & Y
EE DRI T OFBUIE K OFBLEN & 2 BK LT,

COVID-19 DE

55 3 MRBROEMEIZIL, COVID-19 OHFERITIC X W IRBRFIEOEE R E 720, AHEFR,
BERAFEFG, KOG TS OWE 1T 2R ERF B EOEMICER L h 0Tz, EHIT,
FERfENTEHEIZ COVID-19 OHARAIRITIC X 2 AR OMLEIL /e o 7=, COVID-19 O RAHETT
IZ K DEEOERLE 2.7.6 HIR Lz, #EMIEL. 2 5.3 HOAH 3 HRBROIGHRBIGHREHO
COVID-19 appendix # Z D = L,

274113 (A0

LIF O EWNE 3 MR 2 3Bk & WV CREl L7z,
GPGO R

BEPE L OEEIEEO L, XIF 7 U 2 3R 2 B < R 0 fopE e T 38 o0 B IE T b = o
ka2 — L3R4 72 T2DM BB Z2 552102, HbAle DR_R— R T A s b 52 il £ TOIWEHZE
b % EEFMEIEE & LT, tirzepatide 5 mg, 10 mg, XIX 15mg (T bHERFHE) 20 1 (8]
S2WMEG LI 2 DT 2T 70T R 0.75 mg #5AxE T DB 25000 U 7o, £ 0 fpE R T~k
FAZ V== T R OEAMMICT 27T~ LT,

GPGP &5

% 01 B T 3R o0 BORYE Tl = > b o — LA 14372 T2DM B 25 810, AEHEL DR
BRI A% FEFHIEE & LT, tirzepatide Z 3 1 [0] 52 I OFHEE G L7z & & DL LML OEFE
el L7z, £72. BIRKERE LT, RAMEER FTHEOPEM T T, tirzepatide 5 mg, 10 mg, X%
15mg (WP HHERFAE) 28 1[0 52 @#RE Lz & & OREZFHE L7,

OFR T 28 0 bR FEIE, LLFonThne L,
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

e SUHK

. v 7T A R

o« FTVVULE

o o-ZNavH—VHEK
e JU=FK¥

e SGLT-2 [HEK

274114  GHEEM

LRV O EBH T, tirzepatide D EMEM MO ERISHEEZREST 22 LITXD
tirzepatide D ZZ &M 2 FHROT 5 Z &L ThH D, Tirzepatide DZEMEZHWUNIGFHLT 5720, 5%
M 2 FEft L7z,

7 SO 3 MR TIEL, [F UHERFH & &R CHEEEED tirzepatide #EE HW V2, 2 OH}ERF
&L OHEMTEEL, 56 2R E Bl o> Tz, 8 2 L OE 3 RO DFE T & 1
BN, 55 3 FERRER D A& AT 5 OFA AT 2 520 L 7=, Analysis Set 1 (AS1) & TX Analysis Set 2

(AS2) 3% 3 HRBR DO DO HFE T & L. Analysis Set 3 (AS3) . Analysis Set 4 (AS4) . KON
Analysis Set 5 (AS5) (355 2 fH K OV 3 FERABROOF G fiET & L7z (3%2.74.1-3)

AS1 (B8 3 M7 7 AR BB O OFEFENT) 13 tirzepatide DFEMIER %, AS2 (&L D=0
D 3 HREBROOFEMENT) 1 tirzepatide DHEISMEZ BT 5 Z L2 HIWE LT, ZNEIX
E ST,

552 FH L OV 3 FEEBR & OF - 12 OF S R 2 LU T ISR,

e  Analysis Set 3 (AS3)
AS3 IEEE 2 FH K OVEE 3 MHERBRO X BREED T — X ZFR\ N2 tirzepatide BEOUF ST CTH Y . 7
NTOE 2L OE 3FHRERO tirzepatide DT X THOHEDT —X 2 A L7z (4 tirzepatide
) o AS3 1L, JEFIREHC K O EZ LB L T OMBRAEFELRLRET L2 BRI THEINT,

e  Analysis Set4 (AS4)
AS41TE 2 FL O 30T 7 B AR OMS T TH Y | X TO7 7 e A3 RER %
GIr WRBEERGHOT — 2 OB FV Tz, AS4 1TRKDOT T 2 RIHRRBROT —F ~— 2
el b, THFERZRRSTZHETIOR D 2L, HEZLE LT 25ZOMD%L4
P 7 F L ORFEICH,

e  Analysis Set 5 (ASS5)
AS5 [TDE A Z T TH Y | DIE A S BT R R T AT R SR 2 T2, T DA R
SAEHNCIT, FHE S N7 G-HIMA 26 HFLLETT 7 B ARSI EF G REESRE SN
F2MAO3HRBR AT, ks, DI A 2 TS FIEE 5.3.5.3.3 HITIRAGT L7,
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LY3298176 (2 FRUBESRIS)

2.7.4 [EERIZE &M%

tirzepatide
#+ 27413 HEBARNKRERICEEN D tirzepatide 5 2 R U 3 HHRER
RAT R R E RRL Rl BT T —4 BE5H BERER LR EE L 12 fEHT
F3fH7 7R | GPGK iR IRFEROP R G2 O BBILE | NG CERICRE T 5 A E&WiE L% | tirzepatide 5 mg B (N=237) Tirzepatide 5 mg ¥, T RTCOREMEFHIEE @
KRB OOFE | GPGI B IR ORFESE T XITERB O | AW 7 7 2R 5o tirzepatide 10 mg #f (N=240) |10 mg &, 15 mgH¥,
figt (AS1) 1ET tirzepatide B e V7" 7 B REED T — | tirzepatide 15 mg Bt (N=241) | 4 tirzepatide I
(N=953) 2 EENENIE LT, 4 tirzepatide #  (N=718) St
77 AR (N=235) 7T R
AEREEO® |GPGKRER GPGIHRER | ABEOYI GO %BE | HRERBEODOT —2 %A L |tirzepatide S mg #f (N=1701) | Tirzepatide F & TRCOREMFMIEE 2
D% 3RO |GPGL#ABR  GPGORBR | IO kbise T XU O T | 72, I CERICFEEH T2 A EMiY | tirzepatide 10 mg 10 mg #EXT 5 mg B
ey % GPGH B GPGP#Br |1 T 1O tirzepatide B % FIN=9_To | (N=1702) 15 mg A% 5 mg B,
(AS2) GPGM Bk REAEE O, tirzepatide 15 mg B 15 mg #EXE 10 mg B
(N=5119) (N=1716)
4 tirzepatide B  (N=5119)
F2MHEOE3 | 2k TRBREEDOREE 570 & % Bl2E | 2 & tirzepatide FED T — % & ff | 4 tirzepatide Ff  (N=5415) BKIDO D, EHRERE | BREE. N DR EHAR R
HREROUAME | GPGB B GPGM B | MIM ORKBE5E T XTI O F | & Lice T X TOH 2 KO 341 Dl L FEFESR, BERAESR
#Hr (AS3) GPGF 3B GPGI#E |ILET FRBR D4 tirzepatide 4 & D 7=, G ROt R cE
(N=5415) GPGK Bt  GPGO Bk ST B EFRL, HHTRE
GPGL Bk  GPGP ik BEHES, BRRAE, A
GPGH 5k ZHA v LEROHER
F2MHKEUE3 | GPGB Bk IRBR R 5 TRTCOF2MEOEIMT TR | £ tirzepatide B (N=962) 4 tirzepatide B AN ORI R, A
77 2 AR | GPGF 3 BERIEDFIER G b Fo | SHRBROT =2 206 LT, 77 R (N=312) xt &, BEELAEFSR. B8R
REROBEE AT | GPGK XER WPRRN S E T Tirzepatide 1 mg #f 2 kRSN L 72 2 it A Y HKOBEHIICE ST/ E
(AS4) GPGI B BRI R G 14 % O tirzepatide FED T — & Z A L R, WRRA, N1 ZL
(N=1274) S48 > Ik 7, A, LEROHES
SRR CAR BT T2 72 B
R IO 2 BtA LT
A
DILE A 2 fgHr | GPGB 3B GPGM #XER | 1RBRIKDOWIEIHE 52> b HBIE | LIl A Z R D729 DT — Z %0 | 4 tirzepatide #f  (N=4887) 4 tirzepatide B DIERA XY b
(AS5) GPGK 3Bt GPGI#Br | M OKBsE T XL BoF | & LTz, DFA et BREEHE (N=2328) *f
(N=7215) GPGL#RAB GPGOREBR |IL£T DFA ot BREETHE
GPGH {5

3 FANTOREMFHEEBICIE, B, AOBRHARREE, BEEE, OHH3E, BB ONR, AEFS, ERLAETFER. WREOREPILCESTAEFRR, EHTESAETHFR, BAHRE, @

FEIE

NABZNYA v FOLEREEDT,
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

2741141  BEBIAHERORLA

DA RN S REEM & W2 L BIE DK R T A — X O Cix, EWIEAZHBHE T2 AS1 KO
MELUSHEZRRIET 5 AS2 D 2 SO EERHFEMT ORI O— Bz i L7z, AS3 KT AS4 O
FEFIX, AST RO AS2 OFER & OFHEEVARD bNTHE ., UIFEOREM T A —X
Z RS DT IR R SN S A RO TIE, AR 274 HHIRE 2o T2, AS3 RN AS4
DOFfEFIL, Integrated Summary of Safety (ISS) (5 5.3.5.3.11H) (Z/~xL7z,

274115 @A

RIECIE, DRI TR B & TR T 5. & C WM 7ikx, &R Bt
fEMTRTIEZZ RO Z &,

BRI O MAELFIHT R ORI OE N EZ B R L, BT DR ORY | FEHidT I3
ZEMR A &3 D ERIMAT & U CER LTz, EHFIIRMIE &2 BT 2 HEHE T i, AR
ELCRBEE D, R ORWRY | SRNTT I EAEIT T S A7 MR RISV T
Uize DMVE A X FEMT OFENT AT, DL A X AT # (5 5.3.5.3.3 1) (TR LT,

AT —F—&

N7 AV —=F—=21%, BEROEEZHWTEREREZ LICEN Lz, FITHD ORWERY | F
B DRI L MR S G O PR E Boa o, HBGRERORIG O zIL, HBRz g
[Kl-f- & L7 Cochran-Mantel-Haenszel f# & % FiV 7=, F£7-. Mantel-Haenszel 4 > Xt J O Breslow-
Day MEIC L DAy XteD¥—MZ R LT, A > XtldX, AS1 Tl tirzepatide #4501, 77t
RREAEoREE L. AS2 O &l Tl tirzepatide O & H &R Z 701, (KHEREAZ 0RFE L TORL
7=

BRI R GHF CHEL L Chieew, REFE (RBEHIF TR L2 BELRR L) 2HIC
AN ET 2 Eflr UTe, ATl L7388l (BB R Tl L7 EBLER) 1L, 2nth
DHEEEL (PT) IZOWT, ZOREFLERELIERE OREEZ, TOREFLOKRY 27
R CBR L CHEI L7z, AEFELT LR Y AT, AEFLE2BI LIRS COFELO
WIEIFEBLE TORFM &, AEFRLIBLLRD o ToRE COBIEHIMORmE Lz, W faE
FR FRHNE 2T — & X— 2 EE 2 OFRER) S FB) CIUE S 7= FL TiE, AF T
L7eREBLRIL, ZOAEFRERB LIHRE OREE . MBIEHIHCHRLTREH L,

e T — &

WET — 21, BN GEER OB 58 L ICHBRE S, CEE. AR S, R IMEL BoRfE
O EZ B LT, FRICHTD D70 R Y | BRBREBUTIZRBIE D 72 W HRBRE O FcA: - -,
KRSy DOHFGEAFTIZ, MMRM &Y ANCOVA E7 /v FWWT, EHE LR % % 5 RER] C ik
L7z. 1RBRFEMGHIE CHUE L7z 5-BiA% O v IR LIHIE CF b vz 7 — & O35 2
DGR AL, R, X=X 71, #B, UIZOMonERIEH %25 7= MMRM %
WCEHIT L7z, P8 OBRRMRETE H OMAEIC 0 U TR 2 i U7, #E8RE X, A%
ELTCETMCE DT, WBRENEBOT T VIS ERE I G 2 Wz, ATT /L TIUR
L2 E 2, LN ONE TS 2 M E LT,
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

(1) Heterogeneous Toeplitz

(2) Heterogeneous First Order Autoregressive
(3) Heterogeneous Compound Symmetry

(4) Toeplitz

(5) First Order Autoregressive

(6) Compound Symmetry

ETTFNNRTA—=LOHEEEZSG 57292 REML Z AV, RO AHEEZRETH7-0IC
Kenward-Roger 5% 2, T — % OFFE ORIERE L TONE b O 5RERM 21T, 7Bk,
R=2F A, ROEEREEZEDT- ANCOVA 5 /L& AW TEHE L72, ANCOVA 5 /LTl
Type 3 F5 % HVy, f/h ZEBEICIN A, IR, foME, PR B O RIEZ2 7R Lz,

AS1 K TF AS2 T?D MMRM Mt Tl RER OBz @bl 28l U, 5 BATo 2 f/Mb 3 5720
2, FFEDOMER DT — X DR EMRITET MIE DT, REDIIRET NV E R MRITIZI, #
-4, 8, 12, 16, 20, 24, 32, 40, KO S2\ROT — X 5T, HGHHN 2 @M% B x5
ABR X GPGM RERD A DT, 5 52 WBOT — X IIMNTIZE D72 h o> 7, GPGM iRBRITHE 5
40 JERF DRBEN 72N 28D 5 40 WIRFOFENTIZIZH G- 42 WK DT — 2 ZFIH L7z, GPGK Kt
GPGI BRI # 5 HAM A 40 R D72, ASL (21T S 40 HEFE TOT — & L OZ2MEDO %R BIER
W OT — 2 & 0ic, BRI T A —Z TiX, IFEMITNO 2 B LT — X 2 IUET 5
ZEDREFNCHE SN TV DA, FEORER R OT — X ZATIZE DT,

p EDFER

ZEMOMAT T, p EIZESREDOHERICHWT, 0 205 1 £ TOMTRERMOARL B D
T AOBES & RTHA L 70 L, WIS, (FHISH b (BREOMRO D TR <L
TEAED I A K3 D & L CTHWE,

BIER Y T 2 ) —HEB O

BIEAENT CIE, FATICHE LB A e LR OB R ORI & 2 R 5/ 2 L 1OR Lz,

BT TV —EHRDOYT 8T =TT, R—=AT A UL ORGSR EOWRE DT — 5 &%
BT AV LT, N— AT A VR RO GBIMGR ORI T T ) —OMAEDE T L OBk
FHOPE I OCEIE R G LR LIz, BRBRE ST A =2 TiE, XR=R T4 L ORKMENIE
FESUIEECH 0 R GIAERIC | DL DT — 2 25T HHRE L5 H L LT, ERFEXLHE
Tl DARME I HERS LI RE L OEI G E > 7 b T — T NCE DT, XA T A v DR EENE
HAESUTARAE D b SEICHER L7 — 2 Th . FRRICERGRGHEIC 1 DL LT =2 26T 51K
B At G L LT, IERESHRED b @R LI RE B R ORIG &2 7 T — T CE
i,

HYNCHE LT OEE
PSAP versionl O &% 12 LUF OfREHTASEIN T E iz,
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LY3298176 (2 FRUBEIRIS) 2.74 BERMZE 2

tirzepatide

1. ASI Tix, GPGK KT GPGI EROREMIF N[ —Th 72 &b ZEMEO%BILH
[l 2 MMRM fEHTIZ & D7,

2. MR OB OBEOZEK T, EFH R NEZE L TF — % Z EMRICHEFET 5729
W2, AT Y —ZEMLT,

3. EWNRBR TR OB BN R E D722 L6, BAKROHARUSN O TOWBRE
LM OIRFHEOE MO T, B LM 2800 L7z,

4. KRB DLV i*ﬂ”%ﬁ*i“%%%ﬂ?‘éf:m:\ LUTICREAE T 2 8E O — R A4 1F
% L7z,

(1) ERED, BEEERBD, KOV L aX=T OFERES 2B L WRE
() RBRIROEEBAMETE D BMI 2N 18.5 kg/m2 LA T Th - -5 #E

5. EWTELAOREMEICEET 2 A ERL A2, SMQ [FEWELA R L OMkF) OB AEZ v
THF L, ASI HUNAS2 TENENER LT,

6. Tirzepatide DO 5-H 1% OBEBUER S O BEEIR O ATgEME 2 R T A HEFLR %, AS3 X%
& LT, SMQ IFEHIBENL] 2 VTR LT,

7. BARNELFITO TEADA RRED L ENEIIXT 5 8 2l 2720, & 3 MHRBRICSIL
72 B AR N BRE OO ER oy 55 M dT 2 F20i L 7=, GLP-1 ZRMRIEBER O AE 2 A9 D5
ZxiGe L U CoRIEIRMERUG 2 5 L7z, FATNCHE U 7o iZ RMEDFEHT > b D28 T D FEHN
%, ISI (55 5.3.5341H) 220z L,

27412 =ERMTEZIRR

58 7 L72 9 DO 2 ML O 3 FIRBR CIRBRE 2 5 5 S 7z T2DM (4 7769 Bil & 2 Ve AT
KGERE L, ZD 95 5415 73 tirzepatide & 1 [BILL B S 7z, 5 2 FH L OGS 3 FERRER D24

MR R SR H O PERE DIRER I B IR AR 106 JH[# Td o 7=, Tirzepatide % 1 [BILL B
H-&iviz 5415 FIOMEEERHIFIL 4833.1 AMFETH -7 (ISS [55 5.3.5.3.1 H] Table ISS4.3)
Tirzepatide Z ¢ 5- V- fBRFE D 5 HFF 2375 725 52 WRILL E tirzepatide 2 5- S CTHY |
FlE 78 LA tirzepatide Z £ 5- S 7z, £/, 322617 7B R E KL Sv, 2042 Fi 3 3k}
MR STz,

it 565 BlORERRHERE . T2DM BFH, K OREOBEER (BikelEs, ITgEREERLS) o
IR 73 A= W A kR N OV PR R PRFABR C tirzepatide X X7 7 24 % 1 BRI ERRG S, 20
9 B 451 i3 tirzepatide 7 1 [FILL BG5Sz,

2.74.1.21 & < DERER
2741211 GPGO iHE&

GPGO #ABRTiX. 636 BINEMEREIM I, WEEEA 1 BILL EREG Sz (tirzepatide 5 mg
B : 159 B3], tirzepatide 10 mg B¥ : 158 fi, tirzepatide 15 mg & : 160 5], 7 = F 7 /LF K 0.75 mg
B 159 61) , FHRRERHIIX, tirzepatide 5 mg i C 48.2 HfH], tirzepatide 10 mg #%C 47.0 ¥ i,
tirzepatide 15 mg #£C 474 ], T =27 7 /VF K 0.75 mg #£ T 494 B TH - 7= (GPGO RBRIA
Briafhdi s (45 5.3.5.1.8 TH] Figure GPGO.4.1, Table GPGO.4.10) , JRBRIKD R HIIL
GREETHEEIL T,
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tirzepatide

2741212 GPGP HE&

GPGP 7B Tl 443 BINIIEA BN X Hu, tirzepatide % 1 [BIPL E#E G- & i7- (tirzepatide 5 mg
B @ 148 3], tirzepatide 10 mg #F : 147 fil, tirzepatide 15 mg Bf : 148 i) . “FXng@EHHEIX
tirzepatide #£C 48.3 W] TH VU | tirzepatide 5 mg FE T 49.2 H[E., 10mg FET 49.7 B, &U\
15mg BET 462 HHTh -7 (GPGP iBinEifhimE = [ 5.3.5.2.1 ] Figure GPGP.4.1,
Table GPGP.4.18) . Tlrzepatlde DOEENEGE WML, BGHEF CTHELL Ty, Tirzepatide D 2FH
R AR (NHF) 1L, tirzepatide 5 mg B¥ & tirzepatide 10 mg #E CHAL L CTE U | tirzepatide 15 mg
FETIXOTNITEN T,

274122 &N
27.41.2.2.1 FEIMT T RABHBROGEREN (AST)
Ba Dt RIL, R DNEAEAEIT T SN EGRICESWTER L,

718 75 tirzepatide, 235 #2377 A% 1 [BILL EF G-I 4172, Tirzepatide & % 5- S AL/ R
D HH 237 BiliE tirzepatide 5 mg #E, 240 BT tirzepatide 10 mg £, 241 13 tirzepatide 15 mg #£ T
STz, FHBREHIREIE, & tirzepatide £ T 36.6 B [H (tirzepatide 5 mg ¥ 37.7 W[H. tirzepatide
10 mg #F 37.1 #H tlrzepatlde 15mg & 35.0 ) . 7 BHREET 376 @ TH-7= (ISS [
5.3.5.3.1 IH] Table 1SS.4.1) , 4 tirzepatide #£ T 85.8% (tirzepatide 5 mg #f : 89.9%. tirzepatide
10 mg #f : 88.3%, tirzepatide 15 mg & : 79.3%) O#ERE )Y 38 HWHILLE tirzepatide & % 5- 341,
7 7?1‘%1"( 90.6% DHERFE 7% 38 WHILL L7 T B AR & # 5 Shlz, COVID-19 OHFRAIIRAT D 7=

(CHRASKRBEDIER ZFFAT 5 2 L & Lizlc®, e RKIREHIFIT 45 BF TH -7, COVID-19 (2
X 5,52@@%7@ XA RER OIRBRFE TG A E D COVID-19 appendix # 2D Z &,

2741222 AELBED-HDE 3HEBRDHEMHENT (AS2)

WREE DR RIT, HERE D EAE AR T S G E SN TER LT,

5119 23 tirzepatide Z 1 [BILL BG5Sz, ZdD 955 1701 i tirzepatide 5 mg #E. 1702 1%
tirzepatide 10 mg #, 1716 f5]iX tirzepatide 15 mg #:ThH > 7z, FEMRZEHIM L, 4 tirzepatide #£ T
48.1 #HfH (tirzepatide 5 mg BF : 48.7 W[H. tirzepatide 10 mg ¥ : 48.1 M A, tlrzepatide 15 mg Bf :
47.6 HE) Tho7- (ISS [45 5.3.53.1 TH] Table ISS.4.2) , 4 tirzepatide Ff T 46.4%DHKERA A

HMILLE tirzepatide %5 S iv7z, $G-FERITIL, tirzepatide 5 mg #£C 47.38%. tirzepatide
10 mg #C 46.24%, U tirzepatide 15 mg £ T 45.57% D #ERE 7Y 52 W[ LL L tirzepatide 2% 5- &
A7z, COVID-19 OHEFAIRAT DI DITHRAEKEDIER 7R T D T & & Liciow, e KiETEH
[Eli% 106 HH TH -7, COVID-19 (2 L 2 BOFMITAABROIGBIGIEHE H O COVID-19
appendix 2D Z &
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tirzepatide

27413 CGABRXZREMO O TR UVZ DM

274131  AO#HEFHFERUR—R S 4 VEREFNE

2741311 ArORE

2.7.4.1.3.1.1.1 GPGO B

GPGO EBRDOUEERE D N O EHFRVEME R R — 2 T 1 BRI, B GREM O LT
7o (F2732-4) o BYER 75.6%TH Y, FHHEEIT 56.6 mThH o7, 65 b EOBEREIIK
25%. 75 Lk EOPERE L 3% LT ThoTe, TRTOHBMEIIARNTH -7, FHEREIT
782kg TH Y, BMI OFHHEIL 28.1 kg/m2 TH o> 7-, HbAlc D FHIEIL 8.18% TH Y, T2DM D
I REMIEIL 5.9FETH o T,

27413112 GPGP 8%

GPGP HRERDWERE O N TR O — 2 T A VP BEEIT tirzepatide BER T LT
7o (F£2.732-14) . BHEDN 758%TH Y, FEFEEIL 57.0 ik ThoTo, T XTOHEREITAAL
ANTHoT=, VHIKREIL 77.5kg TH Y. BMI OFHEIT 27.9 kg/m2 T - 72, HbAlc D FHIMHE
1£8.6%CT&H V., T2DM DOV REBEHFNL 98 FETH -7,

2741312  GFAfER
LEAEPERAIZ N 7255 2 AH M OV 3 AHRRBR D4 E O N D REEHFRVRRE KR O — 2 T 1 AR
FePEI, BRBROBEREE CTHH L Tue, BRI TIX, DUT ORI REEVRRD bz,
e GPGK i BE TlE—2ATF A @ HbAlc 28 7.0%LL L 9.5%LL F DHERE DA TH-T-M, &
DAMDFT R TDOFERTITN—RZ T A > D HbAlc D3R/ 7.0%~7.5%7> 5 K 10.0%~11.0%
£ TORERF Z Mo AT,
e GPGK RBROEEHRF L, TOMDT X CTORER & bhl U C, FERIFE O FEHREM M A & b
F< . HbAlc OFEHMEN F IR > T2,
e GPGI BROWERF L, TOMOT X CTORER & Ll LT, BERIFO L REHM I KD
ol
e GPGL i, GPGH &k, &KUY GPGM Rk Tl X—A T A > ® BMI 8 25 kg/m2 LL_ DO
R EmOl, TOMORERTIZ, X—AT7 A O BMI A 23 kg/m2 LL EOHERF & FH 7
ATz,
e GPGM RBROMERE 1L, ZOMOT X TORBR L i LT, Flinmbm<. £72 65 7%
L EO#EERE OFIG B3 /b mnr o7,
LEAEPERAIZ I 725 2 AH M O 3 AHRRBR D4 E O N D REEHFRVRRE R O — 2 T 1 IR
FEMEIX ISS (56 5.3.5.3.1 5H) Table 1SS.4.5 IZEH L 7=,

2.7.4.1.3.1.2.1 FEIMT T RABHBROGEREN (AST)

AS1 O N OFERHFERFRE (R 2.74.1-4) KOWRN—R T A BRI (R 2.74.1-5) 13, &5/
[FCHIf LT, SRR 5737 CTH 0 | KPR LM TH > 72, HbAle DF-EIfEIL 8.13%,
BE RSP O T B O SEIME X 9.0 45, BMI O M 32.6 kg/m2 TH - 7=,
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tirzepatide

2.74 FRRAZE2NE

+ 27414 ANOFEZEREFE (AS1)
TZP S mg TZP 10 mg TZP 15 mg TZP_ALL Placebo

Parameter (N=237) (N=240) (N=241) (N=718) (N=235)
Sex, n (%)

Female 120 (50.6) 96 (40.0) 113 (46.9) 329 (45.8) 113 (48.1)
Male 117 (49.4) 144 (60.0) 128 (53.1) 389 (54.2) 122 (51.9)
Age, years

Mean (SD) 57.7(11.5) 58.1 (10.5) 56.7(11.8) 57.5(11.3) 56.9 (11.7)
Median 58.0 58.0 59.0 58.0 58.0
Min, Max 23, 83 30, 80 27,79 23, 83 18, 88
Age category, n (%)

<65 years 156 (65.8) 161 (67.1) 170 (70.5) 487 (67.8) 169 (71.9)
>65 years 81 (34.2) 79 (32.9) 71(29.5) 231 (32.2) 66 (28.1)
<75 years 226 (95.4) 230 (95.8) 237 (98.3) 693 (96.5) 226 (96.2)
>75 years 11 (4.6) 10 (4.2) 4(1.7) 25(3.5) 9(3.8)
Race, n (%)

American Indian or

Alaska Native 31(13.1) 32 (13.3) 31(12.9) 94 (13.1) 26 (11.1)
Asian 65(274) 64 (26.7) 64 (26.6) 193 (26.9) 60 (25.5)
Black or African

American 8(3.4) 6 (2.5) 9@3.7) 23 (3.2) 5@2.1)
Multiple 0 1(0.4) 0 1(0.1) 1(0.4)
White 133 (56.1) 137 (57.1) 137 (56.8) 407 (56.7) 143 (60.9)
Ethnicity, n (%)

Hispanic or Latino 54 (22.8) 62 (25.8) 60 (24.9) 176 (24.5) 53 (22.6)
Not Hispanic or Latino 142 (59.9) 144 (60.0) 135 (56.0) 421 (58.6) 143 (60.9)
Not reported 41 (17.3) 34 (14.2) 46 (19.1) 121 (16.9) 39 (16.6)
Region, n (%)

North America 50 (21.1) 50 (20.8) 49 (20.3) 149 (20.8) 49 (20.9)
Central/South America

and Mexico 42 (17.7) 40 (16.7) 42 (17.4) 124 (17.3) 40 (17.0)
Asia (excluding Japan) 18 (7.6) 20 (8.3) 18 (7.5) 56 (7.8) 17(7.2)
Japan 42 (17.7) 43 (17.9) 43 (17.8) 128 (17.8) 43 (18.3)
EU/United

Kingdom/Ukraine 85 (35.9) 87 (36.3) 89 (36.9) 261 (36.4) 86 (36.6)

Abbreviation: Max = maximum; Min = minimum; N = number of subjects in population; n = number of subjects
in the specified category; SD = standard deviation; TZP = tirzepatide.

F 27415 ~R—XF4KEERHME (AST1)
TZPSmg | TZP 10 mg TZP 15 mg TZP_ALL Placebo

Parameter (N=237) (N=240) (N=241) (N=718) (N=235)
HbAlc, %

Mean (SD) 8.13 (0.87) 8.13 (0.84) 8.04 (0.96) 8.10 (0.89) 8.21 (0.83)

Median 8.00 8.00 7.90 8.00 8.10

Min, Max 6.1,11.0 6.4,10.6 52,115 52,115 6.7,10.8
HbA1c, mmol/mol

Mean (SD) 65.36 (9.51) | 65.36(9.18) | 64.38(10.49) 65.03 (9.73) 66.24 (9.07)

Median 63.94 63.94 62.85 63.94 65.03

Min, Max 43.2,96.7 46.5,92.4 33.3,102.2 33.3,102.2 49.7,94.5
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TZPSmg | TZP 10 mg TZP 15 mg TZP_ALL Placebo

Parameter (N=237) (N=240) (N=241) (N=718) (N=235)
HbAlc category, n (%)

<8.5% 171 (72.2) 169 (70.7) 175 (72.6) 515 (71.8) 159 (67.7)

>8.5% 66 (27.8) 70 (29.3) 66 (27.4) 202 (28.2) 76 (32.3)
FSG, mg/dL

Mean (SD) 158.2 (46.3) | 157.4(47.3) 156.8 (47.8) 157.5 (47.1) 159.5 (42.9)

Median 149.5 149.3 147.7 148.0 151.3

Min, Max 46.0,316.0 | 61.0,329.7 52.2,505.0 46.0, 505.0 71.0, 300.8
FSG, mmol/L

Mean (SD) 8.8 (2.6) 8.8 (2.6) 8.7(2.7) 8.8 (2.6) 8.9(2.4)

Median 8.3 8.3 8.2 8.2 8.4

Min, Max 2.6,17.6 34,183 2.9,28.1 2.6,28.1 3.9,16.7
Weight, kg

Mean (SD) 91.3 (20.9) 90.3 (21.2) 90.8 (21.4) 90.8 (21.2) 89.5(21.4)

Median 87.0 87.8 89.5 88.4 86.5

Min, Max 44.6,175.0 | 52.6,154.8 43.1,198.0 43.1,198.0 52.0,171.0
BMI, kg/m?2

Mean (SD) 32.9 (6.5) 32.8 (7.0) 324 (5.7) 32.7(6.4) 32.5(6.2)

Median 31.2 31.3 31.7 315 31.8

Min, Max 21.9, 60.5 22.7,68.3 22.8,52.4 21.9,68.3 21.6,51.1
BMI category, n (%)

<27 kg/m2 35(14.8) 46 (19.2) 43 (17.8) 124 (17.3) 51(21.7)

>27 kg/m2 202 (85.2) 194 (80.8) 198 (82.2) 594 (82.7) 184 (78.3)

<30 kg/m2 94 (39.7) 100 (41.7) 88 (36.5) 282 (39.3) 94 (40.0)

>30 to <35 kg/m? 68 (28.7) 59 (24.6) 78 (32.4) 205 (28.6) 61 (26.0)

>35 kg/m2 75 (31.6) 81 (33.8) 75 (31.1) 231 (32.2) 80 (34.0)
Waist circumference, cm

Mean (SD) 108.1 (14.6) | 107.5 (16.0) 107.0 (14.9) 107.5 (15.1) 106.2 (14.9)

Median 107.0 105.0 106.0 106.0 105.4

Min, Max 74.0, 147.0 80.6, 154.0 71.7,167.0 71.7,167.0 67.0, 150.0
Duration of diabetes, years

Mean (SD) 9.2(8.2) 8.7(7.0) 9.2(7.8) 9.1(7.7) 8.8(7.9)

Median 7.7 7.7 7.6 7.7 6.8

Min, Max 0,38.7 0,30.9 0,35.1 0,38.7 0,39.7
Duration of diabetes, n (%)
<5 years 98 (41.4) 87 (36.3) 92 (38.2) 277 (38.6) 104 (44.3)
>5 to <10 years 39 (16.5) 64 (26.7) 55 (22.8) 158 (22.0) 42 (17.9)
>10 years 100 (42.2) 89 (37.1) 94 (39.0) 283 (39.4) 89 (37.9)
e¢GFR, mL/min/1.73 m2

Mean (SD) 90.5 (19.8) 89.6 (18.3) 90.2 (19.4) 90.1 (19.2) 88.9 (19.5)

Median 90.0 92.0 92.0 92.0 90.0

Min, Max 35.0,140.0 | 37.0,129.0 39.0, 144.0 35.0, 144.0 38.0, 138.0
eGFR group, n (%)

>30 to <45, 1(0.4) 1(0.4) 2(0.8) 4 (0.6) 4(1.7)

mL/min/1.73 m2

>45 to <60, 19 (8.0) 15 (6.3) 15(6.2) 49 (6.8) 18 (7.7)

mL/min/1.73 m2

>60 to <90, 95 (40.1) 96 (40.0) 92 (38.2) 283 (39.4) 93 (39.6)

mL/min/1.73 m2

>90, mL/min/1.73 m? 122 (51.5) 128 (53.3) 132 (54.8) 382 (53.2) 120 (51.1)
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Abbreviations: BMI = body mass index; eGFR = estimated glomerular filtration rate; FSG = fasting serum
glucose; HbA 1c = hemoglobin Alc; Max = maximum; Min = minimum; N = number of subjects in
population; n = number of subjects in the specified category; SD = standard deviation; TZP = tirzepatide.

27413122

FAELBED-ODE 3MHABRDHSHEN (AS2)
AS2 O N A FHEM (£ 274.1-6) L ONRN—Z T A U EBEM (£ 2.74.1-7)

(=

tirzepatide FE[H] CEIMr L T iz, SEBFERRL 582 i CTH VD . ZethiX 42.5% Th > 72, HbAlc D

PIEIE 8.31%, FBHIKIONYHIEIX 9.1 42, BMI OFHEIL 324 kg/m2 Th o7,

& 274.1-6 AO#fEHERI%HE (AS2)
TZP S mg TZP 10 mg TZP 15 mg TZP_ALL

Parameter (N=1701) (N=1702) (N=1716) (N=5119)
Sex, n (%)

Female 749 (44.0) 684 (40.2) 741 (43.2) 2174 (42.5)

Male 952 (56.0) 1018 (59.8) 975 (56.8) 2945 (57.5)
Age, years

Mean (SD) 58.1(10.4) 58.5(10.4) 58.0 (10.7) 58.2 (10.5)

Median 59.0 59.0 59.0 59.0

Min, Max 22, 86 22,91 21,91 21,91
Age category, n (%)

<65 years 1196 (70.3) 1173 (68.9) 1211 (70.6) 3580 (69.9)

>65 years 505 (29.7) 529 (31.1) 505 (29.4) 1539 (30.1)

<75 years 1632 (95.9) 1626 (95.5) 1649 (96.1) 4907 (95.9)

>75 years 69 (4.1) 76 (4.5) 67 (3.9) 212 (4.1)
Race, n (%)

American Indian or Alaska Native 116 (6.8) 116 (6.8) 115 (6.7) 347 (6.8)

Asian 413 (24.3) 415 (24.4) 405 (23.6) 1233 (24.1)

Black or African American 62 (3.6) 56 (3.3) 43 (2.5) 161 (3.1)

Multiple 10 (0.6) 15(0.9) 6(0.3) 31 (0.6)

White 1098 (64.6) 1100 (64.6) 1141 (66.5) 3339 (65.3)

Native Hawaiian or other Pacific 1(0.1) 0 5(0.3) 6 (0.1)

Islander

Missing 1 0 1 2
Ethnicity, n (%)

Hispanic or Latino 642 (37.7) 656 (38.5) 645 (37.6) 1943 (38.0)

Not Hispanic or Latino 705 (41.4) 705 (41.4) 709 (41.3) 2119 (41.4)

Not reported 354 (20.8) 341 (20.0) 362 (21.1) 1057 (20.6)
Region, n (%)

North America 330 (19.4) 329 (19.3) 327 (19.1) 986 (19.3)

Central/South America and 532 (31.3) 526 (30.9) 533 (31.1) 1591 (31.1)

Mexico

Asia (excluding Japan) 67 (3.9) 70 (4.1) 68 (4.0) 205 (4.0

Japan 349 (20.5) 348 (20.4) 351 (20.5) 1048 (20.5)

EU/United Kingdom/Ukraine 394 (23.2) 401 (23.6) 406 (23.7) 1201 (23.5)

Rest of the World 29 (1.7) 28 (1.6) 31 (1.8) 88 (1.7)

Abbreviations: Max = maximum; Min = minimum; N = number of subjects in population; n = number of
subjects in the specified category; SD = standard deviation; TZP = tirzepatide.
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tirzepatide
R 274171 R—=Z 54 VRBFHE (AS2)
TZP S mg TZP 10 mg TZP 15 mg TZP_ALL

Parameter (N=1701) (N=1702) (N=1716) (N=5119)
HbAlc, %

Mean (SD) 8.31 (0.97) 8.32 (0.95) 8.29 (0.99) 8.31 (0.97)

Median 8.10 8.20 8.10 8.10

Min, Max 5.8,12.2 5.7,12.2 52,158 52,158
HbA1c, mmol/mol

Mean (SD) 67.33 (10.60) 67.44 (10.38) 67.11 (10.82) 67.33 (10.60)

Median 65.03 66.13 65.03 65.03

Min, Max 39.9,109.8 38.8,109.8 33.3,149.2 33.3,149.2
HbAlc category, n (%)

<8.5% 1099 (64.6) 1065 (62.6) 1113 (64.9) 3277 (64.0)

>8.5% 602 (35.4) 636 (37.4) 603 (35.1) 1841 (36.0)
FSG, mg/dL

Mean (SD) 170.2 (48.0) 170.6 (48.1) 169.9 (50.6) 170.2 (48.9)

Median 160.3 161.0 162.0 161.0

Min, Max 46.0, 468.0 51.0, 482.8 20.0, 505.0 20.0, 505.0
FSG, mmol/L

Mean (SD) 9.4 (2.7 9.52.7) 9.4(2.8) 9.46 (2.7)

Median 8.9 9.0 9.0 9.0

Min, Max 2.6,26.0 2.8,26.8 1.1,28.1 1.1,28.1
Weight, kg

Mean (SD) 89.7 (20.5) 90.1 (20.6) 90.1 (20.5) 90.0 (20.5)

Median 86.7 86.6 87.2 86.8

Min, Max 44.6,227.0 48.6,200.9 43.1,211.8 43.1,227.0
BMI, kg/m?2

Mean (SD) 32.4(6.5) 324 (6.4) 32.5(6.4) 324 (6.4)

Median 31.3 31.3 31.6 314

Min, Max 21.9,85.6 21.5,68.3 22.6,76.7 21.5,85.6
BMI category, n (%)

<27 kg/m?2 348 (20.5) 353 (20.7) 352 (20.5) 1053 (20.6)

>27 kg/m2 1353 (79.5) 1349 (79.3) 1364 (79.5) 4066 (79.4)

<30 kg/m?2 681 (40.0) 684 (40.2) 674 (39.3) 2039 (39.8)

>30 to <35 kg/m?2 553 (32.5) 516 (30.3) 531 (30.9) 1600 (31.3)

>35 kg/m2 467 (27.5) 502 (29.5) 511 (29.8) 1480 (28.9)
Waist circumference, cm

Mean (SD) 106.8 (14.9) 107.1 (15.4) 106.6 (14.7) 106.8 (15.0)

Median 105.0 105.0 105.0 105.0

Min, Max 54.5,177.8 44.0,175.0 65.0, 180.0 44.0, 180.0
Duration of diabetes, years

Mean (SD) 9.1 (6.9 9.0 (6.7) 9.2 (7.0) 9.1 (6.9

Median 7.7 7.7 7.6 7.7

Min, Max 0,45.0 0,59.7 0,519 0,59.7
Duration of diabetes, n (%)

<5 years 560 (32.9) 541 (31.8) 576 (33.6) 1677 (32.8)

>5 to <10 years 509 (29.9) 558 (32.8) 491 (28.6) 1558 (30.4)

>10 years 631 (37.1) 603 (35.4) 649 (37.8) 1883 (36.8)
e¢GFR, mL/min/1.73 m2

Mean (SD) 88.8 (19.9) 88.7 (18.2) 88.7 (18.9) 88.7 (19.0)

Median 91.0 90.0 90.0 90.0
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tirzepatide
TZP S mg TZP 10 mg TZP 15 mg TZP_ALL
Parameter (N=1701) (N=1702) (N=1716) (N=5119)
Min, Max 22.0, 140.0 25.0, 151.0 26.0, 144.0 22.0,151.0
eGFR group, n (%)
<30, mL/min/1.73 m2 9(0.5) 1(0.1) 2(0.1) 12 (0.2)
>30 to <45, mL/min/1.73 m2 27 (1.6) 21(1.2) 26 (1.5) 74 (1.4)
>45 to <60, mL/min/1.73 m2 112 (6.6) 95 (5.6) 100 (5.8) 307 (6.0)
>60 to <90, mL/min/1.73 m2 647 (38.0) 711 (41.8) 703 (41.0) 2061 (40.3)
>90, mL/min/1.73 m? 906 (53.3) 874 (514) 885 (51.6) 2665 (52.1)

Abbreviations: BMI = body mass index; eGFR = estimated glomerular filtration rate; FSG = fasting serum
glucose; HbA 1c = hemoglobin Alc; Max = maximum; Min = minimum; N = number of subjects in
population; n = number of subjects in the specified category; SD = standard deviation; TZP = tirzepatide.

274132 HERERE
2.7.4.1.3.2.1 1 < DA ER
27413211 GPGO iB&
GPGO FABR T, =R T A URFITIFHTEVERE RIS MNRE 2 A L T 7o 0RE O TR R P

MERERE O BIE T LA WTIOIR TS RE D NBEE TH VD | & O IEHEFEPERE IR A IE 13378
L oTe (K 2.7.4.1-8) B OIEMEFEMERE RIFMEBEIE 2 A L TW I gBRE OFIA 1T,
tirzepatide i & 7 = 7 7 /LF R 0.75 mg BECTHELL L T/,

K2741-8 N—R5A4 VOBEREREVHROEYN (REMBITAREM) (GPGO HER)
n (%)
Attribute TZP Smg | TZP 10 mg | TZP 15 mg | Dulaglutide Total
(N=159) (N=158) (N=160) 0.75 mg (N=636)
(N=159)
Nonproliferative retinopathy (left eye)?
Mild 8 (5.0) 12 (7.6) 12 (7.5) 10 (6.3) 42 (6.6)
Moderate 2(1.3) 0 2(1.3) 0 4 (0.6)
Severe 0 0 0 0 0
Nonproliferative retinopathy (right eye)?
Mild 9(5.7) 11 (7.0) 9(5.6) 9(5.7) 38 (6.0)
Moderate 1(0.6) 0 3(1.9) 0 4 (0.6)
Severe 0 0 0 0 0

Abbreviations: n = number of patients in the specified category; N = number of patients who were randomized
and received at least 1 dose of study drug; TZP = tirzepatide.
a  Based on dilated fundoscopic examination performed by an eye care professional (ophthalmologist or

optometrist).

27413212 GPGP E&

GPGP AR T, =2 T A VIRFIOIEHIEVERE RIRBUE 24 L TR D inlR 2 L2 e LT e
S T HRBRE TlE. FEIETEMENE R IR HENRE O B B IIRER A TH U | i L O FEHETEMERE R I
MEEE IR Dotz (R 2.74.1-9) , B OIEHFTEMAHE RIS HEBYE 2 4 L T ERE o
FEE, EAOWTIOIRTY tirzepatide FEM THELEL L T 7z,

N— 2T A R HE RS R IR HENSE ST RPN AR 2 A L TR 1TV o 7o,
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£2741-9 XR—XASA VOHEREREDEROEN (XEMMITHREH) (GPGP HER)
n (%)
Attribute TZP S mg TZP 10 mg TZP 15 mg Total
(N=148) (N=147) (N=148) (N=443)
Nonproliferative retinopathy (right eye)2
Mild 20 (13.5) 27 (18.4) 18 (12.2) 65 (14.7)
Moderate 1(0.7) 1(0.7) 5@3.4) 7 (1.6)
Severe 0 0 0 0
Nonproliferative retinopathy (left eye)2
Mild 24 (16.5) 29 (19.7) 19 (12.8) 72 (16.3)
Moderate 1(0.7) 1(0.7) 5@3.4) 7 (1.6)
Severe 0 0 0 0

Abbreviations: n = number of patients in the specified category; N = number of patients who were randomized

and received at least 1 dose of study drug; TZP = tirzepatide.

a  Based on dilated fundoscopic examination performed by an eye care professional (ophthalmologist or

optometrist).

2741322
27.413.2.21

Cia=pi)
F 3T S RAREBROGEENT (AST)

ASI T, =R T A ARSI RIHBIIE £ 4 L T R 1L, KIS EIE T o
7 (274.1-10)  RIKT S GIASKBEEIE @) SUIRRIERIREEBOE (161 A4 L Th

D, b OHERE X

ko

=

o~

:2741-10 R—XAS5A4 VOBEREREDHERDEL (AS1)

Bk ThoTe, Z0 5 PIOFEMIZ, FRBROIBBRBEHREELSZROZ

TZP S mg TZP 10 mg TZP 15 mg TZP_ALL Placebo
Retinopathy Status (N=237) (N=240) (N=241) (N=718) (N=235)
n (%) n (%) n (%) n (%) n (%)
Macular edema 1(0.4) 0 0 1(0.1) 3(1.3)
Proliferative retinopathy 1(0.4) 0 0 1(0.1) 0
Nonproliferative retinopathy
Mild 26 (11.0) 19(7.9) 23 (9.5) 68 (9.5) 26 (11.1)
Moderate 9(3.8) 6(2.5) 72.9) 22 (3.1) 7 (3.0)
Severe 1(0.4) 1(0.4) 0 2(0.3) 0
Total 36 (15.2) 26 (10.8) 30 (12.4) 92 (12.8) 33 (14.0)
Total retinopathy 37 (15.6) 26 (10.8) 30 (12.4) 93 (13.0) 33 (14.0)
Abbreviations: N = number of subjects in population; n = number of subjects in the specified category; TZP =
tirzepatide.
Note: Total retinopathy represents the number of patients with either proliferative or nonproliferative
retinopathy.
27413222 AELBED-HDE 3HEBRDHEHET (AS2)

NR— 2T A CIEPETENERE IRIFHAIRE 2 4 L TN - AS2 OHBRE 13, KEBSMNERETh - 72
(£ 2.74.1-11) , 2K T 12 BINEBEVEIE (11 #]) SUTEEtEsERmmEEE (1 6) 2FL Tk

D, ZNHOERE X

Zk
N— o

=

o~
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274111 R—=XASA4 VOHEREREDHERDEL (AS2)
TZP S mg TZP 10 mg TZP 15 mg TZP_ALL
Retinopathy Status (N=1701) (N=1702) (N=1716) (N=5119)
n (%) n (%) n (%) n (%)
Macular edema 4 (0.24) 3(0.18) 4(0.23) 11(0.21)
Proliferative retinopathy 1 (0.06) 0 0 1 (0.02)
Nonproliferative retinopathy
Mild 201 (11.82) 185 (10.87) 213 (12.41) 599 (11.70)
Moderate 42 (2.47) 45 (2.64) 52 (3.03) 139 (2.72)
Severe 2(0.12) 3(0.18) 3(0.17) 8 (0.16)
Total 245 (14.40) 233 (13.69) 268 (15.62) 746 (14.57)
Total retinopathy 246 (14.46) 233 (13.69) 268 (15.62) 747 (14.59)

Abbreviations: N = number of subjects in population; n = number of subjects in the specified category; TZP =

tirzepatide.

Note: Total retinopathy represents the number of patients with either proliferative or nonproliferative

retinopathy.

274133
2.7.4.1.3.3.1

ZDHDOEEFE
BIEER U & HHE
BEAEIRE L, H A KOV A BRIERG A LRI CTH L FREE
BOHEZ, BHANFRERGEAURTTHY |

H LI bflkleh T o FR EE
WETEIE K OB OHE 2 A3 2 $R A O BIE L OVEI&

PT Z L& GRERNZER LT,

X512 FDA OB =

2.7.4.133.141H) .

WS

il%&ﬁﬁ%‘%i&&(ﬁ%ﬂé\%gn@ L7z,

27413311
274133111

8 < D ER
GPGO iRER
GPGO B DT X TOWERE N 1 DLL EOBEFRE T AIHELZ A LT = (GPGO

LT,

MR A 3B BUS B LT H 2 FR U

& OHE (58

LT,

IX. MedDRA %\ T3

2.7.413.3.13 1)
IR s (% 2.7.4.1.3.3.1.5IE) DAL X T A PHEIZ SV T, ﬂﬁl%u

. MR EER

LR Z T2 SOC ND

=8 e

(/rh*

BRI BRG

fhE (55 5.3.5.1.8 ] Table GPGO.8.7) . Wiy SAVIZBEAEE UG IHEIC, HEGHEM THE
TREBENEIRD DI -T2, GPGO B TliX, T2DM ZBR\\ T, LT OREERE T A DHE %
HLTWHEERE OEEIL 10%LL ETH -7,

o JEERHIE : 643%

o EIME : 52.4%

o IET NV LMERIMERTEE R © 22.0%

o FEIMET LALX— 1 21.9%

o ERFEIMIE : 18.6%

o HWNE:132%

o JEWIRTF : 11.6%

o PERIEMERIE : 10.8%
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274133112 GPGP 8%

GPGP RO T X COWERZE N 1 LI EOBEAE X IIAIHEE A L T 7= (GPGP RERTEERIR
s (55 5.3.5.2.1 IH] Table GPGP.8.6) , #f5 S 7-BEERE X ILEOHEIL, tirzepatide BE[H T
AL L T\ 72, GPGP B TiE, T2DM ZBR\\ T, DL F OB X ITAIHEEZ A L T - iR
DEIEIZ10%LL ETH o T,

o JEERFIE : 71.1%

e EIMJE : 60.5%

o FET I MERERERTR G  29.8%

o  FHMT LIILF— :269%

o HEIRIFMERME : 20.3%

o HNME : 18.7%

o EIRFEIMIE : 17.2%

o BEPRIFNHEBYE : 16.7%

2.7.4.1.3.3.1.2 Gr &R
2.7.4.1.3.3.1.2.1 FEIMT T RABHBROGEREN (AST)

BIRTREEL (£ tirzepatide Bf : 55.8%. 7 7 ©AREE : 53.6%) OHEERE D 1 LI EOBEERE %
H LT\ (ISS [# 5.3.53.1 1] Table 1SS.4.12) . ASI1 Th b %< #i S 7= BEEED SOC 1%
R LOWEHLE ) THhY, 2O THRrH o7z PTIZIASELIRR (4 tirzepatide #f : 11.1%,
7T 2AREE 85%) Thoilz, BRI, M CEHEEREWTRD bR >7-, SOC [H
IEkEE ) OMERAZ AT DR EOEISICT T REE (1.3%) L4 tirzepatide B (5.6%) OfT
RIS D B A=A, % D PT Tl ERFRAICER D & 5 A BHITFR O b iznoTz,
TRCOWHRHE N 1 LU EOEPHEZA LTz (ISS [ 5.3.5.3.1 1] Table 1SS.4.13) , ASI
ThibLZ<MESNTAIHED SOC 1T MU LUORERE) Thy, TOFTRLEN-T-
PT (FIMEE R EIE (4 tirzepatide Bf : 35.0%., 77 BAHE : 26.8%) . KUNTHEG (42 tirzepatide
BE:30.5%., 7T BARRE:27.7%) THhotz, RICEL WESHIEADHED SOC X i
ThHY, TOHFTRLEZN->7 PT IIEME (£ tirzepatide £ : 64.9%., 77 &AREE : 68.5%) T
bolz, BOHEICHRGHM CEEREVITRD Lo,

274133122 AELRO-HDE 3BHBROHEMRT (AS2)

ERTHRNH (4 tirzepatide B : 55.9%) OWEREN 1 SLL EOBAEREEZA LT (SS [
5.3.5.3.1 3] Table 1SS.4.14) ., AS2 T b % < @& SNTBEEEED SOC 1% SiEHis L ONRHLE )
ThHOH, TOPTHRHE o7 PTITFERE (4 tirzepatide B : 14.1%) Tho7-, BAEEEIC,
WM CTEREREVIED bR - T,

TRCTOWHRHEN 1 LU EOEPHEZ A LTz (ISS [# 5.3.5.3.1 1] Table I1SS.4.15) , AS2
T bLZHMESNTAIHED SOC 1T MU L ORERE) THhy, TOFTHbLEN-T-
PT I3RE R FIE (4 tirzepatide Bf : 45.1%) . WTHEH (4 tirzepatide B : 25.7%) Th o7,
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WICE Wl SN BHHED SOC 1% TEREE ] THhy, TP TRLE -7 PT [TmiflE
(4 tirzepatide £f : 68.9%) Th o7z, SOHEICEGHEME CEHE/LEWITRD LR T2,

27413313 FERR S BHE DBEERE R V& HHE

B DRI & DHE O BEERE K OB OHEIL, L FORBRE AW TER L,

o EMERSHE PT (3 2.7.4.7-7)

o =—a—uXF—fH# PT CKitE=a—0F— H=oa—nXF— A= a—n1
RF— ENEPERME, RS 2 —a R F— BRI = 2 — 1 )

o BE
- SMQ BMEB A4 (20000003) DRl HzE
- SMQ MEVEEMEE]  (20000213) ORI HIFE
- BEBSE PT (HESRIFMERE, BIE)

2.7.4.1.3.3.1.3.1 18 < DEHER
GPGO R

GPGO #k Tix, &K T 23.7% (tirzepatide 5 mg & : 20.8%, tirzepatide 10 mg #¥ : 19.6%.
tirzepatide 15 mg & : 26.9%., 7 = 7 7 /VF K 0.75 mg &f : 27.7%) O#ERE N, FERPH A DHEDORE
EFESUIEPHEZ A L Tz (GPGO BTGB L A &[4 5.3.5.1.8 B Table GPGP.8.10) .
GPGO B Tl b £ < W SN TR & OHE OB EE ST ADHED SOC X B i L OURIK R
] (132%) T, TOHTRGLED o7 PT ITHERFMEBE (108%) Tholz, WICE L HE
NI BERIF A OHE OBEERE SUTAOHED SOC X TRFEE ) (108%) T, ZOHFTHRLE M-
7= PT I 3HERIFMIDE (9.0%) Th o7z, BERIFEOHEDBERE SUIEOHEIC, HEGHEM CEE
IREWVTRRD bR o T,

GPGP R

GPGP #ErTliL, &K T 167 1 (37.7%) (tirzepatide 5 mg #f : 41.9%. tirzepatide 10 mg #¥ :
36.1%. tirzepatide 15 mg Ff : 35.1%) 73, HERIA A DHEDOBAERE I EDHELZ A L Tz (GPGP
ARERIGBR I FE A [ 5.3.5.2.1 TH] Table GPGP.8.9) , iF SN 7=BERIE A OHE O REAERE XX
EOHEIL. tirzepatide BEH THEEL L T 2, GPGP ikBR T b % < #E S = BEIRIH A DHE O BEE
JE I EPHED SOC 1% B8 L OURKEEE | (10051 [22.6%] ) T, ZOHF THbHEh o7 PT
TEBEIRIGTERE (90 B [203%] ) Th otz WITZE < W S AVIZBERF & DHE O BELIRE ST &
OHED SOC 1% TIRFES) (83 fl [18.7%] ) T. ZDOH TR b L -7z PT IIWERFEMEIE (74
Bl [16.7%] ) Thotz, FERFEDHEDOBERE I AIHEIC, B G5 REFE CEEREWVITED S
N oi=,

2.7.41.3.3.1.3.2 Gr &R
% 3T T R RRBROHEAFT (ASD)

EIRTH 445D 1 (£ tirzepatide B : 26.9%. 77 ©REE : 25.1%) OWERE IS, FERIFE A OHE
DR SUIAOHELZ A LT (ISS [#5 5.3.5.3.1 TH] Table ISS.4.16) , AS1 Tix b2 < #Hik
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

SNTHERIS & PHEOBERESUI A HHED SOC 1% TRFEE ] Th o7, BERIH G HHE D BETEE
XIFEPHEIC, BEGFEH THEREWITRD bRl

RELBDO - DOFE IHRBROHEMHT (AS2)

EIRTHI 350D 1 (32.5%) OHERE D, HERINE OHEDBEE U EIHEZ A L Tz (SS
(5% 5.3.5.3.1 BH] Table ISS.4.17) . AS2 T b % < #i5 S M7 WEIRIA & OHE O BRI LA OHE
® SOC 1% TIRKEE) Tholo, FERFGOHEOBERE T ADHEIC, BRI CREZEV
RO BRI T,

27413314 BEREEEOBREERUVEHE

BEE, MRS, BEOBIEOIRE G TIREEBOBEELOAPHEL, B FORERZ M
THER LT,

o SMQ [MHZFERSHIFETE )  (20000124) OPIkHGE

e SMQ IMHEREE] (20000125) DRl HqE

o SMQ MEFABIES HKEE ) (20000127) OB

2.7.4.1.3.3.1.4.1 18 < DEHER
GPGO R

GPGO A Br CTix. £1KT 6.8% (tirzepatide 5 mg #f : 3.8%. tirzepatide 10 mg #f : 8.9%.
tirzepatide 15 mg ¥ : 8.1%. 7 =7 7 /VF K 0.75 mg ff : 6.3%) OHERE D, FHFEH B OREERE X
FEPHEZA LTz (GPGO BRI LA & (5 5.3.5.1.8 ] Table GPGO.8.8) . GPGO
AR TS SN R B OB UIAIHED £ 7 SOC X THFIRE RS (6.4%) T. %
DHF TR L E -T2 PT IZIRAIE (5.0%) TH-o7-, SOC FILERES | ofticid, SOC 4
Bl JOWRMLE ] CIRFETIFR (1.1%) OBEAERE I ADHE DS @S S vl IHFER B o BEERE
IEEDHEIC, HERM CHEEREWVITRD b7,

GPGP B

GPGP #BRTld, 2T 22 ] (5.0%) (tirzepatide 5 mg & : 4.7%. tirzepatide 10 mg & : 6.1%.
tirzepatide 15 mg #f : 4.1%) OHERE A, NHFEREB OB EREXIIEIHEL A L T (GPGP 3R
TRERIRIE SIS E [55 5.3.5.2.1 TH] Table GPGP.8.7) ., MHZERBOMEAIE I AIHEEZA L T\
BeERH OEIGIL, tirzepatide FEM CHELL L Tz, 22 BIABIAY SOC THFAHE RFEE | OREALRE X
FEPHEZALTEBY., 20556 20 6 (4.5%) CTHEAEN®RE SN, £72, 3 il (0.7%) T
SOC MRt L OWRMLE | OBEERE XTI A HENSHE S, RFEREOBEERE T A IHEIZ,
WM CTEREREVIED bR - T,

274133142 Gr &R
% 3T T R RRBROHEAFT (ASD)

BRTH 105D 1 (4 tirzepatide B : 13.4%, 77 ©AREE : 10.2%) OWERF 2N IHFER B OREE
JES I ADHEER A LT/ (ISS [#5 5.3.5.3.1 TH] Table 1SS.4.18) , AS1 T b #HEIhi-
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LY3298176 (2 FRUBEIRIS) 2.74 BERMZE 2

tirzepatide

RHFER RO MR UIAGHED SOC 1% MEB L UOWRHMLE ] Th-o7-, HEREDOEEFREX
WXAOHEIZ, BERIE CTEHEREWITGRD Lo T,

REMB O DHE 3HRBROUEMIT (AS2)

BART 143% D HEERFE DRI B O BEEIE XA PHELZ A L Tz (1SS [# 5.3.5.3.1 4]
Table 1SS.4.19) ., AS2 T b % < Wi ST MBSFERBOBALEE UL A IHED SOC 1T M FlEs &
OWRHLE ] Tholz, IRFREBOBITE I EIHEIC, M CEEREVITEED bR

277,

27413315 DIEREOBRERRVLMERD ) XY AF

A7) —= 2 7 RPERE D eCRF (ZREER S U7 D ME R B OREERE (B OAFIZE, NYHA O
BOEOZ 72 U b M 28042, ULEMMHEMAET) TomEREEDOZOMD Y X7
K+ (miE, BEREEE, RIEEIRESEZR L) ICBEST 2B HRE N L7,

2.7.4.1.3.3.1.5.1 18 < DEHER
GPGO R

GPGO #RERTlX, AR THIRE O 524% 03 miMEZ | 8.2%MNIEE BEIEZ ., 4.4%7%0 & R E
DEEEEZ R—RA T A VA LTz (GPGO RBRIRBRRFE S E [ 53.5.1.8 HH] Table
GPGO.8.9) o "= T A L DOLMERD Y X7 NI, HFGHEHE CTEEREVIIR D bIRmn

277,

GPGP B
GPGP B Tld., 2T 268 il (60.5%) @itz 41 B (9.3%) BIFERFIEL. 23 fi
(52%) MLMERBOPEREREZ RX—2 T A VBHIZA LTV (GPGP RERIEBRFFE R A £ [
5.3.5.2.1 IH] Table GPGP.8.8) , N—A T A L O MERD U A7 NI, LR CHEE /0 E
WEERD b o Tz,

274133152 Gr &R
% 3T T B RRBEBROHEAFT (ASD

ASl Tl b < HESNTOLMERO Y X7 [HFIXmME (& tirzepatide # : 64.6%, 77 &
REE :67.2%) ROFNREBRHEIE (£ tirzepatide £ : 59.5%. 77 BAREE : 553%) Tholo, 2fF
DK 10 53D 1 (4 tirzepatide Bf : 12.7%., 7T B REE : 9.4%) OFEERE D 1 SLL OIS 5
OREFEREZA LTz (ISS [5 5.3.5.3.1 ] Table 1SS.4.20) . X—A T A L DLMEFZRD Y A
7 RFIT, BRI CHEBEREVITED IR 5T,

HELRB DO DE IHRBROHEMHENT (AS2)

AS2 TR b E < HESINTOLMERO Y A7 [KRFiXmiE (& tirzepatide # : 71.9%) K& UME
BEEE (4 tirzepatide B : 65.7%) Th o7z, KT 28.9%DHERH D 1 DLL LDl EHEED
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

BEEREZ A L TCuW= (ISS [ 5.3.5.3.1 ] Table 1SS.4.21) ., _X—ZA T A L DOLMEZRDY 27
712, #EGHER CHEEREWIRD bRhoTz,

2741332 HtAE

2.7.4.1.3.3.2.1 18 < DEHER

2.7.4.1.3.3.2.1.1 GPGO B

GLP-1 2 ERAEEIEKIC K 2 BTG HRE

GPGO B CIE, TRBRSEHEFTEE CHANIAE L-RAMEHEIC L Y . GLP-1 ZFIEERERIC X
L ANREEO & HRE A AN N L & LT,

NR—2F A VEREOPRE

2IRT 723%D#ERHE  (tirzepatide 5 mg #f : 74.2%. tirzepatide 10 mg & : 70.3%. tirzepatide
15mg #f : 72.5%, T 27 7 VF K 0.75mg & : 72.3%) B_X—RA T A VB 1 DL EOFHEEE
i LTz (GPGO iBRIRB RS E [55 5.3.5.1.8 1] Table GPGO.8.12) ., & HE o7
— 274 VEEOOFHEITr AN ZF o (151%) THH, RNTT e Y E Y (14.0%) KO
RIVIRZZF 2 (71.9%) DIETH -7,

e 5-BaRt: OOFRZEK

2IRT 89.8%DH#ERHE (tirzepatide 5 mg #f : 89.3%. tirzepatide 10 mg & : 86.7%. tirzepatide
15 mg # : 90.6%. 7 =7 Z/VF K 0.75 mg Bf : 92.5%) MEEBIAAEIC 1 LI EDOPET R 2 ]
LT, b EDo R ERMBEOIRIETA Tz P U7 F 2 (206%) THYH ., KW
TrXY TR Ty (187%) . RANRAZF L (165%) . KOT ATy (164%) DIET
HoT,

274133212 GPGP 8%

DrREE & UCHER L2 D sk T3

TRBR ST EIZAEV Y tirzepatide & OPFFIFRIE & UCHEH L 7R 0 fbEks 738X SU 3K 129 i
(29.1%) . a-Zva v —VHEK 64 5] (144%) . F7 V%K 63 il (142%) . SGLT-2
PLEFE 63 61 (142%) . €277 A FE 6241 (14.0%) . KOV = K624 (14.0%) Toh-
776

GLP-1 ZFMEENIRIC X B RTTEREE
GPGP B Cl., 1RBRFENFHEE CHEANIRE LI-BRAMEEIC LY . GLP-1 ZAREIEEERIC X
DHNBRED & DR E A AN & & LT,

NR—2 5 A VEREDOPFRE

GPGP RER DT X TOHERE (443 ) BRX—R T A VT 1 DLLEOPFHIEZFEH L T
(GPGP RBRIRBRMATE A E [45 5.3.5.2.1 ] Table GPGP.8.10) ., Tirzepatide & DL L L
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

T LR O S THRABRWT, b EhoT-_N—Z2 T4 VIFOJFREKIZ e AR ZF
(18.7%) THYV, IRNWTT L2a T EY (13.8%) KX NNZAXTF > (11.5%) DIETH -7,

e 5-BaRt: OOFRZEK
GPGP RO T X ToOHERHE (443 ) NHEEHHEZIZ 1 DL EOPFHIEZMEH LTz
(GPGP RBRiRE e 5E (45 5.3.5.2.1 1] Table GPGP.8.11) , Tirzepatide & OFFFIRIE L L
T U722 0 B TR A RN T, b E 0o R G BRMH OIS v 7 v v U 7 F
v (223%) THH, WNTRANRZZTF Y (190%) . eXY7e 7=y (149%) . LOT A
nYEr (14.7%) DIETH -T2,

2.7.4.1.3.3.2.2 Gr &R
2.7.4.1.3.3.2.2.1 FEIMT T RABHBROGEREN (AST)
GLP-1 S ERAEEIERIC K 2 BTG HRIE

EIROK 10 53D 1 (4 tirzepatide B : 7.9%., 77 B AREE : 11.9%) OWERE DS GLP-1 ZFIAKME
BRI L D ANAREA A LT\ (ISS [# 5.3.5.3.1 1H] Table 1SS.4.22) , b %0 ~>7= GLP-1
ZRMEEIERIZY 7 7 VF K (£ tirzepatide Bf : 4.2%., 77 BAREE : 6.0%) THY, KN TT =
Z 7 VF K (& tirzepatide £f : 3.3%. 7 7 BAHREE : 55%) KOV 2 EFF K (£ tirzepatide
B 13%. 7 78RR 1.3%) THo7z, GLP-1 ZRMBRIEEIERIC X D RiTAEIEZ A7 2 H5E o
EAIT, BRI TR L T,

NR—2F A VEREOPRE

2T 80%LL_ EDOWRERE (4 tirzepatide B : 81.5%. 77 BAREE : 83.4%) NR_X—R T A HRC
1 DL EOPEAFEAZMFH LTz (ISS [4 5.3.5.3.1 1H] Table 1SS.4.23) ., Tirzepatide & O ff %
e UCTHER L MBERE TEREBRN T, mbEDoT20FHZEIET AR ZF 0 (4 tirzepatide
B 213%, 77 BAEE187%) THY, W TT LV (£ tirzepatide Bf : 17.4%, 77
TAREE 0 19.1%) . TEFAY U FILEE (£ tirzepatide B : 152%., 77 ©AREE : 14.0%) . KO
vt RarzraF7 YR (4 tirzepatide £ : 10.2%, 77 EAREE : 11.5%) Tholo, X—RATF7 A4
RO PF RO AR BUL, #GREE TR B Teatfli L T\,

B 5-BaRtE OOFRZEK

2RT 90%LA EDOWEERE (4 tirzepatide Bf : 91.2%. 77 B AREE 1 91.9%) N 5BRLEZIC 1o
VL EOPFRZEZEH LTz (ISS [% 5.3.5.3.1 ] Table 1SS.4.24) , Tirzepatide & OOF L &
UCEA L7 mbsfs FRRERWT, b EDo R GHBBOFARIZT "2 xF v (£
tirzepatide #f : 22.3%. 77 EAREE : 20.0%) THY, WNTT LT B (4 tirzepatide #F :
184%., 77 ®AREE :217%) . TEF NI U FEE (£ tirzepatide £ : 15.9%., 77 BREE -
162%) . MO FeZonF 7V R (£ tirzepatide £f : 10.6%. 77 BREE : 12.3%) THo7-,
B 5B OPFAEOf AR, BTl L TR, X—2J 1 VR EHEBIL
Tz,
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

274133222 AELRO-HDE 3BHBROHEMRT (AS2)

GLP-1 2 ERAEEIZIC K 2 BTG HRE

BIRT 7.0%DHERE (4 tirzepatide #E) 7% GLP-1 ZAFARIEENEKIC L 2 EIEEZ A L T\
(ISS [#% 5.3.5.3.1 TH] Table 1SS.4.25) . b Z N >7- GLP-1 ZHEKFEBHIILT 27 7 LF R
(4.0%) THYH, WNTYZI7ALF R (1.8%) KOT=FEFF R (08%) Tholz, GLP-1 %
RVEBNIRIC K 2 RNRRIE 2 A T 288 OFIS 1L, KGR Tl L T,

R—2 A VEEOHRAE

BIRT 94.8% DR (4 tirzepatide ) 28— 2 F A VT 1 DL EOPEHFEAZEH L T
7= (ISS [#55.3.5.3.1 T&] Table ISS.4.26) , Tirzepatide & OOFFAMEE E LT L 7= bk FIR%
BRNT, b E0 o T O0FHIRILT AR X T2 (254%) THY ., IRWTT BFLH U FILER
(24.9%) . 7TLArTEY (151%) KORARZRZTF (13.9%) Thol, ZHbOPHIED
il FRIUE, #ERE CR BT L Tz,

e 5-BaRtE OOFRZEK

BIRT 97.7%DHERE (4 tirzepatide #) 255 EZIC 1 DL EOJFHEAEH L T
(ISS [%55.3.5.3.11H] Table ISS.4.27) , Tirzepatide & DOF M & LT L 7= Mk N3 % B
WT, L ED o EERBBOIFHAIEKITT L ARREZF 2 (269%) THY ., IRWNTT EF L
U FAE (263%) . TLrTEY (16.8%) . KOBRAANZXZTF L (153%) Thole, &5
BaAtE O OF SO AR, HEHMTRRBLRHE L TR, N—A T A UREEHELIL T
776

274134 HEREOAWR

TRTOHE 3 HRR T, HREIEBRIEDOF 5 1L AT OFFE S 7z bk I X 1%
(LAF o —J59) BRIGH DIRRAEMG T2 2 &2 Fies Lz, Tho0fEBRENL L, 1RBRE
S Et I ECHE LA E R O EEO TR COFHMBEE OF — % 2k L CIUET S 2 L & L
72

RER A PR LR 1, RBRo F Ik X0 RO EREBR R & (3R BB TIRBRIE O
Be G2 Lo mTReMEN B 5, ARTE T, 1RBRIEDO G- 1L K OFRBR O H E Ol F 122U TEAY
T %,

LAAMEFHII A2 9 BBROES 2 FH K OV 3 MR AR T, R O 77% BN IRREO R 5 %
SET L., 88%HNRERESE T L= (ISS [ 5.3.5.3.1 1] Figure1SS.4.1) ,

AEFRRLSN O E GEFAAREE. [FEREL RS EM O, Zofth) & X0 EEBSUTE
BRIRDOF 5% 1k L2 RE ONGRO—%& %, 1SS (5 5.3.5.3.1 TH) Table 1SS.4.28 |Z/R L7z, H
1B R 23 [F R SO TR BRI Y ERT O & s SIVTERI A L E 2 — LICHER, AFFRICK
DHIEDFREMEDR B EN TV DIEGNIDETH U | IBIFHTIIARZE &l Sz,

TRTOHE 2 LD 3 FHREBR CHEFSRIC LR UTIRBRIE DR 5.4 1k U7 BRE DR
DO—E % 1SS (5 5.3.5.3.1 1) Table I1SS.4.70 (27~ L7z,
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

BEB AT IZ W Tl 2 DOFRER TOMERE OWNERIZ. 4 5.3 IR LK RBR O 1ERAFE s &
EBRROZ L, AERELLDPIEOFEMITE 2.7.42.1.1 HIZR LT,

2741341 ArOREE
2.7.41.3.4.1.1 GPGO B
GPGO #HBRTIX, DR THEBERF D 96.7% 13 RZ7E T L, 88.1% P ERIEOREEZET LT
(32 2.7.4.1-12) , ABrA2 IR L7=#5RE OE S 134 tirzepatide BE X VT = 7 7 VT REECHEELL
THEY, RRIEOFEGEF I LWBREOEIRILT 27 7 VF FREL D 45 tirzepatide £ T < |
F 7z tirzepatide D HENEWIE E®mWMEAICH - 7=, 3R 1L X ONRERIEO G- OB B I3,
WIS AEFER, RERMER LT,
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LY3298176 (2 AHE R %)
tirzepatide

WERE DA (GPGO

2.7.4 FRIKH

®27.4.1-12
TZP 5mg
Disposition Event (N=159)
Randomized 159 (100.
Not Treated 0
Modified Intent to Treat Population 159 (100.
Completed Study 155 ( 97.
Completed Treatment 144 ( 90.
Without Rescue Medication 143 ( 89.
With Rescue Medication 1 ( O.
Discontinued Study Prior to the Primary Endpoint Visit 4 ( 2.
Reason for Study Discontinuation
Adverse Event 1 ( O
Lost to Follow Up 0
Physician Decision 0
Withdrawal by Subject 2 (1
Other 1 ( O
Discontinued Study at or after the Primary Endpoint 0
Visit
Discontinued Study Treatment 15 ( 9.
Reason for Treatment Discontinuation
Adverse Event 12 (7
Lost to Follow Up 0
Physician Decision 0
Protocol Deviation 1 ( O
Withdrawal by Subject 1 (0
Other 1 ( O

.3)
.6)

4)

.5)

.6)
.6)
.6)

TZP 10mg
(N=158)

( 10.

.4)
.6)

.6)
.2)

.6)

1)

.5)

.9)

FAER)
Dulaglutide
TZP 15mg 0.75mg
(N=160) (N=159)
160 (100.0) 159 (100.0)
0 0
160 (100.0) 159 (100.0)
155 ( 96.9) 154 ( 96.9)
136 ( 85.0) 145 ( 91.2)
135 ( 84.4) 137 ( 86.2)
1 ( 0.6) 8 ( 5.0)
5 ( 3.1) 5 ( 3.1)
2 ( 1.3 4 ( 2.5)
0 1 ( 0.6)
0 0
3 ( 1.9 0
0 0
0 0
24 ( 15.0) 14 ( 8.8)
16 ( 10.0) 9 ( 5.7)
0 1 ( 0.6)
1 ( 0.6) 0
1 ( 0.6) 2 ( 1.3)
6 ( 3.8) 2 ( 1.3)
0 0

Total
(N=636)
636 (100
0
636 (100
615 ( 96
560 ( 88
550 ( 86
10 (
21 (
8 (
1 (
1(
10 (
1(
0
76 ( 11
53 ( 8
1( O
5( 0
4 (O
12 (1
1 ( O

.9)

.3)
.2)
.8)
.6)
.9)
.2)

p-Value
overall*a

.801
.183
.479
.001

oooo

o

.801

.507
.748
.248
.112
.748

OO0 ooo

NC

Abbreviations: N = number of subjects in analysis population; n =
tirzepatide.

number of

subjects within

category; NC

not calculable; TZP =

Note: Percentage of Patients in the specified category is calculated based on the planned treatment number N as denominator.
*a - p-value for overall treatment effect are analyzed using Fisher's Exact test.

43



LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

27413412 GPGP =&k
GPGP RER Clx, 2R THERE D 1% NREBREZE T L, 89.8%NIRBIEDOK G 25T LTz
(#2.74.1-13) , REBRLOVEBRIROEZ G Z ik U748 E OEIA 1T tirzepatide D FH R mWVIE E

REVHMICH o7z, BT IEE RBRE OB G TIEOBHIZ, WTFhLbAERRIRH L,
RN TRBERERZ o T,
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LY3298176 (2 FRUBESRIS) 2.7.4  FEIRH
tirzepatide

* 2.7.4.1-13 #HEREDAR (GPGP :A5&%)

Subgroup: All OAM

TZP 5mg TZP 10mg TZP 15mg Total p-Value
Disposition Event (N=148) (N=147) (N=148) (N=443) overall*a
Randomized 148 (100.0) 147 (100.0) 148 (100.0) 443 (100.0) NC
Not Treated 0 0 0 0 NC
Modified Intent to Treat Population 148 (100.0) 147 (100.0) 148 (100.0) 443 (100.0) NC
Completed Study 145 ( 98.0) 139 ( 94.6) 133 ( 89.9) 417 ( 94.1) 0.013*
Completed Treatment 137 ( 92.6) 136 ( 92.5) 125 ( 84.5) 398 ( 89.8) 0.037%*
Without Rescue Medication 137 ( 92.6) 136 ( 92.5) 125 ( 84.5) 398 ( 89.8) 0.037*
With Rescue Medication 0 0 0 0 NC
Discontinued Study Prior to the Primary Endpoint Visit 3 ( 2.0) 8 ( 5.4) 15 ( 10.1) 26 ( 5.9) 0.013*
Reason for Study Discontinuation
Adverse Event 2 ( 1.4) 5 ( 3.4) 11 ( 7.4) 18 ( 4.1) 0.031%*
Withdrawal by Subject 1 ( 0.7) 3 ( 2.0) 4 ( 2.7) 8 ( 1.8) 0.460
Discontinued Study at or after the Primary Endpoint Visit 0 0 0 0 NC
Discontinued Study Treatment 11 ( 7.4) 11 ( 7.5) 23 ( 15.5) 45 ( 10.2) 0.037%*
Reason for Treatment Discontinuation
Adverse Event 8 ( 5.4) 8 ( 5.4) 17 ( 11.5) 33 ( 7.4) 0.098
Physician Decision 2 ( 1.4) 0 0 2 ( 0.5) 0.332
Protocol Deviation 0 0 2 ( 1.4) 2 ( 0.5) 0.332
Withdrawal by Subject 1 ( 0.7) 3 ( 2.0) 4 ( 2.7) 8 ( 1.8) 0.460

Abbreviations: N = number of subjects in analysis population; n = number of subjects within category; NC = not calculable; OAM = oral
antihyperglycemic medication; TZP = tirzepatide.

Note: Percentage of Patients in the specified category is calculated based on the planned treatment number N as denominator.
*a - p-value for overall treatment effect are analyzed using Fisher's Exact test.
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

2741342  GEAfER
2.74.1.3.4.2.1 FEIMT T RABHBROGERENT (AST)

AS1 2R THBRFE D 92.2% (4 tirzepatide #f : 92.3%., 77 &AREE : 91.9%) MilbrzZ52 T L,
87.7% (4= tirzepatide #f : 86.6% . 7 7 AR : 91.1%) NEBRFEOR E L= T Lz

(£2.74.1-14) ,

Tirzepatide 15 mg FEDIEERIE D 5 K OFER O LB CIIRIERIRIA Kb 20 -7, Z OfE
F1E GPGK RBROFRICL Db D TH -7, GPGK R CTOREMENC L B ikicix, EiC
COVID-19 DR HAT, FEORM, K OHEFEOMENE 7z, L GPGK RBRIARRTE
WiEE (55 5.3.5.1.31H) Table GPGK 4.1 2D L,

IREREDOF G- 1l F TOREE O Kaplan-Meier B % 1SS (5 5.3.5.3.1 ) Figure 1SS.4.2 IZ/R L
72

& 274114 HEREDAR (AS1)

Disposition n (%)
TZP S mg TZP 10 mg TZP 15 mg TZP_ALL Placebo
N=237 N=240 N=241 N=718 N=235
Completed Study 223 (94.1) 227 (94.6) 213 (88.4) 663 (92.3) 216 (91.9)
Completed Treatment 215 (90.7) 214 (89.2) 193 (80.1) 622 (86.6) 214 (91.1)
Discontinued Study 14 (5.9) 13 (5.4) 28 (11.6) 55(7.7) 19 (8.1)
Discontinued Treatment 22 (9.3) 26 (10.8) 48 (19.9) 96 (13.4) 21 (8.9)
Reasons for Study
Discontinuation
Adverse Event 4 (1.7) 3(1.3) 3(1.2) 10 (1.4) 1(0.4)
Death 0 0 0 0 1(0.4)
Lost to Follow-Up 3(1.3) 2 (0.8) 4 (1.7) 9(1.3) 5(2.1)
Other 0 0 1(0.4) 1(0.1) 0
Physician Decision 0 1(0.4) 0 1(0.1) 2(0.9)
Protocol Deviation 1(0.4) 1(0.4) 2 (0.8) 4 (0.6) 2 (0.9)
Withdrawal by Subject 6 (2.5 6 (2.5) 18 (7.5) 30 (4.2) 8(3.4)
Reasons for Treatment
Discontinuation
Adverse Event 11 (4.6) 16 (6.7) 21 (8.7) 48 (6.7) 5(2.1)
Death 0 0 0 0 1(0.4)
Failure to Meet 0 0 1(0.4) 1(0.1) 0
Randomization Criteria
Lost to Follow-Up 3(1.3) 1(0.4) 3(1.2) 7 (1.0) 4 (1.7)
Other 1(0.4) 0 2 (0.8) 3(0.4) 0
Physician Decision 0 2 (0.8) 3(1.2) 5(0.7) 4 (1.7)
Protocol Deviation 1(0.4) 1(0.4) 2 (0.8) 4 (0.6) 2 (0.9)
Withdrawal by Subject 6 (2.5 6 (2.5) 16 (6.6) 28 (3.9) 5(2.1)

Abbreviations: N = number of patients in population; n = number of patients in the specified category; TZP =
tirzepatide.
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LY3298176 (2 FRUBEIRIS) 2.74 FRRAZE2NE

tirzepatide

27413422 RELBD-ODE 3IHEHARDHEHEN (AS2)

AS2 BIRTHIRE D 93.7% R A TET L. 86.7%MRBRIEDOI G4 5E T Lz (£ 2.74.1-15) .
AR A Ik U 7o iR OEIG 1T tirzepatide #E4 18 U CHEELL CTWens, IeBEOHR G2 IE LT
HEERE DOFEIE T tirzepatide DFH & EWVNE ERE o T2,

HMETREHEELE LT, AS2 TOREMENC X D FIEOEEIIMOGFARITIZ R T/REL
tirzepatide ] CHALL L T 7z,
1GERIE D Fe G- 1L F TOREH D Kaplan-Meier #iff % 1SS (55 5.3.5.3.1 7H) Figure ISS.4.3 |Z7” L

77
#* 2.7.41-15 #HEREDAR (AS2)
Disposition n (%)
TZP 5 mg TZP 10 mg TZP 15 mg TZP_ALL
N=1701 N=1702 N=1716 N=5119
Completed Study 1602 (94.18) 1592 (93.54) 1600 (93.24) 4794 (93.65)
Completed Treatment 1521 (89.42) 1474 (86.60) 1445 (84.21) 4440 (86.74)
Discontinued Study 99 (5.82) 110 (6.46) 116 (6.76) 325 (6.35)
Discontinued Treatment 180 (10.58) 228 (13.40) 271 (15.79) 679 (13.26)
Reasons for Study
Discontinuation
Adverse Event 17 (1.00) 24 (1.41) 20 (1.17) 61 (1.19)
Death 20 (1.18) 8(0.47) 13 (0.76) 41 (0.80)
Lost to Follow-Up 22 (1.29) 19 (1.12) 23 (1.34) 64 (1.25)
Other 6 (0.35) 10 (0.59) 5(0.29) 21(0.41)
Physician Decision 1 (0.06) 6 (0.35) 2(0.12) 9 (0.18)
Pregnancy 1 (0.06) 0 1 (0.06) 2 (0.04)
Protocol Deviation 3(0.18) 4(0.24) 3(0.17) 10 (0.20)
Withdrawal by Subject 29 (1.70) 39 (2.29) 49 (2.86) 117 (2.29)
Reasons for Treatment
Discontinuation
Adverse Event 105 (6.17) 137 (8.05) 160 (9.32) 402 (7.85)
Death 17 (1.00) 8(0.47) 9(0.52) 34 (0.66)
Failure to Meet 1 (0.06) 1 (0.06) 2(0.12) 4 (0.08)
Randomization Criteria
Lost to Follow-Up 18 (1.06) 13 (0.76) 19 (1.11) 50 (0.98)
Other 6 (0.35) 10 (0.59) 11 (0.64) 27 (0.53)
Physician Decision 3(0.18) 13 (0.76) 10 (0.58) 26 (0.51)
Pregnancy 1 (0.06) 0 1 (0.06) 2 (0.04)
Protocol Deviation 3(0.18) 3(0.18) 7(0.41) 13 (0.25)
Withdrawal by Subject 26 (1.53) 43 (2.53) 52 (3.03) 121 (2.36)

Abbreviations: N = number of subjects in population; n = number of subjects in the specified category; TZP =

tirzepatide.
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

2742 HESBZR

ARIETIX, T2DM EFZXIHRE L72H 2 RO 3 FHRRBRICHA AN DT gBRE THRIEL L -
AEFEZOT 07 7 A NVEFHIT %,

EAT_ESAEFEFS (B BEEEAFER, FURRBEEOZ2M) 135 2.7.442 HITRT,

27421 BERZROMEH
BFEFS

AEFZIT MedDRA O LLT (MO X {BBEEK G2 IR B SUIEELE N B L L FR L ER
L7z, 1RBREEE AN LI FROFEREE T, X—A T VHIRFTORERELE L Lz, <—
AT A IR O ESEE N KL TV D FGUTRE & L TER D |, TRBRIER 5% O BE £ O
b2 HE Uiz, BEBRBHBOEEEN KL TWAERITEE L L TR, N—2 T 1 B
OEEE & e U CIRBRIEE 5% O TS OB L2 HE LT,

HERHRRORBEGIE N OFEBE AL, HEREIC MedDRA @ SOC O FALFETH D PT & A
TER LI, AFHEGIL SOC KT PT OFBEIE D mWIIEIZ R L7z, SOC X, 4 tirzepatide #E T
DOFRBEEG N B WA R Uiz, St ki, SOC XN PT DL~V CEfiL7-, 7. A
EHLT SOC ZEE LAV PT THREIEAOEWIEIIR LTz,

EREEE TOHEE L/ RELE

RER B TR L2 EIRIT, ThENOAFEFRIIONWT, TOREFERLREH LIYPRE D
Wiz, ZOAEFRZOKRY ZA7RHTRLTEE Lz, AFFRRILOR Y X7 REMIT, AF
FRERB L IRE COFEROYIEIHELE CORRHI & | AEFZERB LRV TlBRE TD
BIEHH O E Lc, MRAEFR, FICHANLENT — 2 =233 E %« ORERD 5 FH) T
WAESNZFRTIE, BEETHELIRBERII, TOREFFRERBELIERE O L, B
BRI TR L TR LT,

BEELOEEE

HERFRROBEBUHIE I OFBREIA 1L, REEEE K OB GHINC PTZHWTER L, PTO
REEIEEIX, REFBRICRO O PTICEN DT XTO LLT OREEEE & L, REE
FEFE TR D 72 WESEFEIZFE DWW CHIE STz, BE5-BlIAHE ORI I T X CTOHEIEE A K
HLTWEGE, RPICKRAITHL Z &R LT,

i1k

IERERGFBHETHEL TWVWDH RV, BEEMEHREICEY L-hE., BEERAEERES L L
TINEESHT (F 2744273 HBMR) , BE CRWVVRIMPEIIAESES L L CUIUE L TRV,
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LY3298176 (2 FRUBEIRIS) 2.74 FRRAZE2NE

tirzepatide

274211 BFEERDEWN
2742111 & < D5
27421111 GPGO i E&

IR b hoTe (£2.74.2-1) , EELRAEFEFROFBEIGIX, tirzepatide FF T 4.4%
~63%., T 2T 7LF R 0.75mgRET 88% Tdh 7=, BRIPILICE » A EFHLORHREILITIK
<, TARTOEERETHL LT\, IBRIBEOF G FIEICE > A EERORBES KL,
tirzepatide #£ C 7.5%~10.1%, T =7 7 /VF K 0.75mg #ET 5.7% ChH 7=, HEFEROFHES
1. £ tirzepatide BEAX VT = F 7 LT R 0.75 mg BECHAL L Tz,

+ 27421 EFEZFZROHBE (ZEeMHBEHXRER) (GPGO HER)
n (%)

TZP S mg TZP 10 mg TZP 15 mg Dulaglutide Total

Category? (N=159) (N=158) (N=160) 0.75 mg (N=636)
(N=159)

Deathsb 0 0 0 0 0
SAEs 8 (5.0) 10 (6.3) 7 (4.4) 14 (8.8) 39 (6.1)
Discontinuation from
study due to AE 1 (0.6) 1 (0.6) 2(1.3) 4(2.5) 8 (1.3)
Discontinuation from
study drug due to AE 12 (7.5) 16 (10.1) 16 (10.0) 9(5.7) 53 (8.3)
TEAEs 131 (82.4) 121 (76.6) 134 (83.8) 123 (77.4) 509 (80.0)

Abbreviations: N = number of patients in treatment group; n = number of patients with at least 1 AE per event

type; TEAE = treatment-emergent adverse event; TZP = tirzepatide
a  Patients may be counted in more than 1 category.
b Deaths are also included as SAEs and discontinuations due to AEs.

27421112

GPGP :HE&
HCITRBO bRt (£ 27422) ,
15 mg BETHELLL TWens,
HOBRGHIEICE ST HERFRORBBE S
BLEI 1L, tirzepatide 15 mg B TR b E < |

HELAERZORAE G
tirzepatide 5 mg i CIK2 > 7=,

X tirzepatide 10 mg &
R IEICE > - A EFEG K OVER

I% tirzepatide 15 mg FE Tl bmnro7To, AEHFZDIH
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LY3298176 (2 HUbEfRIF) 2.7.4  ERRE)Z A
tirzepatide
+ 27422 EFEZZROHE (REMHBEHARER) (GPGP HE)
n (%)

TZP 5 mg TZP 10 mg TZP 15 mg TZP ALL
Category? (N=148) (N=147) (N=148) (N=443)
Deathsb 0 0 0 0
SAEs 2(1.4) 11 (7.5) 11 (7.4) 24 (5.4)
Discontinuation from
study due to AE 2(1.4) 534 11(7.4) 18 (4.1)
Discontinuation from
study drug due to AE 8(5.4) 8(5.4) 17 (11.5) 33(7.4)
TEAEs 109 (73.6) 109 (74.1) 125 (84.5) 343 (77.4)

Abbreviations: AE = adverse event; N = number of patients in treatment group; n = number of patients with at
least 1 AE per event type; SAE = serious adverse event; TEAE = treatment-emergent adverse event; TZP =

tirzepatide.

Patients may be counted in more than 1 category.
Deaths are also included as SAEs and discontinuations due to AEs.

2742112
274211.21

CiN=pi )
E 3T S tRAREABRO AN (AST)

TITERREED 1 BINFHT L (R2742-3) . HERAEFRLOAEERRLOBBEESIL4

tirzepatide #f, 4 tirzepatide Ff &k V7 T B ARBETHEIL Tz, &k E LT, BRP iR -7
ERZORBENIGIL, & tirzepatide FET 1.4%, 77 EHRBET 0.9% Th o7, HBREOKR G PIL
B ST AEFRGORBLEIGIX, 4 tirzepatide AT 7 BAREL L TR o7, SHIC, 1R
BRI OB G HIEICE > TG EFLRITL tirzepatide D HEDEWIE ERBEIENEN -T2, ZOMIZ,
WD tirzepatide BFETH 77 AR E OMICKEZREWVITRO NIRRTz,

+ 27423 ABHEBZROBE (R&METERER) (AS1)
n (%) TZP_ALL

TZP5mg | TZP 10 mg | TZP 15mg | TZP_ALL | Placebo | vs. Placebo
Category? (N=237) (N=240) (N=241) (N=718) (N=235) p-valuec¢
Deathsb 0 0 0 0 1(0.4) 0.076
SAEs 14 (5.9) 15 (6.3) 10 (4.1) 39 (5.4) 13 (5.5) 0.999
Discontinuation from
study due to AE 4(1.7) 3(1.3) 3(1.2) 10 (1.4) 2(0.9) 0.523
Discontinuation from
study drug due to AE 11 (4.6) 16 (6.7) 21 (8.7) 48 (6.7) 6 (2.6) 0.016
TEAEs 168 (70.9) 162 (67.5) 171 (71.0) 501 (69.8) | 157 (66.8) 0.378

Abbreviations: AE = adverse event; N = number of patients in treatment group; n = number of patients with at
least 1 AE per event type; SAE = serious adverse event; TEAE = treatment-emergent adverse event; TZP =

tirzepatide.

Patients may be counted in more than 1 category.
Deaths are also included as SAEs and discontinuations due to AEs.
¢ P-values are from Cochran-Mantel-Haenszel test of general association stratified by study.
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LY3298176 (2 BUMEFRYF)
tirzepatide

2.74 FRRAZE2NE

27421122 RELBD-ODE 3HEHARDHEMHENT (AS2)
%5 3 FHFER T tirzepatide Z £ 5- SN WBRE D H © 41 FINE T Lz (F2.7424) , HERH
ERGROHBRPILICE S T GEFLORBEFIE X, tirzepatide FEF THELL TW e, AHFHES

K ONEBRIEDO G- H IEIZE > T2 HEFRIL, tirzepatide D ENEWIE ERBEIE N E -T2,

F2742-4 FHEZZROHE (REUMAIHREH) (AS2)
n (%)

TZP S mg TZP 10 mg TZP 15 mg TZP_ALL
Category? (N=1701) (N=1702) (N=1716) (N=5119)
Deathsb 20 (1.18) 8(0.47) 13 (0.76) 41 (0.80)
SAEs 134 (7.88) 135 (7.93) 122 (7.11) 391 (7.64)
Discontinuation from study due to AE 37 (2.18) 32 (1.88) 33(1.92) 102 (1.99)
Discontinuation from study drug due to AE 121 (7.11) 145 (8.52) 169 (9.85) 435 (8.50)
TEAEs 1158 (68.08) 1202 (70.62) 1276 (74.36) | 3636 (71.03)

Abbreviations: AE = adverse event; N = number of patients in treatment group; n = number of patients with at least
1 AE per event type; SAE = serious adverse event; TEAE = treatment-emergent adverse event;
TZP = tirzepatide.

a  Patients may be counted in more than 1 category.

b Deaths are also included as SAEs and discontinuations due to AEs.

274212 HBERAISKEONDZAETER
WO GRETRIEIE O WS TARTOMEDME 2 OFRER TIE 2% L. PFEBEIT TIT 5%2L
ETHOTAEFZ BN I AN D AEFRE L,

2742121 ArORE
2.7.4.2.1.2.1.1 GPGO B

FHEIG Do oA EFRITA tirzepatide FEL YT =7 7 VF K 0.75 mg B CRIBTeaalFlEk
Thotz (727425 , BEEIAENKbLEN-T- SOC 1% [HIBESE|] Tho7-, 45 tirzepatide
BERONT 27 7 VF R 0.75mg BECRBEIGD R @mro A FRRITEL, B, KOTH
(SoC I'HigkssE) ) . EWHEAEZR (SOC [EYWEd K OVFAERAE] ) | WONCRAEEE (SOC
R LOREREE) ) Thote, ZOM, WITNHLDOELGHET 5% OB IZHBL L 72
AEFEGZLTITRT,

o EM:, JEESAPUE, HILAER (SOC I'EGEEE] )

o  HiEK (SOC NEYWER L OVF A BfE] )

o mIMKE (SOC TRHF K ORERE] )

o HEE (SOC BRI L OWE G kRS )

o USN—PHIIN, 7T —FHIM (SOC TEapkm#] )

o TEHHEBALLUS (SOC [—f » 2f Rl L OB G- ELOREE] )

o HHJE (SOC MMiifemkssE) )
WA DT GRET 2%LL EFEL L 7o A EFL OB DR B A2 K 2.7.4.7-1 1R T,
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LY3298176 (2 FRUBESRIS)
tirzepatide

2.7.4 FRIRH

£27425 WVLWIhHIDESET2%ULOHEREICKE L-AEEROXEFARRUKEREE (XLMETIRER) (GPGO HER)
FHEBIRDHE System Organ Class TZP 5mg TZP 10mg TZP 15mg Dulaglutide 0.75mg
HoAzE Preferred term (N=159) (N=158) (N=160) (N=159)
A EFZHRIE(%) Patients with any TEAE 131 (82.4) 121 ( 76.6) 134 ( 83.8) 123 (77.4)
H ke Gastrointestinal disorders 81 (50.9) 76 (48.1) 86 (53.8) 50 (31.4)
G Nausea 19 (11.9) 31 (19.6) 32(20.0) 12 ( 7.5)
& i Constipation 24 (15.1) 28 (17.7) 22 (13.8) 17 (10.7)
T Diarrhoea 27 (17.0) 14 ( 8.9) 18 (11.3) 11( 6.9)
IR Vomiting 13 ( 8.2) 8( 5.1) 19 (11.9) 2( 1.3)
JE R AN PR RR Abdominal discomfort 10 ( 6.3) 11( 7.0) 16 ( 10.0) 4(2.5)
HAEA B Dyspepsia 9( 57 8( 5.1) 10( 6.3) 2( 1.3)
P E R Abdominal distension 6( 3.8) 4(25) 7( 4.4) 2( 1.3)
i3k Abdominal pain 4(2.5) 2( 1.3) 7( 4.4) 3( 1.9
A gioastroocsophageal reflux 1( 06) 2( 1.3) 7( 4.4) 3( 1.9)
NG Abdominal pain upper 1( 0.6) 4(2.5) 4(2.5) 2( 1.3)
B Dental caries 2( 1.3) 4(2.5) 1( 0.6) 4(2.5)
JRYLIE R K OV BE Infections and infestations 63 (39.6) 53 (33.5) 46 ( 28.8) 53(33.3)
IHBES Nasopharyngitis 29(18.2) 25(15.8) 22 (13.8) 26 (16.4)
BIBR Gastroenteritis 10 ( 6.3) 2( 1.3) 8( 5.0) 4(2.5)
IFEE 25 Pharyngitis 3(1.9) 7( 4.4) 6( 3.8) 7( 4.4)
R infggf:;r“p‘ratory tract 5(3.0) 2( 1.3) 3( 1.9) 3( 1.9)
TR Herpes zoster 2( 1.3) 4(2.5) 2( 1.3) 4(2.5)
e J% Cystitis 7( 4.4) 1( 0.6) 0( 0.0) 2( 1.3)
LIPS Gingivitis 2( 1.3) 2( 1.3) 4( 2.5) 0( 0.0)
AT Influenza 1(0.6) 1(0.6) 1(0.6) 4(25)
PR kO Nietabolism and nutrition 28 (17.6) 22(13.9) 38 (23.8) 16 (10.1)
BAREOR Decreased appetite 22 (13.8) 21(13.3) 35(21.9) 7( 4.4)
5 I Hyperglycaemia 1( 0.6) 0( 0.0) 1( 0.6) 9(5.7)

52



LY3298176 (2 FRUBESRIS)
tirzepatide

2.7.4 [EERE &M

FHEBIRDHE System Organ Class TZP 5mg TZP 10mg TZP 15mg Dulaglutide 0.75mg
HAZE Preferred term (N=159) (N=158) (N=160) (N=159)
Bk R L OV A Lk R ?g‘s‘f;“é?ssi‘ﬁgzl and connective |y (1 ) 18 (11.4) 25 (15.6) 27 (17.0)
T Back pain 8( 5.0) 5(3.2) 9( 5.6) 7( 4.4)
P 5 ) L Periarthritis 3( 1.9) 2( 1.3) 4(2.5) 3( 1.9)
B R AT Investigations 24 (15.1) 15( 9.5) 25 (15.6) 15( 9.4)
U o —EHn Lipase increased 12( 7.5) 7( 4.4) 10 ( 6.3) 5( 3.1)
77 —EH Amylase increased 8( 5.0 3(1.9) 5(3.1) 1(0.6)
RERD Weight decreased 3( 1.9) 2( 1.3) 5(3.1) 0( 0.0)
=y Pancreatic enzymes increased | 1 ( 0.6) 0( 0.0) 5(3.1) 3(1.9)
—f% - EHREER IO 5 | General disorders and
AN administration site conditions 12(75) 17(10.8) 25(15.6) 21(132)
TSSO Injection site reaction 2( 1.3) 5(3.2) 9( 5.6) 12( 7.5)
& Malaise 3( 1.9) 6( 3.8) 3( 1.9) 3( 1.9)
PR R IR Nervous system disorders 19(11.9) 22(13.9) 20 (12.5) 13( 8.2)
GV Headache 8( 5.0) 8( 5.1) 2( 1.3) 6 ( 3.8)
FEENED F Dizziness 2( 1.3) 4(2.5) 7( 4.4) 2( 1.3)
R 45 KO T kb ii‘:rggfssubcmane"“s tissue 11( 6.9) 23 (14.6) 20 (12.5) 18 (11.3)
1B Eczema 1( 0.6) 4(25) 5(3.1) 4(2.5)
2 Urticaria 5(3.1) 2( 1.3) 4(2.5) 0( 0.0)
Z 9 FEIE Pruritus 1( 0.6) 5(3.2) 2( 1.3) 2( 13)
FEfih 2 i % Dermatitis contact 4(2.5) 1(0.6) 1(0.6) 1(0.6)
s, hER L OLE A HE gﬁ?&iﬁsﬁgﬁliﬁons 8 ( 5.0) 9( 5.7) 14 ( 8.8) 15( 9.4)
A5 Contusion 1( 0.6) 2( 1.3) 5(3.0) 0( 0.0)
R p Eye disorders 4(25) 3( 1.9 12 ( 7.5) 9( 5.7
RIA T4 Dry eye 0( 0.0) 0( 0.0) 0( 0.0) 4(2.5)
1. A5 Vascular disorders 2( 1.3) 3( 1.9) 6( 3.8) 8( 5.0)
& If Hypertension 2( 1.3) 1( 0.6) 0( 0.0) 5(3.1)
NS Hypotension 0( 0.0) 1( 0.6) 4(2.5) 0( 0.0)
BB R R Hepatobiliary disorders 3( 1.9) 3( 1.9) 11( 6.9) 1( 0.6)
JHERY —7 Gallbladder polyp 1( 0.6) 0( 0.0 6( 3.8) 0( 0.0
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LY3298176 (2 FRUBESRIS)
tirzepatide

2.7.4 [EERE &M

FHEBIRDHE System Organ Class TZP 5mg TZP 10mg TZP 15mg Dulaglutide 0.75mg
HAE Preferred term (N=159) (N=158) (N=160) (N=159)
HFEFds & LR Reproductive system and breast |y () 1( 06) 3( 1.9) 2( 1.3)

H B REEE *b Dysmenorrhoea *b 0( 0.0) 0( 0.0) 0( 0.0) 1(24)

YRIEFEN *b Ovarian cyst *b 0( 0.0) 0( 0.0) 1( 3.6) 0( 0.0)

Abbreviations: N = number of subjects in safety population; n = number of subjects with events meeting specified criteria; TEAE = treatment-emergent adverse event;

TZP=tirzepatide

*b: PR R 72 FRIT T 5 40 RE © N=46(TZP 5mg), N=39(TZP 10mg), N=28(TZP 15mg), N=42(Dulaglutide 0.75mg).

H44 - MedDRA/ ver23.1
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

27421212 GPGP 8%

O REBFIG N EN-o72 SOCIE [HIEEE) ThoTe (£ 2.74.2-6)

BHREZE L CRAEIAEN R DA T AEFELRIT, O (SOC I'FkEE) ) KO EHEZK
(SOC TEYER L OFAERIE] ) Tholz, ZOM, WTNDDOEEGEET 5% EO#EREIC
FH LA EFR L TITRT,

o EFA, T, WEM-, JEESAPREL, HIEAR (SOC THEREE] )

. aiE Y A RE (SOC TEYLRE R K OV BIE] )

o BHEHIE (SOC MRk L OVRERE] )

o  HEE (SOC BRI L OWE G HHAkIES ] )

o U N—EHIN, KFEWE (SOC THEKMRA] )

o FENEDEV (SOC MiERkEE] )

WO GHET 2%LL ERBL L 72 FE H G OB B O R B A K 2.7.4.7-2 17T,
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LY3298176 (2 FRUBESRIS)
tirzepatide

2.7.4 FRIRH

£27426 WVLWINIDESET2%ULOHEREICKE L-AEEROXBRFIHRUVRRIE (TLMBITIRER) (GPGP &)
FHEBIRDHE System Organ Class TZP 5mg TZP 10mg TZP 15mg
HEARGE Preferred term (N=148) (N=147) (N=148)
A EFRIBUIE(%) Patients with any TEAE 109 ( 73.6) 109 ( 74.1) 125 ( 84.5)
H e = Gastrointestinal disorders 61 (41.2) 67 (45.6) 82 (155.4)
D) Nausea 14 ( 9.5) 20 (13.6) 40 (27.0)
EEA Constipation 12( 8.1) 20 ( 13.6) 22 (14.9)
T Diarrhoea 11( 7.4) 20 (13.6) 20 (13.5)
IR Vomiting 4(2.7) 11( 7.5) 15 (10.1)
AN PR Abdominal discomfort 9( 6.1) 7( 4.8) 8(5.4)
HIER R Dyspepsia 6( 4.1) 11( 7.5 5(3.4)
P E R Abdominal distension 5(34) 6(4.1) 6(4.1)
O R disg:Ss;rooesophageal reflux 4( 2.7 6( 4.1) 4(2.7)
REER Abdominal pain upper 2( 1.4 4(2.7) 5(3.4)
KA Faeces soft 1(0.7) 2( 1.4) 3( 2.0
H NGk Gastrointestinal disorder 1(0.7) 0( 0.0) 4(2.7)
i v Dental caries 3(2.0) 1(0.7) 0( 0.0
JERYWIE R K OVFE BUE Infections and infestations 44 (29.7) 38 (25.9) 47 (31.8)
IHBES Nasopharyngitis 28 (18.9) 20 ( 13.6) 27 (18.2)
B Gastroenteritis 7( 4.7) 5(34) 4(2.7)
NI Herpes zoster 1(0.7) 4(2.7) 3(2.0)
AT NEHF Influenza 5(34) 1(0.7) 2( 1.4
WA FE 2% Pharyngitis 1(0.7) 3( 2.0) 2( 1.4)
e Cystitis 0( 0.0) 3(2.0) 2( 1.4
B Rhinitis 3( 2.0) 0( 0.0) 1(0.7)
S\ BEERIE J Y A E ™ Vulvovaginal candidiasis ™ 0( 0.0 2(5.9) 1(23)
R KOsk gf:g?g;’ifm and nutrition 16 (10.8) 18 (12.2) 23 (15.5)
AR Decreased appetite 11( 7.4) 15(10.2) 18 (12.2)
R s O et | Musculoskeletal and connective 16 (10.8) 20 (13.6) 16 (10.8)
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tirzepatide

2.7.4 [EERE &M

FHEBIRDHE System Organ Class TZP 5mg TZP 10mg TZP 15mg
HEARGE Preferred term (N=148) (N=147) (N=148)
b Back pain 4(2.7) 8(54) 0( 0.0)
ISR Arthralgia 2( 1.4) 2( 1.4) 4(2.7)

i R A Investigations 10 ( 6.8) 17 (11.6) 23 (15.5)
U o —EHin Lipase increased 4(2.7) 4(2.7) 9(6.1)
RERED Weight decreased 1(0.7) 8( 5.4) 6( 4.1)
77 —EH Amylase increased 2( 1.4) 3(2.0) 2( 1.4)
TANTGX BT I NT Aspartate aminotransferase

VAT =T —TFH incre:sed 0(0.0) 0(0.0) 3(2.0)

—fi% « B EERS LU G | General disorders and

AN administration site conditions (74 9(6n 18(122)
TSSO Injection site reaction 4(2.7) 3(2.0) 4(2.7)
K Malaise 2( 1.4 3(2.0) 6( 4.1)
97 Fatigue 2( 1.4) 2( 1.4) 3( 2.0)

PR R IR Nervous system disorders 10 ( 6.8) 10 ( 6.8) 16 ( 10.8)
BIEb) Headache 4(2.7) 4(2.7) 4(2.7)
FEMEO EW Dizziness 1(0.7) 2( 1.4) 8( 5.4)
IRALE D F Dizziness postural 0( 0.0) 3(2.0) 0( 0.0)
SR SRR Hypoaesthesia 3(2.0) 0( 0.0) 0( 0.0)

MR & OV T Lk ikln and subcutaneous tissue 14( 9.5) 9( 6.1) 12( 8.1)

isorders
A2 Eczema 4(2.7) 1(0.7) 3(2.0)
B T )k Dry skin 1(0.7) 0( 0.0 4(2.7)

B PR L OB A PHE fg;g’ifa‘ﬁiﬁmg and procedural 6( 4.1 12( 82) 6( 4.1
EE T Foot fracture 0( 0.0 3(2.0) 0( 0.0
Bl Wound 0( 0.0) 3( 2.0) 0( 0.0)

R p Eye disorders 6(4.1) 6(4.1) 10 ( 6.8)
B PR T M B Diabetic retinopathy 0( 0.0) 3( 2.0) 1(0.7)

B K ORI RS Renal and urinary disorders 6(4.1) 2( 1.4) 8( 5.4)
2 Renal cyst 2( 1.4) 1(0.7) 4(2.7)

1. A5 Vascular disorders 6( 4.1) 2( 1.4) 2( 1.4)
5 I Hypertension 3(2.0) 1(0.7) 1(0.7)
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2.7.4 [EERE &M

FHEBIRDHE System Organ Class TZP 5mg TZP 10mg TZP 15mg
FAEER Preferred term (N=148) (N=147) (N=148)
HI LUK ESE Ear and labyrinth disorders 3(2.0) 3(2.0) 2( 1.4
IR F Vertigo 2( 1.4) 3(2.0) 1(0.7)
BAE, MRS K OFEMIABI® | Neoplasms benign, malignant
Y (8l L OVR YU —7 | and unspecified (incl cysts and 2( 1.4) 1(0.7) 5(3.4)
Zaie) polyps)
1 VR A E Uterine leiomyoma ™ 0( 0.0) 0( 0.0) 1(23)
KRS O R dRi:[;rrc(;zl;lsctlve system and breast 0( 0.0) 2( 1.4) 1 07)
R SHE Menorrhagia *° 0( 0.0) 1(29) 0( 0.0)
A\ BfE D RAE ™ Vulvovaginal inflammation " 0( 0.0 1(2.9) 0( 0.0

Abbreviations: N = number of subjects in safety population; n = number of subjects with events meeting specified criteria; TEAE = treatment-emergent adverse event;

TZP=tirzepatide

*b: Ao AN R R B 40 BE ¢ N=29(TZP 5mg), N=34(TZP 10mg), N=44(TZP 15mg).

H44 - MedDRA/ ver23.1
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tirzepatide

2742122  GRAfER
2.7.4.2.1.2.2.1 FEIMT T RABHBROGERENT (AST)

BBHEIL RN FEES

AS1 THOREEIG A mN-72 SOC 1L [HIEEE] THY ., 77 vAREE (204%) &L T
4 tirzepatide £ (40.1%) Tr->7- (ISS [55 5.3.5.3.1 ] Table 1SS.4.38) . Z DOLOIEHEIS
NREnol2 SOCIFLL T LB ThoTo,

. NERYLERS L OVRAEMRE] (4 tirzepatide BF : 24.9%. 77 B AREE : 31.1%)

. MR L OS] (4 tirzepatide B : 13.9%., 77 B AREE : 23.4%)

WTNDOEGEET 5% EOWBRE IR LI AEFGE K 274271277,

WD GHECTRELEIG D 5%LL ETh oo A EFER % tirzepatide 15 mg BEDO A v X3
WIEIZ, 74 VA N7 ey MORT (K2.7.42-1) , 77 8ARREEL R LT tirzepatide #f CHEL
FHENEDP ST AEFGIL. UTOEBBEEFEFS CTho7 (£2.742-7) . SOC Rk &
ORFEEE | I2EH TN D AREEERLIANE SOC THEEE ] OFLTh-oTz,

R
o

o T
o ARER
o HILFE
. IR
o {ER

—77., ftirzepatide Bf & HL#E LT 7 B RBETHIABE N @O oA FFLRIL, WK KO
kT oz, U/ N—EHIMNFE LA OFIAIL, & tirzepatide FE L& 77 BARFETHEIL
Tz, RERICEAT ISR 2744257 HEZSBOZ &,

£2742-7 WIhHhDEBREHTS%ULDHBREICREB LE-EEEROEY
(REeM@BITtRER) (AS1)

n (%) TZP_ALL
TZP 5 TZP 10 TZP 15 TZP _ALL | Placebo | vs.Placebo
FEAGE Preferred term mg mg mg (N=718) | (N=235) | p-value2
(N=237) | (N=240) | (N=241)
L Nausca 29(122) | 37(15.4) | 44(183) | 110(153) | 10(43) | <0.001
T Diarrhoea 28(11.8) | 32(133) | 39(162) | 99(13.8) | 21(89) 0.050

EWAEEZE | Nasopharyngitis | 25(10.5) | 16(6.7) | 239.5) | 64(8.9) | 33(14.0) 0.027

R
FRkIE | Decreased 13(55) | 239.6) | 27(112) | 6388) | 3(13) | <0001

appetite

LA E | Dyspepsia 19(8.0) | 18(7.5) | 13(5.4) 50 (7.0) 6 (2.6) 0.013
Mg At Vomiting 12(5.1) | 12(5.0) | 22(9.1) 46 (6.4) 52.1) 0.010
{50 Constipation 14(5.9) | 14(5.8) | 16(6.6) 44 (6.1) 3(1.3) 0.003
Y ,3—+% | Lipase 7 (3.0) 3(1.3) 13 (5.4) 23 (3.2) 6 (2.6)

" : 0.602
&N increased

e b Hyperglycemia 6 (2.5) 5(2.1) 4 (1.7) 15(2.1) | 47(20.0) <0.001

Abbreviation: N = number of patients in treatment group; n = number of patients with at least 1 treatment-
emergent adverse event; TZP = tirzepatide.
a  P-values are from the Cochran-Mantel-Haenszel test of general association stratified by study.
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2.7.4 FRIRH

Decreased appetite vV & —— 4,56 (1.22, 25.13)
e 8.35 (2.45, 43.86)
Ho— 9.93 (2.96, 51.49)
Constipation Ve —— 4.89 (1.33, 26.63)
e 4.84 (1.31, 26.38)
Ho— 5.52 (1.54, 29.70)
Nausea v ¢ —o—] 3.11(1.43,7.34)
] 4.05 (1.93, 9.44)
| & 5.00 (2.40, 11.42)
Vomiting L 2 F—o— 2.49 (0.80, 9.16)
——] 2.45(0.79, 9.07)
| & 4.68 (1.69, 16.13)
Lipase increased v L 4 —— 1.16 (0.33, 4.23)
—» 0.48 (0.08, 2.29)
o 2.17 (0.76, 7.15)
I I I I I I I I I
0 10 15 0.01 0.1 1 10 100 1000 Odds ratio (95% Cl)
Percentage Odds ratio with 95% Cl
Comparaor=Placebc TZP5mg (N=237) V¥ TZP 10mg (N=240) € TZP 15mg (N=241) Placebo (N=235) \
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2.7.4 FRIRH

Dyspepsia o v —o—| 3.30 (1.23, 10.26)
—v— 3.08 (1.15, 9.65)
—o—] 2.17 (0.75, 7.06)
Diarrhoea K 3 o 1.37 (0.72,2.62)
Iman 1.57 (0.84, 2.96)
Lo 1.99 (1.09, 3.69)
Nasopharyngitis v <o e 0.73 (0.40, 1.33)
A 0.44 (0.22, 0.85)
o 0.65 (0.35, 1.19)
Hyperglycaemia —— 0.10 (0.03, 0.24)
—v— 0.08 (0.02, 0.21)
——] 0.06 (0.02, 0.18)
I I I I I I I I I I
5 10 15 20 0.01 0.1 1 10 100 1000 QOdds ratio (95% Cl)
Percentage Odds ratio with 9% Cl
Comparaor=Placebc TZP5mg (N=237) V TZP 10mg (N=240) 4 TZP 15mg (N=241)  Placebo (N=235) |

Abbreviations: CI = confidence interval; N = number of patients in treatment group; TZP = tirzepatide.
Note: Odds ratio is Mantel-Haenszel odds ratio, stratified by study. Order of events is based on descending odds ratio in the TZP 15 mg group.

27421 WTHHADREEHTS%BULDHREICRE LE-AEERD 74 LA 7Oy b (REHBEFIFZRES) (AS1)
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ZOMOBEFL
TEHGREE ] ICEENIAEEFROMIC, 7T BRREL B L T4 tirzepatide # THILEIS N
22272 SOC KO PT I, AFOLBY Th-o7- (ISS [5 5.3.53.1 5] Table 1SS.4.38)
. [ - 2HREELS LORGEALOREE] (4 tirzepatide #f 8.8%., 77 AR 3.8%)
© TESHAALEOL (4 tirzepatide B : 2.5%., 77 B AREE 1 0%)
- %57 (4 tirzepatide B : 1.5%. 7T B AREE 1 0%)
- MEJIIE (4 tirzepatide FE : 1.3%. 77 BAEE 1 0%)
o MERARARAY ) (4 tirzepatide £f : 7.9%., 77 BAREE : 4.3%)
U x—BHI (4 tirzepatide B : 3.2%. 77 B AREE : 2.6%)
7 27—V (4 tirzepatide Bf : 1.4%. 77 BAREE : 0.4%)
ALY R = UHN (4 tirzepatide B : 1.1%., 77 B AREE : 0%)
DI EAEIN (4 tirzepatide B : 1.1%. 77 B AREE 1 0.4%)
. Mg KOV SR REE ] (4 tirzepatide B @ 2.8%. 77 BAREE : 0.4%)
- Al (4 tirzepatide £ : 1.1%, 77 &R EE : 0%)

FROEEFLERX, £ tirzepatide FET 1%L EOPERZITHRB LA EFROH L, HEL
FENT T B AREE &l L T4 tirzepatide £ T <. MRERH] TR (p<0.05 XTA v XH>2)
TholzFRT, LTFo LB Th-o7 (SS [ 5.3.53.1 3] Table 1SS.4.36)

o B (4 tirzepatide Bf : 2.9%. 7 7 EAHREE : 0.4%)

o G (4 tirzepatide B : 2.2%. 7 7 & AHREE : 0%)

o JEJE (4 tirzepatide B : 2.2%. 7' 7B AHREE : 0.4%)

o  HEWEWIMERER (£ tirzepatide £f : 1.9%., 77 BAREE : 0.4%)

o HR (& tirzepatide ¥ : 1.7%. 77 BARHE : 0.4%)

o JEIBNZNG (4 tirzepatide Bf : 1.4%. 77 BREE : 0.4%)

o MM (4 tirzepatide B : 1.1%. 77 B AHREE : 0.4%)

o HIEK (4 tirzepatide Bf : 1.1%. 7 7B AHREE : 0.4%)

o HMEE (4 tirzepatide Bf : 1.1%. 77 BAREE 1 0%)

AS1 TD., PT ORBEIEDNEWVIEIZ R LA EFROBER MO %2 1SS (55 5.3.5.3.1 1H)
Table ISS.4.37 |2/~ L7,

27421222 RELBD-ODE 3IEHARDHEMHEMT (AS2)
BRI AN FEESL

AS2 TRIEEIG R bEmN->7- SOC 1% [HEEE] THY . tirzepatide 5 mg HET 38.04%.
tirzepatide 10 mg #% C 43.83%. tirzepatide 15 mg #f T 48.78% CToH ~ 7=, SOC 'HGMEE] 1%
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tirzepatide O & @M EHBLEIG B m > 72 (1SS [5 5.3.5.3.1 BH] Table 1SS.4.42) , Z DAy
DHEFR T, FBEIGNRED 272 SOCITLLFD L EBY ThoTz,
. MERGLER L VR A HUE ] (tirzepatide 5 mg #f : 25.28%. tirzepatide 10 mg & : 23.03%,
tirzepatide 15 mg #f : 23.37%)
. MU L OV FEEE | (tirzepatide 5 mg Bf : 13.87%. tirzepatide 10 mg Bf : 15.86%.
tirzepatide 15 mg #f : 16.96%)
WD OEGRECTRIEIG D 5% U ETHoTmAEHFELRDH B, tirzepatide DHENEHVIEE
KEEEBEmPSTCAEERIZUTOLEBY ThoTo (£2.742-8)

o L,
o RAKHGE
° Ml -

®2742-8 WVWINIDESHTSWULOEREICRBELE-FEEROEN
(REMBITHRER) (AS2)

n (%)

TZP 5 mg TZP 10 mg TZP 15 mg TZP_ALL
FEARGE Preferred term (N=1701) (N=1702) (N=1716) (N=5119)
G Nausea 224 (13.17) 312 (18.33) 381 (22.20) 917 (17.91)
T Diarrhoea 224 (13.17) 268 (15.75) 272 (15.85) 764 (14.92)
AR Decreased appetite 132 (7.76) 166 (9.75) 200 (11.66) 498 (9.73)
Mg At Vomiting 93 (5.47) 132 (7.76) 167 (9.73) 392 (7.66)
HIERR Dyspepsia 101 (5.94) 125 (7.34) 115 (6.70) 341 (6.66)
{50 Constipation 110 (6.47) 110 (6.46) 112 (6.53) 332 (6.49)
S EEDN Nasopharyngitis 109 (6.41) 101 (5.93) 113 (6.59) 323 (6.31)
U 3—EH | Lipase increased 64 (3.76) 60 (3.53) 90 (5.24) 214 (4.18)

Abbreviation: N = number of patients in treatment group; n = number of patients with at least 1 treatment-
emergent adverse event; TZP = tirzepatide.

T OMDOBEEER
AS2 TIXLAF? SOC b tirzepatide O JIBASE W E EHHEFRORBREIG D E -7z (1SS (5
5.3.5.3.1 5H) Table1SS.4.42] .

Tirzepatide Tirzepatide Tirzepatide
5 mg 10 mg £ 15 mg #f
(N=1701) (N=1702) (N=1716)
IR IR A 10.64% 11.93% 13.58%
U o S—E N 3.76% 3.53% 5.24%
(LNER 1.47% 2.17% 2.45%
[—fi% - EHEER X OBRGEALOREE ) 8.29% 9.81% 13.00%
5 7 E 1.59% 1.35% 2.97%
T 1.29% 1.65% 2.27%
TESHEAL SO 1.06% 1.70% 2.27%
[ R 8.58% 10.34% 11.19%
FEIMED 1.18% 2.70% 3.44%
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2.74 FRRAZE2NE

LROAEFRSERE, tirzepatide 2G5 SNTZWBHRE D 1% LICRBE LIZAEHFLZDH L
tirzepatide D HENEHWIZ ERBEI G D Emr-o T FRIL, LT LBV Tho7= [ISS (5

5.3.5.3.1 1) Table ISS.4.40] .

o JEJE (tirzepatide 5 mg : 2.70%. tirzepatide 10 mg #f : 3.41%. tirzepatide 15 mg ¥ : 4.43%)
o B (tirzepatide 5 mg : 2.12%, tirzepatide 10 mg &¥ : 2.94%. tirzepatide 15 mg &f : 3.50%)
o HEEMWIMLEE (tirzepatide 5 mg : 1.59%. tirzepatide 10 mg #f : 2.53%. tirzepatide 15 mg

B : 2.68%)

AS2 TD PT ORBLEIE N EWIAIZ R LA ERFRROEN L OfE T2 1SS (5F 5.3.53.1 H)

Table ISS.4.41 (/R L7=,

27421223 FE2HRUVE IHRBROGSHENT (AS3) HWIZE2HEVEIHTSER

RFHER DG ST (AS4)

FRMT R R EMFE T, AEFLOREENE R OFEITEL L T2, AS3 KON AS4 THi=%

EVEDOFTRITRED bhvia o7,

PLFDERBY ., AS3 LN AS4 TOHERZOER KL OfNTZ2 . 1SS (5 5.3.5.3.1 1H) (Z/RL7=,

WO GRET 1%LL EOPERE TR BL L -G EFLOEL) (AS3) Table ISS.4.43
PT HIOHEFLOEL) (AS3) Table ISS.4.44
SOC K (NPT B DA FEHSR (AS3) Table ISS.4.45
IR & CilfE LA ERELO T K OWNT (AS3) Table ISS.4.46
WO GHET 5% EOPRFICHKB L AEFELO 7+ LA My B Figure ISS.4.4
(AS4)
W IO GRET 5%LL EOPBRE I\ RBL L -G ERFLOEL) (AS4) Table 1SS.4.47
W IO GRET 1%LL EOPERE 2R L - B EHEERO TR KON (AS4) Table 1SS.4.48
PT Bl DA E 50 BK & OWENT (AS4) Table 1SS.4.49
SOC & O PT B DB FE RGO EH) K O (AS4) Table ISS.4.50

27421224 BEFERDI IR —f

B72% PT THRESNIEAFTFRTH-o T, BRKRMICFERROE®RZ A7 5 I FEHFICHR S
NHAREMEND D, ThODOHEERZHYNGHES D720, AEFREZ 7 7 A —ITHHLE

BLT,

Tirzepatide DEHEFRD I T A K — Table ISS.4.51
HEFRRD I 7 A X —fF#HT (AS1) Table ISS.4.52
HEFRRD I 7 A X —fEHT (AS2) Table ISS.4.53
HEFRRD I 7 A X —fEHT (AS3) Table ISS.4.54
HEFRRD I 7 AKX —fFEHT (AS4) Table ISS.4.55

274213 EHEEEETHELE-EEER
2.7.4.2.1.3.1 & < D ER
27421311 GPGO iB&

AEFRR L G EEE TRl L2/ R,. WThoRE5HCTH RS PRE X IFHEE ThH -T2
(tirzepatide 5 mg #f : 81.8%. tirzepatide 10 mg £f : 73.4%, tirzepatide 15 mgff : 83.1%., T =77
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tirzepatide

JVF R 0.75mg B 0 70.4%) . mEOAFHEG LI L IHERE OFIGIL, tirzepatide #f & FL#Z L
TT a7 7/VF R 0.75mgBETEMn-o Tz (tirzepatide 5 mg #f : 0.6%., tirzepatide 10 mg #f : 3.2%.
tirzepatide 15 mg £ : 0.6%., 7 =7 7 /LF K 0.75 mg & : 6.9%) .

Tirzepatide #E T 5% EOHERF IZHEL L A EFEFRIT, BLEREBEITEETH 7,
mEEOHELLIT, tirzepatide 10 mg HED 1 FIOHERH THO Hivic, REZIZL D IpBREOK G- %2 H
1E L7z,

T2 7NVF R 0.75mg #EO 2 FITEEDOFMAEN RO bz, £DIH 1 BITIRBRIEDOE S
ZZHik Uy 1 BN3IEERERI SR 2 AE 1T T e o 7,

GPGO #BR T O BHEAE L Talli L 2 A EFROEN 2 GPGO ABRIGBRMFE# G H (5
5.3.5.1.8 3H) Table GPGO.5.18.1Z7R L7z,

2.7421.31.2 GPGP :E&

AEFRLZREEEE CHM LM R, 2R L LTREBOPIBREXITIFTEETH- -

(tirzepatide 5 mg B¥ : 73.0%. tirzepatide 10 mg & : 71.4%. tirzepatide 15 mg#f : 80.4%) . HED
HEFLORFBEISIL tirzepatide S mg £f 0.7%. tirzepatide 10 mg # 2.7%. tirzepatide 15 mg #if
41%THY | HLEZL<RBOONTZEEOR FERFLITAIGE (tirzepatide 15mg #E 2 #1] [1.4%] )
Thotz, 205 H 1PNTIRREOERG 2 Ik L, 1 BlTRBREORE 2 ik L7z,

GPGP #k T O fie EHE L CRiAli L 72 A EFROENZ GPGP sl BRIG BTt & (5
5.3.5.2.1 3H) Table GPGP.5.16.1Z7~ L7z,

2.74.213.2 Cin=R:
2.74.213.2.1 F 3T S ARABHARD SR (AS1)
B EFG % A BEE R Rl U 7oA 5, Koy NI EE X A5 (42 tirzepatide #F : 91.4%.
7T RAREE 1 752%) ThoT,
SOC IHHEkEE ] OAEFRZRIL, KEAPBEITELZTHY | mEOHHFFROBIEIS
L. 4 tirzepatide #f & 77 B ARFETHLIL T 2 (& tirzepatide #f : 1.1%., 77 &AREE 1 0.9%)
(274421121 H) , TEEPGE THoLERBFBBEEAEFERRIE, UTOLEY Thol,
o i (4 tirzepatide B : 0.3%., 77 EAREE : 0%)
o TJH (4 tirzepatide B : 0.4%. 7' 7B AHREE : 0.4%)
o IMEARE (4 tirzepatide #f : 0.1%. 77 &REE : 0.4%)
o @M (4 tirzepatide #f : 0.3%. 77 BAREE : 0%)

AS1 TR ENEE TRl L 7= EF SR OIK M Ot 2 1SS (55 5.3.5.3.1 1H) Table 1SS.4.56
IR L7,

27421322 RELBD-ODE 3IEHARDHEMHENT (AS2)

A EFG % B EE R CRI U 72 /55 RER DN XS5 (tirzepatide 5 mg #f : 88.8%.
tirzepatide 10 mg #¥ : 89.3%. tirzepatide 15 mg #f : 89.7%) Tod >7-, Tirzepatide #f CTHEDHE
FLORBPENED R bEN->7- SOC 1 THEEE ] Th o7 (tirzepatide 5 mg #f : 1.88%.
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2.74 FRRAZE2NE

tirzepatide 10 mg #f : 1.82%. tirzepatide 15 mg #f : 1.46%) . Tirzepatide #f CHEIEENHE TH -
XL BGEEAERERIL, UTO LB ThoT-, Tirzepatide D& & FEHFROBIEIGIC
BHEMEI TR Lo T,

Tirzepatide 5 mg #f Tirzepatide 10 mg ## Tirzepatide 15 mg ##
(N=1701) (N=1702) (N=1716)
GIYN 1341 (0.76%) 941 (0.53%) 941 (0.52%)
TR 561 (0.29%) 1141 (0.65%) 8 151 (0.47%)
M - 441 (0.24%) 6 151 (0.35%) 561 (0.29%)
HIERE 441 (0.24%) 0 151 0 11
(XA 261 (0.12%) 161 (0.06%) 0 1]

AS2 TORIEEEE TRl L 72 A FFRO B K OfENT %2 1SS (5 5.3.5.3.1 1) Table 1SS.4.57
R LTe,
27421323 FE2HRVE SHABROHESMT (AS3) LWIZE2HREVE IR TSR
XERERERD SN (AS4)

AS3 KU AS4 TORERESEL Talflh L 72 AE F 5 O BLEIE M OFEER I I MEAT % G5 T
PLLTEBD, 1ZEAENBEIPEETH -T2, AS3 KN AS4 TH R e O ITRD
Y AW IRy o

AS3 KUY AS4 TORCHEENE R TRl L 72 A EF R OB R Ot 2z =2 1SS (5 5.3.5.3.1
TH) Table ISS.4.58 & X Table ISS.4.59 |2/~ L 7=,

274214 BEL

552 FHLOVR 3 MHRABR ClX. 80 BINIRBRER GHZITH T L (R 2.742-14) . £DONERIL,
tirzepatide #£C 41 5] (0.76%) . xHFREET 39 5] (1.66%) T o7z, Tirzepatide FED T FLDIE
C OB Y EAIC & 0 IRBRIK & ORI FEBIR 2R L &l S vz (8 2.7.42-9~% 2.7.4.2-13) |
Tirzepatide FEDIETH] 41 FlD 5 6 25 i R OKFRREEDSETH 39 oD 5 6 35 filik, LERY A
7 DEmWEEEZXIRE LT GPGM B OHEERE Th -7 (£ 2.7.4.2-13) . GPGO #Bk., GPGP
B, GPGIFBR, & GPGF i CTII L ILRED bR -7z,
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LY3298176 (2 AHE R %) 2.7.4 [EERE &M
tirzepatide

% 27429 FELH—E (GPGB &ER)
a1 HERES FEHLH R H
BB EAES DO smsss Preferred Term GemET  GikET  TRAE DR mmm TR am
(AsH 2XEE" ) O HE) R 7
Placeb = sI/B/WH/US Placeb Lung adenocarcinoma stage IV ltf B B | 20-1-1 v N SEVER DE, LT, HO, NA  FATAL
acebo s A acebo (R 25 4 1) (184) (219) E  DA,OTH

Abbreviations: TEAE = treatment-emergent adverse event

NFEIE, White (WH)DIEEE TR LT,

FBAERETORET, HEHMOBRLGABAZ 1A E L TGER L,

BEEVMDO DT TV IL, death (DE), life-threatening (LT), disability or permanent damage (DA), hospitalization, initial or prolonged (HO), other serious important medical events (OTH)DI&FECrn L 7=,
HLE X, not applicable (NA)DIEFE T L7z,

#2454 : MedDRA/J ver21.0
Data cut-off: 20lH-1H-H
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LY3298176 (2 FLHEIRIR) 274 BRI M
tirzepatide
% 2.7.4.2-10 FELfl—% (GPGH iE&)
i HEHG FEHLH R H .
N L1l N N .. = S
B EET )ﬁgj TN 5 Preferred Term GRAET  GHKET TEAE  oF Mk o ;i -
(AT D A ) D A %) e
— 70//WH/RO Cardiac arrest 20 -H-1 20l-H-1 SEVER DE,LT,DA,OT
TZP 5mg I Smg - Y N R NA  FATAL
= U (DME L) (77) (77) E H
7P 10m __ WmWHUS | COVID-19 pneumonia 20M-H-B  20M-N-M v N SEVER o\ - DW  FATAL
g — A g (COV ID— 1 9Jifi%) (306) (310) E g
] . .
— SEWWH/ARG 10mg Ciirdlo:esplratory arrest 20-H-1 20l-H-1 v N SEVER o DW  FATAL
— (D L) (309) (309) E
TZP 15m — 70/B/WH/HU 7 5m Depression suicidal 20lH-H-H 20l-H-H v N SEVER DELT DNC  FATAL
g — N ~me FHEEHEET D 5 O¥F) (320 (320) E ’
] Multiple organ dysfunction
%SCI}JL%IBEC I gl/ WWH/AR s syndrome 20’2;")‘- 20(-2;")‘- % N SE‘éER DE,HO NA  FATAL
| (ZIRARIRRE AR IEERE)

Abbreviations: TEAE = treatment-emergent adverse event; TZP=Tirzepatide

ATEIX, White (WH) DIEEE TR LT,

FHEAHRETCOREIL, BEHMORERERA 1 HE & LTER LK,
BEEMDO AT TV IL, death (DE), life-threatening (LT), disability or permanent damage (DA), hospitalization, initial or prolonged (HO),

other serious important medical events (OTH)DI&FE TR L7z,

WLiE LY. dose not changed (DNC), drug withdrawn (DW), not applicable (NA) DB FE T/ L7z,

H44 : MedDRA/J ver23.1
Data cut-off: 20H-I-H
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LY3298176 (2 HLpEIRIF) 274 FRERIZ N
tirzepatide
% 2.7.4.2-11 FELH—E (GPGK &ER)
IR RS AL X 5 A
EraCp i3 JERBIE 5 R FEBLRE$E G- Preferred Term Gt ENE (H&kET TEAE o EIE N AL HirR )
IR/ (A3 O ) D H ) A%k @7 =)
Acute myocardial infarction 20--1 20i-- SEVER
Placebo B oI/l/AUMEX Placebo (AL ) (259) (259) Y N B DE NA  FATAL

Abbreviations: TEAE = treatment-emergent adverse event

AFElX. American Indian or Alaska Native (A)DIEFE TR L7=,
FHBWMERETO B, BEHHORERGEEZ1HE E LTRERE L,
EHEMO DT TV 1L, death (DE)DWMEFE TR L7z,

HLE X, not applicable (NA)DIEFE T L7z,

HE4, : MedDRA/J ver23.1
Data cut-off: 20lH-I-H
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LY3298176 (2 AHE R %)
tirzepatide

2.7.4 FRIRH

% 2.7.4.2-12 FELf—& (GPGL iER)
" HEHG FEELH (EESE! .
\ P > ” L
B T T T Preferred Term GemET (kT TEAE  OE mmm TR B
(AT D A ) ® A %) e
I— sSI/l/WH/US Cardio-respiratory arrest 20-H-1 20l0-H-H SEVER
TZP 5mg I 2.5mg N, Y N DE,LT NA  FATAL
— A (O IE) (23) (23) E
]
B SEPN/WH/USA Smg Death EEE  2oNE. Y N SEVER ppip NA  FATAL
— (FET) (85) (85) E
[ ] .
— SWE/WH/BR smg Pﬁyflggil?hrltls 20H-H-1. 20H-H-1. v N SEVER DE.HO DNC  FATAL
_— A (‘BB R) (29) (35) E
] .
COVID-19 pneumonia ltf B B | 20-H-. SEVER
] SAM/WH/ARG 5mg (COV ID— 1 9Mi%) 41) 41) Y N B DE,HO DI FATAL
[ ] .
TZP 10mg E— AWWH/GBR 10mg End stEaxg‘e r;;al disease 20l-H-1 20l0-H-H v N SEVER DE.LT.HO DI FATAL
_— CRWIB R (109) (174) E
]
COVID-19 20M-H-B  20M-H-M SEVER
] SI/WAI/MEX  10mg (COVID-19) 221) 235) Y N E DE,HO DI FATAL
]
BN SUE/AUMEX  10mg s,/‘?f;jf“ death (0. 20NN Y N SEVER np NA  FATAL
— (ZE4KFE) 271) 271) E
= 4/WWH/ME 10m COVID-19 pneumonia 20H-H-1 20H-1-1 v N SEVER b6 DNC  FATAL
— X g (COV ID—1 9Jii%) (236) (248) E ,
[ ] .
TZP 15mg NN  /B/AUMEX 7.5mg Cerebrovascular accident E-EE 20EE. Y N SEVER pp DI FATAL
(R4 52 1) (74) (74) E
= 61I/B/WH/BR 10m Acute myocardial infarction 20-H-1 20l0-H-1 v N SEVER v 1110 DW  FATAL
— A J (At DA AEIE) (120) (120) E .
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LY3298176 (2 FRUBESRIS)

2.7.4 [EERE &M

tirzepatide
i HEHG FEHLH &K H .
Z | N . y-=% .
B epge TR s Preferred Term EEET  (HAET TEAE R g B4 B
IARRIE GLAE) D H ) D E ) Pask 7 =Y)
__ WEWHAR Suspected COVID-19 om-mE  omEm N SEVER oo NA  FATAL
— G g (COVID—1 9D (240) (240) E :
] . .
E— AMWWHARG 15mg Cflrdlo;resplratory arrest 20M-H-1 iy B N | v N SEVER DE.HO UNK  FATAL
— (LA L) (268) (268) E
SEMA 1 BN GLNWHARG | COVID-19 pneumonia (EEE oEE. N SEVER hrho DNC  FATAL
me — me (COV ID—1 9fiiZ) (172) (194) E ,

Abbreviations: TEAE = treatment-emergent adverse event; TZP = Tirzepatide; SEMA = semaglutide

AFfiX, American Indian or Alaska Native (AI)& (Y White (WH) DRI§FE TR L 7=,

FBAERETORET, #EHMOBRLGABAZ 1A LTGER L,

HEMD AT TV 1L, death (DE), life-threatening (LT), hospitalization, initial or prolonged (HO)DI§FE C7x L 7=,
WLiE LY. dose not changed (DNC), drug interrupted (DI), not applicable (NA), unknown (UNK)DHI&FE T8 L7z,
FH4:4 : MedDRA/J ver23.1

Data cut-off: 20ll-H-H
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LY3298176 (2 FRUBESRIS) 2.7.4  FEIRH
tirzepatide

% 2.7.4.2-13 FELf—E (GPGM iER)
" HERG FEELH (EESE! .
N L1l N N .. = S
B T T T Preferred Term GemET (kT TEAE  OE mmm TR B
(FAH) D H %) D A% I
] .
Urosepsis 20 -H-1 20l0-H-1 SEVER
TZP 5 mg I Ih/WH/USA Smg (RS VER L9 (439) (448) Y N E DE,LT.HO UNK  FATAL
= sI/lB/WH/US S5m COVID-19 pneumonia by B B | 20l-H-. v N SEVER |- 1o DW  FATAL
— A g (COV ID—1 9Jii%) (594) (611) E ,
I o/l/WH/US sm Coronary artery disease by B B | 20l-H-1 v N SEVER o DNC  FATAL
_- A g (GEBIIRE ) (168) (168) E
[ ] .
6W/l/WH/RO smg Ciirilac arrest by B B | 20l0-H-. v N SEVER o NA  FATAL
_- U (DM IE) (443) (443) E
= o/I/WH/SV S5m Pulmonary embolism 20il-H-1 iyt B B | v N SEVER v 1io UNK  FATAL
— K 3 (i) (360) (360) E ;
— /I/WH/SV Pancreatic carcinoma 20-H-1 20lH-H-1 SEVER DE,LT,DA,HO
] S5mg e Y N > T NA  FATAL
= K (PN (92) (135) E ,OTH
]
COVID-19 by B B | 20l-H-1 SEVER
I JI/E/BL/BRA 5mg (COVID—19) (434) (444) Y N E DE,HO,0TH DI FATAL
]
I— SW//WH/AR Cardio-respiratory arrest 20l-H-H 20l-H-H SEVER
] S5mg e Y N DE,LT,0OTH DNC  FATAL
= G (O fitifE: Ik (158) (158) E
]
7WI/WH/AR COVID-19 20l-H-H 20l-H-H MODE
E— smg (COVID—19) (487) (493) Y N ratg  PEHO NA  FATAL
]
] .
Haemorrhagic stroke 20l-H-1 20-N- SEVER
I SUN/AVARG  Smg (H R oy (670) (686) Y N E DE,LT DI FATAL
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LY3298176 (2 AHE R %)

tirzepatide

2.7.4 FRIRH

i R BH EESE!
e EIBAER] HERR %
BB EAES DO smsss Preferred Term BEET  GEKET  TEAE Ok mmm O am g
L AE) A ) Batk 7=
ol/M/WH/AR Acute myocardial infarction 20M-1- 208-M-
[ 5 myo -l H-E-l SEVER
— G me (DR SE) 272) 272) Y N g DE DNC  FATAL
BN W/EAUMEX Smg Cellulitis E-EE 2omE. MODE
%) 63) 73) N RATE DELT DNC  FATAL
] . .
Ischaemic cardiomyopath 20-H-1 oy BB | E
I /M/AUMEX 5 N yopathy SEVER
1 | mg (L O ) (407) (407) Y N £ DELT DNC  FATAL
]
sI/l/WH/AR Death 200-H-H 20mE-Il-
I 5m - SEVER
= G £ (BEL) (157) (157) Y N g DE DI FATAL
] . .
oI/M/WH/RU Cardiac failure 20-1- 20mE-Il-
I 5m N - H-E-H SEVER
= 8 ¢ (LRE) (514) (514) Y N g DEHO DNC  FATAL
]
COVID-19 0M-E-E 208N
TZP 10 mg [ 61l/M/BL/BRA  10m, H-E-l SEVER
= J (COVID—19) (258) 263) Y N £ DEHO DI FATAL
] .
Pneumonia 20-H-1 20-H-H E
. SVIAUMEX  5m ! SEVER
g %) (283) (293) Y N £ DEHO DI FATAL
] .
70/B/WH/SV COVID-19 pneumonia 20M-H-H 208m-I-
TZP 15 mg I 10m -l SEVER
— K ¢ (COV ID—19Hi%) (©38) (645) y N g7 DEHO UNK  FATAL
] .
6l/ll/WH/BR Septic shock 0-E-E  20E-E-. SEVER
15
_- A me (et s 2 v ) (A11) (A11) Y N g DBHO DNC  FATAL
] .
SH/l/WH/AR COVID-19 pneumonia 20--H 208-1-
| 15m ) H-N- SEVER
— G g (COV ID—1 9Jii%) (369) (394) Y N g DELTHO DI FATAL
6/B/WH/AR Acute myocardial infarction 200-H-H 2080-1-
| 15m g H-N-l SEVER
— G ¢ (kO E) (467) (467) Y N g DE DW  FATAL
B WEWHARG 12.5m Cardiac failure 0m-E-. 20 SEVER
] e (DARAE) (140) (141) Y N g DE DNC  FATAL
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LY3298176 (2 AHE R %)

tirzepatide

2.7.4 FRIRH

i HEHG FEHLH &K H .
N L1l N N .. = S
B T T T Preferred Term GemET (kT TEAE  OE mmm TR B
(HAE) D H %) D H %) e
] .
BN UN/ARG  12.5mg s‘fd,f‘f;tcard'ac death JEEE 20EE. Y N SEVER ppip DNC  FATAL
—_— (2Z8RE) (126) (126) E
] .
Neoplasm malignant 20-H-1. 20-H-1. SEVER
B ol//WHPOL 10mg B ot i % N [FR e NA  FATAL
]
B VEWHPO Death JmmE ommm N SEVER NA  FATAL
— L GET) 411 411 E
INSULIN = WEASUSA EU Cardiac disorder omEE  omEE N SEVER DELTDAHO | Lo
GLARGINE  Ed (LBEE) (446) (446) E  OTH
]
B I/WHUSA EU Arthropathy EEE 2EE. Y N SEVER np NA  FATAL
— (R ) (572) (572) E
] :
COVID-19 pneumonia 20-H-1 2001 MODE
s ANAUUSA U COVIDoT oM e i % N YO pEHO DNC  FATAL
— e
EEm  SUAWH/ESP EU Cardiac failure . EE. N SEVER ppiTDAHO DW  FATAL
—_— (R4 (208) @11) E
Emmm— UEWiESP EU Nosocomial infection EEm 0EEm N SEVER peithO NA  FATAL
— (Cial239) (410) (414) E
I SUMWHSY ) COVID-19 pneumonia 0NN 20m-E-E v N SEVER oo DI EATAL
_- K (COVID—1 9Mifi%k) (637) (637) E ’
]
SI/M/WH/BR COVID-19 NOE-E-E 20W-E-E SEVER
-_ A my (COVID—19) (246) (252) Y N g DBHO DI FATAL
]
70/M/MU/BR COVID-19 NOE-E-E 20m-E-m SEVER
T mu (COVID-_19) . i N PR DELTHO DNC  FATAL
]
B oI/IMUBRA EU Death E-EE 2EEm Y N SEVER hpitHO NA  FATAL
— GET) (642) (642) E
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LY3298176 (2 AHE R %)

tirzepatide

2.7.4 FRIRH

. HERES FEHLH &K H .
N L1l = " .. M o
P51 I B ﬁﬁgj TN 5 Preferred Term GRAET  GHKET TEAE  oF k| wﬁfim i -
(HAE) D H %) D H %) e
] .
71/M/WH/BR Lung adenocarcinoma 20-H-1. 20-H-1. SEVER DE,LT,HO,0T
| W (M) (140) (179) Y N E H DI FATAL
[ ]
= o/ll/WH/BR mu Acute pulmonary oedema 20-1-1. 2000-H-1 v N SEVER o DNC  FATAL
— A (A MK E) (390) (390) E
I Cardiogeni
genic shock 20-H-1. 20-H-1. SEVER
| 7A/WMU/BRA U (LS = 5 ) 210) 214) Y N E DE,HO DW  FATAL
[ |
]
COVID-19 20H-E-E 20EEE SEVER
| 61/B/BL/BRA U (COVID—109) 16) 426) Y N E DE,HO DNC  FATAL
[ ]
]
B SU/EBLBRA HU ?;Ea;‘) 202“8%‘- 203‘8?)‘- Y N SE‘éER DE,LT DNC  FATAL
[ ]
] Respi .
piratory failure 20H-H-1. 20-H-. SEVER
I 6I/l/'WH/ARG U (L) 435) 75) Y N E DE,HO NA  FATAL
I Sudden cardiac death
20H-E-E 20EEE SEVER
[ ] 7M/W/WH/ARG U (LZEIRE) (546) (546) Y N E DE NA  FATAL
[ ]
E— 70/M/WH/AR U Lung neoplasm malignant 200--1 20-1-1. v N SEVER e Ho DW  FATAL
I— G (i > BBV A= 9) (291) (395) E ’
[ |
= ol/B/WH/AR mu Cardiogenic shock 200-H-E 20N v N SEVER e o DNC  FATAL
G (DFEMYa v 7)) (426) (426) E ’
[ ]
]
70/B/WH/AR Sudden death 20-EE 20HEE SEVER
I G [ 1§} (I @18) @18) Y N E DE DNC FATAL
[ ]
] .
ol/B/WH/AR Sepsis 20H-E-E 20EEE SEVER
] G U L) (324) 357) Y N E DE,LT,HO DI FATAL
[ ]
I Pulmonar i
y embolism 20H-E-E 20EEE SEVER
| 7A/W/WH/ARG U (WEEARAE) (198) 204) Y N E DE,HO DI  FATAL
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LY3298176 (2 AHE R %)

tirzepatide

2.7.4 FRIRH

" HEHER FEHLH HH&H "
N L1l N N .. = S
BB EAES DO smsss Preferred Term GemET (kT TEAE  OE mmm TR B
(HeAE) D A% D A% I
— ol/l/WH/AR U M\ygﬁardlal infarction 20-1-1 2011 v N SEVER o DW  FATAL
— G (e (188) (188) E
—— N
EEmmm  IEAUARG EU Renal impairment lEEm EE. N SEVER peithHO UNK  FATAL
_— (B el g (153) (156) E
—— : :
Acute respiratory failure 20-H-1 20-H-1. SEVER
[ AM/WH/ARG EU (MR R 4 (482) (482) Y N B DE,LT,HO DI FATAL
= o/l/WH/AR mU Acute myocardial infarction 20M-1-1 20M-1-1 . N SEVER o DI FATAL
— G (Gl TES) (443) (443) E
— , ,
s I/E/AVMEX EU Respiratory failure E-EE 2EEm Y N SEVER pprtTHO DNC  FATAL
— (W% 7 42) (385) (389) E
— A e
cute myocardial infarction 20-H-1 20-H-1. SEVER
AUMEX Ny Y N DE,H DNC  FATAL
-_ WAV mu (Gl TES) (340) (340) E 0 ¢
— , :
B AEAMEX U Respiratory failure EEE  20EE. Y N SEVER ppit NA  FATAL
— (W% 7 42) (408) (408) E
[ ;
. IEAMEX EU COVID-19 EEE EEEm N SEVER ppitpA DNC  FATAL
— (COVID—19) (333) (338) E
— , ,
B AVAUMEX WU Respiratory failure EE-E 2EE. Y N SEVER ppiThHO NA  FATAL
= (WP A 42) (437) (438) E
[ :
COVID-19 pneumonia 20-H-1. 200-H-. SEVER
. UVAVMEX EU (COV ID—1 9Ji%) 425) 455) Y N £ DELTHO DNC  FATAL
I
COVID-19 200 20M-E-. SEVER
[ sI/M/AVMEX EU (COVID-19) (339) (347) Y N E DE,HO DI FATAL
B I/E/AUMEX U Spinal column injury E-EE 2mEm Y N SEVER np DI FATAL
_— (FHEHRE) (242) (242) E
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LY3298176 (2 FRUBESRIS)

2.7.4 [EERE &M

tirzepatide
n HERG FEBLH EESE!
B e T T T Preferred Term GemET (kT TEAE  OE mmm TR B
(AR O A O B ) e 7
I Cardiac failure congesti - -l
gestive 20H-H-1 200-H- SEVER
] 70//AUMEX IRU ( 3 ffﬂ.‘ki‘ll‘ﬂ:/i\) (410) (410) Y N E DE DI FATAL
|
[ ] . - -
— 6I/l/WH/AU U Ciil‘(i:ac arrest 20H-H-H 200-H-H . N SEVER DE.LT.HO UNK  FATAL
— S (D 11 (194) (199) E

Abbreviations: TEAE = treatment-emergent adverse event; TZP=Tirzepatide

AffiX, American Indian or Alaska Native (AI), Asian (AS), Black or African American (BL), White (WH) } O* Multiple (MU)DI§EE Cr= L 72,

HBHRETO BT, REYMOBGHGEEZ 1IHRE LTRERL,

BEEMDO DT TV IL, death (DE), life-threatening (LT), disability or permanent damage (DA), hospitalization, initial or prolonged (HO), other serious important medical events (OTH)D#&FE T L7z,

WLiE LY. dose not changed (DNC), drug interrupted (DI), drug withdrawn (DW), not applicable (NA), unknown (UNK) D& FE C/r L 7=,

#4544, - MedDRA/J ver23.1
Data cut-off: 20 l-IH-H
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LY3298176 (2 FRUBEIRIS) 2.74 BERMZE 2

tirzepatide

%2 AL OE 3 HRARTORETHIT T X THMTHEZBES CHE I Nz, HIEDRER,
tirzepatide #f TR O LN T ORKIL, EIZOLEBHEE, KB, LERETH > -

(3% 2.7.42-14) , DEBBEIC X AL, tirzepatide DEGIKRBIFE 7 1 7T LDt REM T T
A7 FR CTh o7z, Tirzepatide ﬁi‘@ﬁlﬁt%@ﬁ 5 11 #lix COVID-19 &R H -T2, Zhb
1 IO TIE, FMBHIEZBR RIS v 6 BUDSEGL . 2 BIANLSEIRAE, 2 BN RIK AT, 1 3123 i
BAEESE & HIE S A7z,
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LY3298176 (2 AHE R %)
tirzepatide

2.7.4 [EERE &M

F2742-14 BERBZFHIETZESOHEICLSIRTCORE (REMUBHIXNERER) (FE2HRUE 3 HEAR)
n
Insulin Insulin Sema Dula

TZP 5 mg TZP 10 mg TZP 15 mg degludec glargine 1 mg 0.75+1.5mg | Placebo
Cause of death as adjudicated by CEC (N=1756) (N=1753) (N=1825) (N=360) (N=1000) (N=469) (N=213) (N=312)
Total 20 8 13 1 35 1 0 2
Sudden cardiac death 4 3 5 0 7 0 0 1
Undetermined 7 2 3 0 12 0 0 0
Infection 6 2 2 1 8 0 0 1
Malignancy 2 1 0 0 2 0 0 0
Pulmonary 0 0 2 0 2 1 0 0
Suicide 0 0 1 0 0 0 0
Other: Massive pulmonary embolism 1 0 0 0 0 0 0 0
Acute myocardial infarction 0 0 0 0 1 0 0 0
Cardiovascular procedure 0 0 0 0 1 0 0 0
Non-cardiovascular procedure or surgery 0 0 0 0 1 0 0 0
Trauma 0 0 0 0 1 0 0 0

Abbreviations: CEC = clinical endpoint committee; Dula = dulaglutide; N = number of patients in treatment group; n = number of patients; Sema = semaglutide; TZP =

tirzepatide.

Note: This table should not be used to compare treatment groups. Different treatment groups are included across the studies with different populations.

Note: The randomization ratio for Study GPGM was 1:1:1:3 (TZP 5 mg: TZP 10 mg: TZP 15 mg: insulin glargine), while other Phase 3 studies with a comparator arm were
1:1:1:1 (TZP 5 mg: TZP 10 mg: TZP 15 mg: comparator).
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LY3298176 (2 FRUBEIRIS) 2.74 BERMZE 2

tirzepatide

SNTHER BRI SN TR C OFIK OHEER Fi%, OlE A X ffrssE (6 5.3.5.3.3 1)
RO L,

H2 RO 3 HERBR CORETHIA 1SS (55 5.3.5.3.1 1) Table ISS.4.60 [k L7-, & 2 HE Y
5 3 FHRER COT R TORLEHOFRIL, ERROIGHRRFEREELSROZ L,

274215 ZFOHMOEELGEEER
B2 AR O 3 FRBR TR DN HER A ERFROERL TN 1SS (6F 5.3.53.1 ) F
444 HIZR LT,

2742151 {AROREE
2.7.4.2.1.51.1 GPGO &

HELRAEFLRIL 39 61 (6.1%) 12 51 kR o, EERAEFEFROREIATG
tirzepatide £t C 4.4%~6.3%., T =27 7 /LF F 0.75mg BE T 8.8% Tdh 7=, GPGO ﬁﬁ%ﬁ’(@%% iﬁ
AEFZOERNZ GPGO BrRiniie i T E (5 5.3.5.1.8 ) Table GPGO.5.19.1Z7R L7z,

27421512 GPGP &

HELRAEEGIL 24 6] (5.4%) 12 2880 b, EERAEFGZ I LB O K
7373 tirzepatide 10 mg #f (1161 [7.5%] ) KON 15mghE (1161 [7.4%] ) ThH-o7z, GPGP illik
TOHRERAFFROEN Z GPGP RBIGERE#MEE (55 5.3.5.2.1 1) Table GPGP.5.18.17R
L7,

2742152  GrERF
2.7.4.2.1.5.2.1 FEIM TS RABHEBROGEREN (AST)

2RE LT, BEERAERFRGORBEIG K OFIEIZOWT, WTILO tirzepatide #ETH 77 &
AHE & B U CHERENTRO bR o7z, ASI T 1 L EOERRAHFR I LIk
BE DOEIGIX, % tirzepatide fE, 4 tirzepatide FEM OV 7 B AR THELL T\ iz (F2.74.2-15)
KL Z EERAEFENEO L SOC T NLEESE ] Th v, FELEIS LA tirzepatide E &
7T RARBETHEIL T,
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£2742-15 EELHEFR (REMEMHRERE) (AS1)
n (%) TZP

#n B BIR573E System Organ Class TZP5 |TZP 10| TZP 15| TZP |Placebo| ALL vs
HEARFE Preferred Term mg mg mg ALL |(N=235)| Placebo

(N=237)|(N=240)| (N=241) |(N=718) p-valuea

HELRAERES Patients with >1 SAE 14 (5.9)[15(6.3)| 10 (4.1) |39 (5.4)| 13 (5.5)| 0.999

FEHBE (%)

PR Cardiac disorders 4(1.7) | 2(0.8) | 3(1.2) |9(1.3) | 4(1.7) | 0.627
DARAE Cardiac failure 3(1.3) [ 1(04) 0 4(0.6) | 1(0.4)| 0.795
mELLERE Acute myocardial 0 | 104|104 203|104 0734

infarction
ok )RS Coronary artery disease 0 0 2(0.8) | 2(0.3) 0 0.410
BROIE Angina pectoris 0 0 1(0.4) | 1(0.1) 0 0.561
DAl Atrial fibrillation 1(0.4) 0 0 1(0.1) 0 0.561
=R Supraventricular 1(0.4) 0 0 1(0.1) 0 0.574
tachycardia

JEYUER L OVFE R | Infections and infestations 2(0.8)|14(1.7)| 2.8 | 8(l.1) | 1(0.4) | 0.334

i
W R Cellulitis 0 1(0.4) 0 1(001)| 0 0.561
7 A RMY Ty L - | Clostridium difficile 0 1(0.4) 0 1(0.1) 0 0.574
T A7 4 VR infection
A F AL AEYE | Coronavirus infection 1(0.4) 0 0 1(0.1) 0 0.561
BIBR Gastroenteritis 1(0.4) 0 0 1(0.1) 0 0.561
Miti g% Pneumonia 0 1(0.4) 0 1(0.1) 0 0.574
G FERES Postoperative wound 0 1(0.4) 0 1(0.1) 0 0.561

infection
RS Pyelonephritis 0 0 1(0.4) | 1(0.1) 0 0.561
PREE &G Urinary tract infection 0 0 1(0.4) | 1(0.1) 0 0.561

e s, Mahds OV | Respiratory, thoracic and 2(0.8) | 1(0.4) | 2(0.8) | 5(0.7) | 1(0.4) | 0.634

R e mediastinal disorders
T PR ZE M i i Chronic obstructive 0 0 2(0.8) | 2(0.3) 0 0.410

pulmonary disease
PR A4S Respiratory failure 1(0.4) 0 1(0.4) | 2(0.3) 0 0.418
-0 I Dyspnoea 0 1(0.4) 0 1(0.1) 0 0.561
W R S PO SE A | Sleep apnoea syndrome 1(0.4) 0 0 1(0.1) 0 0.561

BYE, BB L OFE | Neoplasms benign, 3(1.3) [ 1(0.4) 0 4(0.6) | 2(0.9) | 0.630

AR OFAY (58 | malignant and unspecified

fuds KO Y —7"% | (incl cysts and polyps)

i)

JiRes b Adenocarcinomab 1(0.4) 0 0 1(0.1) 0 0.574

FLEIR B A s Papillary renal cell 1(0.4) 0 0 1(0.1) 0 0.561
carcinoma

BT Renal neoplasm 1(0.4) 0 0 1(0.1) 0 0.561

T Uterine cancer® 0 1(1.0) 0 1(0.3) 0 0.558

PR R PR Nervous system disorders 1(0.4) | 2(0.8) | 1(0.4) | 4(0.6) | 1(0.4)| 0.795
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n (%) TZP
#n B BIR573E System Organ Class TZP5 |TZP 10| TZP 15| TZP |Placebo| ALL vs
HEARFE Preferred Term mg mg mg ALL |(N=235)| Placebo
(N=237)|(N=240)| (N=241) | (N=718) p-value2
G U P kT 2 Hypoglycaemic 0 1(0.4) 0 1(0.1) 0 0.561
unconsciousness
JEL ST AN Orthostatic intolerance 0 0 1(0.4) | 1(0.1) 0 0.561
N Syncope 1004 0 0 1(0.1) | 1(0.4) | 0.406
— PR LA Transient ischaemic attack 0 1(0.4) 0 1(0.1) 0 0.561
5E,. FEIB LU | Injury, poisoning and 0 |2(0.8)| 1(0.4)]3(0.4)]|1(04)| 0.99
B OHE procedural complications
J B AT Hip fracture 0 0 1(0.4) | 1(0.1) 0 0.561
i Humerus fracture 0 1(0.4) 0 1(0.1) 0 0.561
FHEEAET Spinal compression 0 1(0.4) 0 1(0.1) 0 0.561
fracture
hE kRIS LO%ES | Musculoskeletal and 0 [2(08)| 1(0.4)|3(0.4) 0 0.319
HREARk P connective tissue disorders
o R Musculoskeletal chest pain | 0 0 1(0.4) | 1(0.1) 0 0.574
T PRARIE Spinal stenosis 0 1(0.4) 0 1(0.1) 0 0.561
Tk e Synovial cyst 0 1(0.4) 0 1(0.1) 0 0.561
1 Vascular disorders 1(0.4) | 1(0.4)] 1(0.4) | 3(0.4)]1(0.4)| 0.999
1 BN IR B ZE 1 R i i
AMBIRFAZHERE | Peripheral arterial 1004) | 1(0.4)] 104|304 | 0 | 0319
occlusive disease
B IR E Gastrointestinal disorders 2 (0.8) 0 0 2(0.3) | 2(0.9) | 0.246
AN EN TS Colitis ischaemic 104)] 0 0 1(0.1) 0 0.574
£ Faecaloma 1(0.4) 0 0 1(0.1) 0 0.561
—fi% « EHEER L | General disorders and
O G-EBAL IR T administration site 104 ] 0 1(0.4) | 2(0.3) 0 0.410
conditions
e Asthenia 1(0.4) 0 0 1(0.1) 0 0.561
BEARR Impaired healing 0 0 1(0.4) | 1(0.1) 0 0.561
SN J: U,u, m%—‘ . "
A IES R FEfE Metabohsm and nutrition 0 104) | 1004) | 2(03) 0 0.410
disorders
B b Hypoglycaemia 0 1(04) ] 1(0.4) | 2(0.3) 0 0.410
B K ORI RS Renal and urinary disorders | 1(0.4) | 0 1(0.4) [2(0.3) | 1(0.4)| 0.734
JREEFE A Calculus urinary 0 0 1(0.4) | 1(0.1) 0 0.561
G AE Nephrolithiasis 1004 ] 0 0 1(0.)] 0 0.574
H LUk ES Ear and labyrinth disorders 0 0 1(0.4) | 1(0.1) 0 0.561
Jr BT Deafness unilateral 0 0 1(0.4) | 1(0.1) 0 0.561
FEthbE Psychiatric disorders 0 1(0.4) 0 1(0.1) 0 0.561
N Anxiety 0 1(0.4) 0 1(0.)] 0 0.561
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n (%) TZP
#n B BIR573E System Organ Class TZP5 |TZP 10| TZP 15| TZP |Placebo| ALL vs
HEARFE Preferred Term mg mg mg ALL |(N=235)| Placebo
(N=237)|(N=240)| (N=241) |(N=718) p-value2
SEHS LOWHALE | Surgical and medical 0 1(0.4) 0 Lo | 104 0.420
procedures
D7 7 L —< 3 | Cardiac ablation 0 1(0.4) 0 1(0.1) 0 0.561

Abbreviations: incl = including; N = number of patients in treatment group; n = number of patients with at least
1 SAE; SAE = serious adverse event; TZP = tirzepatide.
P-values are from Cochran-Mantel-Haenszel test of general association stratified by study.
Pancreatic acinar cell carcinoma.

¢ Denominator adjusted because gender-specific event for females.

27421522 AELBED-HDE 3RO HEHEN (AS2)
RE LT, EERAEFLOBIEIE K OFMEEIZOW T, tirzepatide FEM] CEE/2EV LR
HoNRPoTe (F2.742-16) o AS2 T 1 U EOEERAFEFRZ I LI gRE OFIE I3,
tirzepatide AEMH THLLL Tz, b2 < EELRAHFFRDT0 b7 SOC 1E NEGYER L OV
AHGE] THY ., FBIEIGIL tirzepatide FEH THELL Tz, AS2 TR O EHEIGD RN TH
BRAEFERZIL. UToLBY ThoT,
o  SMELHFEZE (tirzepatide 5 mg B : 0.41%. tirzepatide 10 mg Bf : 0.53%. tirzepatide 15 mg
HE : 0.35%)

e COVID-19 fiti¢ (tirzepatide 5 mg &% : 0.29%. tirzepatide 10 mg £f : 0.53%. tirzepatide 15 mg
HE :0.35%)

o HENNRFEE (tirzepatide 5 mg Ff : 0.41%. tirzepatide 10 mg #f : 0.29%. tirzepatide 15 mg
HE : 0.23%)
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274 BRI

% 2.7.4.2-16 Tirzepatide 15 S N1=- 0 1%L LDWBRETRRLE-EELEEER

(REMBITIRER) (AS2)
n (%)
=N System Organ Class TZP5 | TZP10 | TZP15 TZP
FEAGE Preferred term mg mg mg ALL
(N=1701) | (N=1702) | (N=1716) | (N=5119)
HERAERES Patients with >1 SAE 134 135 122 391
FHHIE (%) (7.88) (7.93) (7.11) (7.64)
JEYUER L OV EBUE | Infections and infestations 30(1.76) | 32(1.88) | 31 (1.81) | 93(1.82)
COVID-19 fifi% COVID-19 pneumonia 5(0.29) | 9(0.53) | 6(0.35) | 20(0.39)
Miti g% Pneumonia 2(0.12) | 2(0.12) | 5(0.29) | 9(0.18)
COVID-19 COVID-19 3(0.18) | 3(0.18) | 2(0.12) | 8(0.16)
BIBR Gastroenteritis 3(0.18) 2(0.12) 2(0.12) 7(0.14)
PRIEPERUIAE Urosepsis 2(0.12) | 1(0.06) | 3(0.17) | 6(0.12)
NS Cardiac disorders 37 (2.18) | 27(1.59) | 23 (1.34) | 87 (1.70)
SR R SE Acute myocardial infarction 7(0.41) | 9(0.53) | 6(0.35) | 22(0.43)
ok )RS Coronary artery disease 7(041) | 5(0.29) | 4(0.23) | 16(0.31)
DAA Cardiac failure 6(0.35) | 2(0.12) | 2(0.12) | 10(0.20)
NS Myocardial infarction 5(029) | 1(0.06) | 3(0.17) | 9(0.18)
O HE) Atrial fibrillation 5(0.29) | 2(0.12) | 1(0.06) | 8(0.16)
AN ESE Angina unstable 1(0.06) | 4(0.24) | 1(0.06) | 6(0.12)
Dol 1k Cardio-respiratory arrest 2(0.12) | 1(0.06) | 2(0.12) | 5(0.10)
R, M L OREM Neoplasms benign, malignant 15(0.88) | 18 (1.06) | 14 (0.82) | 47 (0.92)
RO Y (FRIF | and unspecified (incl cysts and
FORY —T%Ete) polyps)
AT e a Prostate cancera 0 2(0.12) | 1(0.06) | 3(0.10)
PR R PR Nervous system disorders 13 (0.76) | 10(0.59) | 13(0.76) | 36 (0.70)
o I ffEP Ischaemic stroke 2(0.12) | 4(0.24) | 1(0.06) | 7(0.14)
— PR LA Transient ischaemic attack 2(0.12) | 3(0.18) | 1(0.06) | 6(0.12)
B K ORI EE Renal and urinary disorders 8(0.47) | 7(0.41) | 7(0.41) | 22(0.43)
G AE Nephrolithiasis 4(0.24) | 3(0.18) | 1(0.06) | 8(0.16)
H?HELrﬁﬁ Hepatobiliary disorders 3(0.18) | 8(0.47) | 7(0.41) | 18(0.35)
HE%* Cholecystitis acute 1(0.06) | 3(0.18) | 2(0.12) | 6(0.12)
EEE i Cholelithiasis 2(0.12) | 2(0.12) | 1(0.06) | 5(0.10)
I & Vascular disorders 4(0.24) | 6(0.35) | 6(0.35) | 16(0.31)
KA %ﬁﬂ)ﬁfﬁ%@ﬁ% Peripheral arterial occlusive 1(0.06) | 3(0.18) | 2(0.12) | 6(0.12)
disease
Rt KO E Metabolism and nutrition 6(0.35) | 1(0.06) | 7(0.41) | 14(0.27)
disorders
B b Hypoglycemia 2(0.12) | 1(0.06) | 5(0.29) | 8(0.16)

Abbreviations: incl =

1 SAE; SAE = serious adverse event; TZP = tirzepatide.
a  Denominator adjusted because gender-specific event for males.
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27421523 FE2HRVE SHABROHESMIT (AS3) HWIZE2HREVE IRV TSR
XEREREBRD ST (AS4)

HIERAFFROREBES L ORI R RERF THELEL L TR0, AS3 KT AS4 THi
REEMEOFT HITEES b o T,

AS3 @ tirzepatide #E TOEERAFFROFHEIGIL 7.4% T o7z, Tirzepatide #f Tl b % <
HERAEFELNBEO LN SOC 1T NEYYER L OFARIE]  (1.75%) THH ., BHEEGN E
Moz PT IR OAFEZE (0.41%) . COVID-19 fifize (0.37%) K OVEENREE (0.30%) THh-o
776

AS4 T 1 UL EOEE LA EFR L IREL L IEERE OFIGIL, tirzepatide #E T 3.8%, 77 &&R
BET 42% T o 7o, Tirzepatide FED 2 FILL HIZREBL L /- EE A EFRIT I OLME B HED F5
THo7T,

AS3 KN AS4 TOEERAHEFROER KON 2 224 1SS (5§ 5.3.53.1 IH) Table
1SS.4.63 }2 1) Table ISS.4.64 |27~ L 7=,

2.7.4.2.152.3.1 EIHABRORRCLNDEELATEROLE

ZABR OGO G X, 40 H~104  (GPGM #Br) Tho7od, K 2.7.4 HTIL,
GPGM #BRIZ DWW CE BRI H 25l L 72 5- 52 E COTF— X 25T,

1 UL EOBEELRAERES 2R LWBRE OBIE N ik bIE0 - 2B IL GPGK RBR (£
tirzepatide #f : 2.2%., 77 AR : 2.6%) Tho7- (FF2.74.2-17) . GPGK #BkIL, tirzepatide
O HMPEEAERTH Y | tirzepatide D 3 FHIER O H CHERE OREIRIF O MBI 23 e b F o
Teo EELRAEFEFREZRBLLIPRE ORNEG Kb & o T2 IT, GPGM R (4 tirzepatide
FE:98%., A AU ZINF R 13.0%) . RWT GPGI B (4 tirzepatide Bf @ 8.7%., 7
7B REE : 83%) ThH-o7z, GPGM RERITLIME R Y A7 @< 1~3 FEHOR O MR T3
(A MBI, SU 3K, SGLT-2 FHFESK) ZfH L TV HHERE 255 L L, GPGI s BRITHEIR
FOREE R E L TA LAY TINF U EHA L COAHBREZ R E LR Th o7z,
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£2742-17 FBIHFBROABRCLEDEELGHEZROEN (R&MBITIRER)

Study (Planned Treatment Duration) Patients with SAEs
Background Therapy Treatment (N) n (%)
GPGK (40 weeks) TZP ALL (N=363) 8(2.2)
None Placebo (N=115) 3(2.6)
GPGL (40 weeks) TZP_ALL (N=1409) 85 (6.0)
Metformin Semaglutide 1.0 mg (N=469) 13 (2.8)
GPGH (52 weeks) TZP_ALL (N=1077) 75 (7.0)
Metformin = SGLT2i Insulin degludec (N=360) 22 (6.1)
GPGM (52 weeks) TZP ALL (N=995) 98 (9.8)
+ Metformin + SU + SGLT-2i Insulin glargine (N=1000) 130 (13.0)
GPGI (40 weeks) TZP ALL (N=355) 31 (8.7)
Insulin glargine + Metformin Placebo (N=120) 10 (8.3)
GPGO (52 weeks) TZP ALL (N=477) 25(5.2)
None Dulaglutide 0.75 mg (N=159) 14 (8.8)
GPGP (52 weeks) TZP ALL (N=443) 24 (5.4)
1 OAM

Abbreviations: N = number of patients in population; n = number of patients with event; OAM = oral
antihyperglycemic medication; SAE = serious adverse event; SGLT-2i = sodium-glucose co-transporter 2
inhibitor; TZP = tirzepatide.

274216 ZTOMOBEELEESER : AREOKRSHLICES-HEER

5 2 AH ROV 3 MR T, TRBRIEDH G IR BN A IEE T 572D #RBRE 13RI
DOEEFIEHTHLRB MG T D 2 L2 FfEE Lz, 2D OWBRE X, 1RBREOR 54 (LB h
SRR LB TRBEAE T IE LD H D, DD, RETITEREOE G HILICE ST
HERRERT,

# 2.74.134 HICHNR L7z K 512, AEFZUNORE (GBEVREE, [FEREL 1nBHE S E
DY, D) 12X VIRBREOR AW IE LR iR bz, IRBEH NG EREL LS
THoOTIERNC, AEFRICIDHIEOAEENE TR T D0 LR R, BT 305
RUNEHr S 7o, BRI —BERILISS (B 5.3.5.3.1 H) Table ISS.4.28 |[Z/R L7z,

2.74.21.6.1 & < DERER
2.74.21.6.1.1 GPGO iHE&
GPGO R TlL, AFEFRICLVIRBREOHR G2 F 1L L-gRE OB IHEL< . 83% ThH -7
(82.7.4.2-1) , ZOWRIZX, tirzepatide 5 mg #£ T 7.5%. tirzepatide 10 mg #C 10.1%. tirzepatide
15mg T10.0%, 7 =277 VF R0.75mghET5.7% Th o7,

Kb ZTBREOERGHILICE ST AEFRIL SOC THBEEE] THY, IsBREOE 52
IEL72#REOEIGIX, 727 7vF REE 0.75mg (0.6%) & ik U C tirzepatide #f T <
tirzepatide 5 mg #f (4.4%) K& 10 mg #f (2.5%) & b L C tirzepatide 15 mg £ (6.9%) THE»
272,

GPGO W TOIRFIEDOE G HILICE ST AERZOEK 2 GPGO RiGHiR i m & (5
5.3.5.1.8 3H) Table GPGO.5.20.1Z7R L7z,
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27421612

GPGP 8%

2.74 FRRAZE2NE

GPGP AR CIIAEFZUC L VI G- 1L L7 gRa ORISIE, &K T 74%Th o7
(2.7.4.2-2) , ZOWRIZX, tirzepatide 5 mg #E & N 10 mg # TEALEAL 5.4%, tirzepatide 15 mg
BT 11.5%TH Y . tirzepatide 15 mg #E Tl b w0 > 72,
Kb ZIBEREOEGFILICEST-AEFRIL SOC THBEESE] THY, IsBREOE 52
1 L7 #E8E OFIG 1T tirzepatide 10 mg #f (2.7%) M O tirzepatide 15 mg # (2.7%) THELL T

7’9
—o

GPGP B COVRBRIEDOH G HILICE ST HAEFLOEN % GPGP RBRIGERBIEREE (58

5.3.5.2.1 1) Table GPGP.5.19.1ZR L 7=,

2742162
274.21.6.21

CiN=pi
EIMT SRR

HERDGFE AT (AS1)

HEFRRIZLVIRBRIEO®R G 2 1L LI-BRE OBIEGIX. WTINo tirzepatide BETH 77 &R
BE& i LT <, tirzepatide D &N EHWIE ERBLEIE N @72 (8 2.74.2-18)
b IRBREOE LGP ILIZE > T HEFRIT SOC [HEE] TH Y .| tirzepatide &N
RO ERBIEIA R @D o T,
AS1 TOHEFHRGIZ X DIEBHREOE 54 11 F TORfE O Kaplan-Meier iR % [X] 2.7.4.2-2 (1277 L

72
#2742-18 RREQFEEPUICESEFESROEN (RLMHEAER) (AS1)
n (%) TZP
B BIRST3E System Organ TZP5 | TZP10 | TZP15 | TZP | Placebo | ALL
HEAFE Class mg mg mg _ALL | (N=235) vs.
Preferred Term | (N=237) | (N=240) | (N=241) | (N=718) Placebo
p-value2
Patients with >1 11 (4.6) | 16(6.7) | 21(8.7) | 48(6.7) | 6(2.6) | 0.016
DCAE
B WA Gastrointestinal 7(3.0) | 13(5.4) | 16(6.6) | 36(5.0) | 1(0.4) | 0.002
disorders
G Nausea 1(04) | 4.7 | 521 [ 1004 | 1(04) | 0.225
T Diarrhoea 1(04) | 3(13) | 3(1.2) | 7(1.0) 0 0.130
B WA Gastrointestinal 5(0.7) 0 0.206
disorder 1(0.4) | 2(0.8) | 2(0.8)
Mgk - Vomiting 1(0.4) | 2(0.8) | 2(0.8) | 5(0.7) 0 0.192
HILR R Dyspepsia 2(0.8) | 1(04) | 1(0.4) | 4(0.6) 0 0.252
JE R AS PRI Abdominal 0 0 2(0.3) 0 0.426
) 2(0.8)
discomfort
J:‘ ﬁ N . .
N Abdominal pain 0 1(04) 0 1(0.1) 0 0.561
upper
AN EN TS Colitis ischaemic | 1 (0.4) 0 0 1(0.1) 0 0.574
[==] ~§\‘93::k‘$\ ‘% ]
H A E TR Gastrooesophagea 0 0 1(0.4) 1(0.1) 0 0.561
1 reflux disease
ST N ISR J: U,m. m%—‘ .
FREIS L USREEMS | Metabolism and 0 104) | 208 | 3(0.4) 0 0313
nutrition disorders
BIFEE
RARIEGE Decre.ased 0 104) | 2008) | 304 0 0.313
appetite
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n (%) TZP
2B BIR24E System Organ TZP5 | TZP10 | TZP15 | TZP | Placebo | _ALL
HEAFE Class mg mg mg _ALL | (N=235) vs.

Preferred Term | (N=237) | (N=240) | (N=241) | (N=718) Placebo
p-value2
JEYE R L OV E U | Infections and 0 0 2(0.8) | 2(0.3) | 1(0.4) | 0.747
JiE infestations
THA LA QastrQintestinal 0 0 208) | 2(03) 0 0.410
infection
COVID-19 fifi%& COVID-I. 9 0 0 0 0 104 | 0085
pne€umonia
—fi% « EHEER L | General disorders
OEHHEALOMRAE | and administration 0 1(04) | 1(04) | 2(0.3) 0 0.410
site conditions
Ik Malaise 0 1(04) | 1(04) | 2(0.3) 0 0.410
YRS Investigations 2 (0.8) 0 0 2(03) | 1(04) | 0734
fg;{;ﬁ b=y Elcor‘;i:eﬁc‘mm 1(0.4) 0 0 1(0.1) 0 0.574
U s—EHm Lipase increased | 1(0.4) 0 0 1(0.1) 0 0.561
M~ RO EZE) | Blood g.lucose 0 0 0 0 104) | 0.085
fluctuation
RYE, #MEd L U%E | Neoplasms benign,
AR O AY) (%8 | malignant and
B L ORY —7% unspiciﬁed (incl 2008) 0 0 2003 104 0.747
oie) cysts and polyps)
FLEIR B A s Papillary renal 1(0.4) 0 0 1.1 0 0.561
cell carcinoma
R Renal neoplasm 1(0.4) 0 0 1(0.1) 0 0.561
AT bR Traqsitional cell 0 0 0 0 1(0.4) 0.085
carcinoma
hE RIS L ONES | Musculoskeletal
HEL Ak e and connective 0 1(0.4) 0 1(0.1) 0 0.561
tissue disorders
traX=7 Sarcopenia 0 1(0.4) 0 1(0.1) 0 0.561
(PR Cardiac disorders 0 0 0 0 1(04) | 0.076
MR FE 2 Acute myocardial 0 0 0 0 104y | 0.076
infarction
IR P& Eye disorders 0 0 0 0 1(04) | 0.076
i Vision blurred 0 0 0 0 1(04) | 0.076

Abbreviations: AE = adverse event; DCAE = discontinuation of study drug due to AE; incl = including; N =
number of patients in treatment group; n = number of patients with at least 1 AE reported as the primary
reason for permanent discontinuation of study drug; TZP = tirzepatide.

a  P-values are from Cochran-Mantel-Haenszel test of general association stratified by study.
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Kaplan-Meier Plot of Time to Premature Study Treatment Discontinuation due to AEs Page 1 of 1
Safety Population
Phase 3 Placebo—Controlled Analysis Set (AS1) PDPM
0.104
| # # HR (Cl)*a p-val ue*b
0. 09 | Patients Events L Ly
] TZP 5ng 237 11 2.205(0.766;6.349) 0.1429
0.084 —— TZP 10nyg 240 16 3.202(1.173;8.745) 0.0232
| —— TZP 15myg 241 21 4.330(1.632;11.488) 0.0032
> 0.07- Pl acebo 235 5
8 006
a
(=) ]
€ 0.05
[
2 ]
% 0.04 -
g
3 0.03+
0.02 4
' Censored
0.011 ’_[
0.00 T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40
At Risk Time to Study Treatnent Discontinuation (Véek)
TZP 5ng 237 236 232 230 225 223 220 216 216 215 182
TZP 10ng 240 234 232 228 222 221 220 217 217 216 181
TZP 15ng 241 237 230 224 216 212 209 201 197 194 164
Pl acebo 235 233 228 224 223 222 219 218 217 216 187

Abbreviations: HR = hazard ratio; CI = confidence interval; TZP = tirzepatide
*a HR - hazard ratio and 95% CI stratified by Study Identifier;
*b WALD p-value (2 sided) for comparison of treatment versus PLACEBO from Cox proportional-hazards model.

27422 BEBRICK BARBEDHR S hIEF TORRMO Kaplan-Meier Bh#R (AS1)
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2.74216.2.2 RELRD-ODE 3ERBROHERET (AS2)

AS2 O tirzepatide FF Tlx, AFFRICEL VI AZ RGP IE LIZHERE OFEIGIL 8.50% TH -
2o BB OBGHILIZE ST HAEEGRIX, tirzepatide DHEDNHWIE ERBLEIG N E -T2,

(#2.742-19) . HLZIBREOELGPILICE-T2HEREZIT SOC [HEEE] THY .
tirzepatide O F B3 WOME ERBLEIE N @ o T2,

AS2 THEFZRIZ L HIEBREOHK LG IEF TOREE O Kaplan-Meier fhifR %2 [X] 2.7.4.2-3 (27~ L7z,
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2.74 FRRAZE2NE

& 2.7.4.2-19 £ tirzepatide F#¥®M 0.1% L L DHERE TREO ON-BREDEESHLIZE S 1=

AEZEROEN (RL2MMBMEH) (AS2)
n (%)
FRERIRSFR System Organ Class TZP5mg | TZP10 mg | TZP 15mg | TZP_ALL
FEARGE Preferred term (N=1701) (N=1702) (N=1716) (N=5119)
Patients with >1 DCAE | 121 (7.11) | 145(8.52) | 169 (9.85) | 435(8.50)
B IR Gastrointestinal 55(3.23) 74 (4.35) 88 (5.13) 217 (4.24)
disorders
G Nausea 18 (1.06) 24 (1.41) 27 (1.57) 69 (1.35)
T Diarrhoea 9 (0.53) 9 (0.53) 20 (1.17) 38 (0.74)
Mg At Vomiting 7(0.41) 17 (1.00) 14 (0.82) 38 (0.74)
HILR R Dyspepsia 7(0.41) 6 (0.35) 5(0.29) 18 (0.35)
NI Abdominal pain 3(0.18) 2(0.12) 4(0.23) 9 (0.18)
JE B AS PRI Abdominal 1 (0.06) 1 (0.06) 5(0.29) 7(0.14)
discomfort
& Constipation 1 (0.06) 4 (0.24) 1 (0.06) 6(0.12)
B IR Gastrointestinal 1 (0.06) 2(0.12) 3(0.17) 6 (0.12)
disorder
R Abdominal pain 1 (0.06) 2(0.12) 2(0.12) 5(0.10)
upper
Rt KO EEE Metabolism and 10 (0.59) 16 (0.94) 15 (0.87) 41 (0.80)
nutrition disorders
AR Decreased appetite 9 (0.53) 13 (0.76) 13 (0.76) 35 (0.68)
RS Investigations 9 (0.53) 13 (0.76) 18 (1.05) 40 (0.78)
RERD Weight decreased 2(0.12) 4 (0.24) 7(0.41) 13 (0.25)
B k=24 | Blood calcitonin 3(0.18) 3(0.18) 2(0.12) 8 (0.16)
n increased
U x—EHm Lipase increased 2(0.12) 3(0.18) 1 (0.06) 6 (0.12)
FRERRE SR HE N Pancreatic enzymes 1 (0.06) 2(0.12) 2(0.12) 5(0.10)
increased
— i« 2HREER LW | General disorders and 8 (0.47) 11 (0.65) 15 (0.87) 34 (0.66)
BN O IR RE administration site
conditions
57 Fatigue 2(0.12) 2(0.12) 3(0.17) 7(0.14)
i Malaise 0 2(0.12) 4 (0.23) 6 (0.12)
HEJ)E Asthenia 3(0.18) 0 2(0.12) 5(0.10)
JEYUE FS K OVEF A BUE | Infections and 8 (0.47) 7(0.41) 10 (0.58) 25 (0.49)
infestations
COVID-19 fifi% COVID-19 2(0.12) 2(0.12) 2(0.12) 6 (0.12)
pneumonia
(PR Cardiac disorders 9 (0.53) 4 (0.24) 5(0.29) 18 (0.35)
SN L Acute myocardial 2(0.12) 3(0.18) 3(0.17) 8 (0.16)
infarction

Abbreviations: AE = adverse event; DCAE = discontinuation of study drug due to AE; N = number of patients in

treatment group; n = number of patients with at least 1 AE reported as the primary reason for permanent
discontinuation of study drug; TZP = tirzepatide.
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Kaplan-Meier Plot of Time to Premature Study Treatment Discontinuation due to AEs

Safety Population
Phase 3 Dose Effect Analysis Set (AS2)

Page 1 of 1

PDPM

2.7.4 FRIRH

0. 150 -
| # #
0 135 | Patients Events
TZP 5ng 1701 105
0.120 | —— TZP 10nyg 1702 137
| —— TZP 15ny 1716 160
> 0.105
2 0.090
Q
=] 1
o 0.075 -
o
14 ]
= 0.060 -
g 0.045
0.030 -
0.015
0. 000 i T T T T T T T T T T T T T T
0 8 16 24 32 40 48 56 64 72 80 88 96 104
At Risk Tine to Study Treatment Discontinuation éV\éek)
TZP 5ng 1701 1659 1610 1575 1558 1439 890 289 28 225 151 82 30 5
TZP 10nyg 1702 1653 1594 1558 1532 1389 863 299 288 231 158 88 27 3
TZP 15myg 1716 1665 1596 1551 1507 1352 862 300 290 220 160 85 30 10

Abbreviations: TZP = tirzepatide

27423 HEBRICK ZARBEDKR S hIEF TORRMO Kaplan-Meier Bh#R (AS2)
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27421623 FE2HRVE SHABROHESMIT (AS3) HWIZE2HREVE IRV TSR
XEREREBRD ST (AS4)

AS3 Je T AS4 O tirzepatide #f THEL L 72 IRBRIE DO G- ILICE - 7o 7 HF G ORBEHI G K OFE
FUTMHT I G CHEELL TWe, RBBREIEGDE Do T IBREOR G P ILICE > fESE
L%, HIGEEAEFER TH -T2, AS3 KN AS4 TOBEBRIROBEFILICE T HEHFROE
7 1SS (%5 5.3.5.3.1 IH) Table 1SS.4.68 % X Table 1SS.4.69 (ZZ I E 4R LTz,

2L O 3RO TORERETO, AEFLRICEVIGBREDOR G 2 Ik Lo iRE &
R D kB G RO NRO —& (LMt L€M) % 1SS (& 53.53.1 HH)
Table ISS.4.70 IZ/~R L 7=,

274217 HBEINILEERBNEGEEROMENT

52OV 3FRRBR O A EHSIE SOC O PT HINCER L. 4 tirzepatide Ff T SOC DFEH
EAMNE WA ISS (4 5.3.5.3.1 TH) Section 442 (28 L1z, Z 45 O XAl R ILH
27421 2R LT,

27422

52 AR OV 3 FRBR CLL T OR FEHRR AT LI gE OfGEIL, RO GRS E
R LTe,

o JELC

o HERAEFEFL

o RBRIEOBHFILICEST-HERL

o IEHR

o HEOHEHIANEAHERESR (EFILISS [5F5.3.53.1 ] Table ISS 4.71 &)

T B Of%EIL, Table of Significant and Notable Patients (55 5.3.5.3.51H) (2t~ L7z,
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2743  EBREKRREBOFE

# 2 MR U 3 A RBROIRBR KA & CHUE L72RAR L BRI & L Tl A RO,
FEALERA, JRIRE R O OMMOBRE (T tirzepatide Hilk72 &) ZFHi Lz, 4 3 HRBRCO
PRARAEE O RIERPRIL, TRIORT HRBROEFAIEREED Appendix 14 ZBROZ L, 5 2
TR CORRRRAEOEEFINIE, MBS CTRTIL L L,

Study GPGK Appendix 14 Study GPGI Appendix 14
Study GPGL Appendix 14 Study GPGO Appendix 14
Study GPGH Appendix 14 Study GPGP Appendix 14
Study GPGM Appendix 14

BEE T REAEFEFRICHEET DRARRE T A —F
HEHTREAEFGUICEET SRR T A —Z OFERIT, LTOFHEEZROZ L,

o BUMHEBIH %A : UACR LN eGFR (55 2.7.4.4.2.3.2 1H)

o AW OREN p-T 2T BRI =¥ (5§2.7.44.25.7H)

o HURMRBIMOZZ M WA F =Ml (85 2.7.4.4.2.6.4 1)

o ORRIRIME ABUE S OVESHBALSE BT tirzepatide FLA (5F 2.7.4.4.2.13.2 IH)

o  JFHEZROZAENE : ALTME, ASTIE. BREVLE MEXR N ALPE (34 2.7.4.4.2.15.4 1H)

ZDMDEERRE/NT A —F

2 MOV 3 MRBRCEM Lo, TOMODEERRE T A —F Z %5 & Lo i 2R T
(B - PLE 7RI REE, 7 TV =B L) 13, FRBROBBRBIEREEFIOR L, £,
DFARMT (AS1, AS2, AS3. AS4) TIHEH L7ZRKRRA T A —Z OFK KO QEFE U
EfE DARE~DOHERE . b L <UTIEF M SUIMRMED b S E~OHER) 1. ISS (5 5.3.5.3.1 1)
Section 4.6 |27~ L 72,

REE XA MR & Uo7z, 5273325 HISHRZ R~ L Cim U7,

AT ICE EN 2RO O B 1 3B CTOHEN U 7- R O RIL, JFEr COERIC
ET. FRBROBGBRBIEREEIOR Lz, #mar BT 20 IR0 b otz

~NES T P
B ST EED B IRE~ D HER

AS1 TiE, ~EZ B ERIER SUIEED DRI HER L7 #8E OFIS 1T, 4 tirzepatide
Bt (163%) T 7BARRE (92%) LV EZio7= (ISS [4 5.3.5.3.1 1] Table 1SS.4.72) 73, 3 O
O tirzepatide O M & & BB EIGIZEEMEITFE D BiL7er o7z, AS1 TONEZ B EUAfEDIER X
WEEE D S IREICHER LI WRE T, ~E/ B EfEDOR—Z T A b DK FEOEHE RO
LB L. tirzepatide Ff (CEXJME : -1.7gdL, HHRAE : -16gdl) KONT T EAREE (FEY
B :-15gdL, HHRAE : -12g/dL) DWTHTHL/IS o7,

AS2 Tid, ~EZ 1 B A IEF ULREED DAREICHER L 7245 #F DFIE  (tirzepatide 5 mg
B 1 13.96%. tirzepatide 10 mg & : 14.44%. tirzepatide 15 mg ¥ : 15.61%) (T, tirzepatide D & &
OPEHENETFRD Lo 7z (1SS [555.3.5.3.1 HH] Table 1SS.4.73) .
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BMEDSR—=R2F A )b OEALE:

AS1 D% tirzepatide FEM N T B ARHEARIR E LT, ~EZBEUfEOR—ZX T A bR
B4 O F/IMEE TOZELEOFH TR %Z 1SS (5 5.3.5.3.1 5) Figure 1SS4.5 \ZRx L7z, DK
MH, NEZ B EMEOR—=AT A b O T EONYEE KR O RAEIL tirzepatide FE & 77 &
AEETHULTEY, ZeogBlglifz g COThoRERETH 1.0gdL RiThd = &
DRI, ~EZ B EVEORTENEOT RO~ AL WANHEFHO 1.5 R0
mf&okﬁA%%hmk*ibko:@%hﬁﬁ\mRWMeﬁ@13W(1%63%%7g@
DIET) KT T BREED 9 #] (3.9%. 23~59gdL DX TF) TR LI, WEREOEIS
tirzepatide #£ T 7 B ARFEL VIR o 72, SEDGRD HALTZ tirzepatide B 13 flD 5 6| 4 WJ
NEZ B OR/MENEEFRENICE EE-oTEY ., 1 fllEI—RAT7 4 v THE~E/r VK
BETHoTz, VD §FHITIX, ~E/REMEITN—ATA VTEFETHY, FEHBEZIC
32~67gdLIEFLTIKEL 272, 2D 8BIDHH 1 Bl CEHMDAEFRINME Sl A
FHIIHEMTHY, XR—ATA L DONET B UEIT 13.9 g/dL T, 5 40 HEFIZ 10.9 g/dL 12K
T L. ZEEORBIEWRICRKEMED 107 gdL &7ro7, REEREIT 166 HHICREDORLE
WEL, BRI VT e, TAvaY KNNT Y RUACKDIREEZBIAL T\ iz, 7 a
LT Y RATOTROEMEBENH D Z ERMLNTEY, AR EO~ET/ n el
X2 D DOIANC K DIREOBAMHEZITINT L, ZRtEO% Bk L TR T Lz, £oft
(2. ZO8BITHEDH A EFFRITFRO bIRhoT,

N—2 T A D/ IME Kk O G-Bilaa 1 O/ ME

AS1 D% tirzepatide HEM N T B ARHEEAXIR E LT, ~EZ B EUfEOR—ZT A Ox/IME
J O 5-BR1A% O/ IMEDOF ONF % 1SS (55 5.3.5.3.1 TH) Figure 1SS.4.6 [Z/x L7z, ZOKMNG,
NET B EUMEDOR—RT A R O BRIER E N E O/ MEDEEE K O RAE X T~ T D
BHRETHEL TWD Z ERanlz, BERBEONEZ n B BN, FOTHOFE—US L
B0 WAALEFHO 1.5 (5BIRWEGEE 2/ & ER LT, ZOFMUIEIL, tirzepatide BED 7 1] T
ROBNTZ, 2D THOR=RT A v D~ET A, 4 FIVMEE, 2 FINEFHETHY .
DD 1 PNIRN—=AT A VISRAETH Tce XR—=AT A L D~NEZnEAMERNRIETH -7 4
BlD 5B 1 FNIVNERER L OFFFR L OSGEHR OO HRE S, Mo 1 FIFEERELS LTH
FHEYRIERE R OGERZHERE MRS D o7, ZOMIZ, SR FED BTz tirzepatide #ED 7 ]
T, BM#EOHLAEEZITRDOONR 0T, 77 BRBETIE 2 BICTHENGED B, 1 #iliE
R—=ATA L TNETRERETH Y, b O 1 FlITALE AR & 22k S,

FERFHERS

AS1 TORKRHZR~TE 7 v EAMEOPEEOER GHH O 7 v v % 1SS (3 53.53.1 H)
Figure I1SS.4.7 12/~ L7z, T XTOFEGEETNE 7 v B AMEOEEEDOIL T 358D B, {RERIED
BB £ TOMR T &IZT T tirzepatide #E & 77 BARRETHEL L Tz,
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2.74 FRRAZE2NE

HifLix, T2DM KOEREZ AT 588 TEL<@BH 5D (Mehdi and Toto 2009) . AST Tid,
AT tirzepatide B THOTNNIFRD H AL (42 tirzepatide #E
AMOFEFLNPRD LT tirzepatide £ 8 BID O H THIT~NEI B EUHIZRN—AT A 1D

B L, R=2T A4 b O T EDOVEEIEIX-1.8 g/dL (HiPH -
HBEBOWEERE CTHY . g RE IN, REREFIIAZ ) —=
BERMGH%O~NE T o B EIT, &G 121

@ 11X GPGK

ANET B EEN 9.6 gdL EKETH - 7208,
10.9 g/dL, #5408
5 3 MR ToF MO BLEIA X

(#2.7.43-1) .
L7/ "Z— 0%

B O BE G

ARFIC 119 g/dL £ TER- L7,

~E 7 1 EAEDRE R

mu &b %ﬂiﬁbe 77:_0 GPGM
tirzepatide BESL A A > I F UBECIE

1.1%. 77 & REE:

0%) . AS1 T

-0.8~-32g/dL) TH-o7-, 5D
T RED

SiliG

. tirzepatide #£ T 0.2%~2.5%. XIFREET 0%~3.5% TH -7z
%3 FERER T, Al OREITLEE D tirzepatide #E CTHIBFEL D Hm W9 —E
AR T G WM 2 iR Th L e b REUE 72
ERERDOPERE DEID 1 Hilz, GPGM
I tirzepatide . (2.5%) & A AV FTI X8 (3.5%) THEIL T,

BB,

~NES B EAME XTI A DS tirzepatide $GC K AL LMD L2 D Z LIRS LR Do
776
27431 FI3IHRFBROBNNDEYN (XE&MEITHRER)

Treatment Arm Patients with >1 TEAE of Anemia

GPGK GPGL GPGH GPGI GPGM GPGO GPGP
TZP_ALL, n/N 3/363 23/1409 17/1077 5/355 25/995 1/477 3/443
(%) (0.8) (1.6) (1.6) (1.4) (2.5) (0.2) (0.7)
Comparator2 , n/N 0/115 4/469 3/360 0/120 35/1000 1/159 -
(%) (0) (0.9) (0.8) (0) (3.5) (0.6) -

Abbreviations: N = total number of patients in treatment group;
1 TEAE; TEAE = treatment-emergent adverse event; TZP = tirzepatide.

a  Refer to 7% 2.7.4.1-1 for information on comparator arm used in each study.
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2744 NAEANLYA2, BEBAR., RUZOMOREEIZET AT R OHE

K 2744 HTIE, BONTAEFEFZROHBARBEEOERZNNT, HETREAEFRE
EFEEC R L7,

REOMHT LK OVERIE, 56273 TR L (55 273324H) |

NA B A v (IE, BRFED) R OVLEBRRT A —4% (bMA%k. QTcF) X, L& R D%
EEO—E LTHEINT (F 274429 1H) . AFEFRE L TERERD DPHRE S gg
OFEHNT, 5FH 2744 1B R LT,

27441 REENBIIN-KRERD

(KRB 13— 72 GLP-1 = Aﬁ-ﬁ”ﬁ@]ﬁk [RIERIZ tirzepatide D FHI S NIZERTH Y . 25D
BENBEWZH T 5 T2DM BETIE, BEITIR 7 0 v hEHBrsn s, B UIBEED
T2DM #BE T, — Al 2> b e — WX TRERD B BAE & 72 5, KEREIRF T

IZRDBERIFOBIEATA R T4 Tl IR SUTBREEDO T2DM B3 Tk, RERED 23 =
vhr—rdeE L, MR TEOLEM AT ST L6 TS (ADA 2021, Davies et
al. 2018) .

Tirzepatide DEGIKFRE 7' 1 77 ATk, HERE 1LERIRAZ2T6 BARIS b b4 &I IAE
BEST SN, TO=, BIEEL T HRERD /NS WHERE DS tirzepatide o= EREIZE D A
T BT ATREMERS, BAE LT A REREVD SR E VR E AN tirzepatide DA EREIZEI Y (T Hh
TZRIREMER D D, EHIT, AR L TOBRELZIET 5 UL L ORS00 BT R R & 1 |
WD HEREBD ThH-oTHOAEFELARINDZENDH D,

INHDZ LD, tirzepatide 5 A% T BE CEEMEOB AN OERERDEZLUTO LY
FFAM L 7=,

e Tirzepatide DEFIKT —Z# X—A T, LLFOKREBADOAEFZROEERAEFZ LMK

L7,
- RERED

B R E D
S oraN=7r7

o ABRITONTNANDOKLT BMI BX_—RF A b 185 kg/m2 DL T £ T L7- g

(WHO health topics page [WWW]) % §57E LEFRICKHEA L7z, ZOR& TIE, BMIAIE

HHIPH (Erlinger 2000) % FHIAKRERD OFERE L THANREL S8, (KERDOH
HFRRRETRRY D Lo A EER PT) 24rE LT,

FEBOBEFEES

% 2 B K OE 3 FHFRBR AR T, tirzepatide £ 5-% 5 (F 7= 5415 filrf 134 {5 (2.5%) TIRERA B
HAERSENRE S (F27441) . 2D OWERE CIX, REBDEDN 3.1%~40.0% D4
P, BMI D5 BRMGH D /IMEIT 16.4~46.5 kg/m2 D#IPHTH - 7=,

HEERKREREBD . BREERERD ., KOV L a=7 ORERD EEAEER IR bhi-o
7z, O L % CEEOKRERDNRE SN, AEREDO—2F A O BMI X
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2.7.4  [ERAYZE 2

29.6 kg/m2 T, REBEDIEHEEO BMI X 20.6 kg/m2 & EFHANTH 7=, T OMICHE Sz
(RERVD B FFRIIRE ITEE ThH o T,

TRBRFESEFHEE T, tirzepatide % Wi X ILH LT 2 K5 E O XL BMI O HEAEEIIHLE L7eh
LovL, REEDBIEAERERICELD, 16 BINEREOREEZTIE LT, 2D OR
FII TN TH 3HERBROWRE TH Y . BHBLE 92~365 A HIZZh b OFFFGIC L 0 IAERHEK
DGR LTz, 25 16 FIOKEREINE 5.5%~36.2%TH > 72,

-7,

£ 27441 F2/MRUE IHERROD tirzepatide B THE SN -ARERIEEEEER
Range of
TZP 5 mg | TZP 10 mg | TZP 15 mg Total2 Maximum Range of
(N=1756) | (N=1753) | (N=1825) | (N=5415) Weight Minimum
EARFTE Preferred n (%) n (%) n (%) n (%) Reduction | BMI (kg/m2)
term (%)
FERE | Abnormal 5(0.3) 6 (0.3) 6 (0.3) 17 (0.3) 9.8-31.0 19.4-35.8
oA loss of
weight
RERED | Weight 27 (1.5) 42 (2.4) 46 (2.5) 117 (2.2) 3.1-40.0 16.4-46.5
decreased
# Lz~ | Sarcopenia 0 1 (0.06) 0 1(0.02) 13.0b 22.5b
=7

Abbreviations: BMI = body mass index; N = number of patients in treatment group; n = number of patients
reporting event; TZP = tirzepatide.

a Total includes TZP 1 mg (N=52) and TZP 12 mg (N=29), even though the doses are not presented in the
table. Two patients receiving TZP 1 mg reported TEAEs of weight decreased.

b Not a range because the event was reported by a single patient.

Note: 1 patient in 15 mg group reported abnormal loss of weight and weight decreased.

BMI @ 18.5 kg/m? L F~DJA

5 2 AH MO 3AHRABR T, BMI 23iRBR TP O W O BF RIS 18.5 kg/m2 LU RIZID U 7o ki
ZHPE LT (£2.74.4-2) o BMI 3BT OWT DR AU 18.5 kg/m2 LA FIZiED U 7 gl
I, TN L RBRBAREIC R — 2T 4 > T 23kg/m2 LL L 30 kg/m2 R OHERE TH - 7=,
Tirzepatide #£ 30 1 (0.6%) T, #RBAHIZ BMIA 18.5kgm2 LA FIZE L2, Z D9 H 21 HliE~
— A7 A T BMI A 23 kg/m?2 LL_EOYERE 2 A AN ENRE (GPGORER [104]] . GPGP
RE [961] ) KRONEFEILFEE (GPGK #BR, GPGIFRE [ 141, L HIZHAN] ) OEEHRE
THY., Z0 21 FIF 19 FliF_—R2 T A4 > D BMI N 25 kg/m2 Kiili T - 72, 30614 22 Filix, =
D DKPET BMI 2N IEF #iPH (18.5 kg/m2 8 25 kg/m2 Kiili) Th 7= &GSz, 22 #
D5 H 19 BHTIEBRIEDO LG 2kt L. 3 BlILIEBRE OS2 H 1k LTz,

BMI 78 18.5 kg/m2 LA FIZ3#E L2 46BRE The b 2 <R BN AHFFGUTRABOR (11 41 40 7F)
ToHU ., WNTHER (661 71F) . Bl (66 124F) . XKOUEr (6 6 91F) A&t HMBEA
ERERThoTe, 7T HITHRERBRDOAERFRPHRE SN, £, 1 FICREOIBER A2 #ME
S,
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#2744-2 F2HRUE IHEHAEROD tirzepatide # TR EGRAIBEZ(IC BMI A
18.5 kg/m2 AT &7 > F-1HERE

(s

TZP 5 mg TZP 10 mg TZP 15 mg

(N=1756) (N=1753) (N=1825)
Baseline BMI Category n (%) n (%) n (%)
23 to <25 kg/m?2 3(0.2) 7(0.4) 11 (0.6)
25-29.9 kg/m?2 2 (0.1) 2 (0.1) 5(0.3)

Abbreviations: BMI = body mass index; N = number of patients in treatment group; n = number of patients
reporting event; TZP = tirzepatide.

BMI 75 18.5 kg/m? L T O#EBRE T ORBRE DR 5H 1k

18.5kg/m2 LA T BMI RO LN T-HRE D O B, 4 FINERIEORGEZ I LT, 2095,

3 BNIAEREAD DA OB RIC LV IRREOR G2k L, ZO®%OME CIIAEEITIEFHHBNT

bole, Fio, 460F 2 FITHEREBDOAFEFEGDRE SN, Zhb 4 FIOFENZLLTIZRT,

e  GPGO kB : Tirzepatide 10 mg #EIEI 0 i b iz sEso P AN <. ~—27 12D
BMI (% 22.81 kg/m2 TV, BMI O/ ML 225 B H O 18.46 kg/m2 Tih-7=, 57 HH,

BMI D /MBI ES DRI, AR 3/ NG A ERIER I L 0 IGBR oK G 2 ik L,

INMRB AR, E D%, AR R R O REE AL L, o o — D7)
\Z DPP-4 MLEIKOMHE A 2B Uiz, AEBRE IR EZ5E T L, 372 B B ORI ERF S0

BMI /% 19.01 kg/m2 ThH -7z,

e  GPGO i : Tirzepatide 10 mg #EIZEI 0 i S/ sHso F AN <. ~—27 12D
BMI iZ 24.50 kg/m2 T ¥ . BMI O/ ML 172 H B O 18.06 kg/m2 Th-~7-, 94 HH,
BMI O/ MEIZET DM, APERE IXTAAEGRIC L 0 IRBREOR 521k Lz, 60~
151 HEZ, @R, FH, ROHEEZGOEBEERERSNRIE L, 285 HE, A
PR I 2 > b — L D72 A RS O A BIA LT, AR 3R 4 57

T L. 404 A H OFRHKRIERF SO BMI % 24.70 kg/m2 TH - 7=,

e GPGM kB : Tirzepatide 5 mg #EI2EI 0 T 57 sl A<, ~—=27 14>

BMI /% 25.77 kg/m2 T&H ¥ . BMI O/ MEIE 361 HE D 16.75 kg/m2 T -7z, ARYEHRFIL

RER O A AN TIHEBEERE LTIV I T RROA MRV UG5 ZE L TEBD .,
M b — A RNEE LD FRFN 3 BEEKC 1S HRICHIEL, 141 BHA, &
W IR ER D R LT, AERE L. 227V —= U ZROH 7 & I R R EEE

FPURBLYE R O 424 B H @ HbAlcEDS 10.5% & = o — L3k Lz 2 Lo X,

A B SR RIB D72, 424 H BIZIEBRE O 52 d 1k L, 501 H BIZiER

Zik L7z, 501 H B, ZaMto®Blgyii o BMIIX 20.50 kg/m2 Th -7z,

o  GPGH #&B# : Tirzepatide 15 mg BEIZEI 0 11 b7z sl 7 o7 A<, ~—27 1

@D BMI % 24.99kgm2 TH VY, BMI Of/MEIL 113 HH D 1644kgm2 Th -7z,

Tirzepatide % 5- £ W17 LT, BERHOIWIEET RE L TA MRALI VKOS T T 7Y Ty
G EAkGET . 101 B BICARYERE TR ERD . DR ONEMNE W Lo, AR
113 H BICKREBD OT-DIRBREOE G- 2L L, 114 A BICEERENC X0 3R 2 f ik

L7,
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el

R

=,

5

INHDT —F b, tirzepatide A X A REBDO N EEOFERG LEENH D Z L AR
W45 eT AR LN -T2, T LA, tirzepatide (& K 2 RERD O Al HEMEIL, A7
BRI LTHII SN D RETH D,

AKETHR_RTe—HOWBRE T, AEFEFLR, RCHBHEAEFZIRE I NN,
tirzepatide % #5212 BMI 7% 185 kg/m? LA NIZiE L2 2 LIZRH# T 5, AERERFT RO BT
VAFRD LN oTe, BRE LT, 8 2 fHEOE 3 BT tirzepatide & 5 X 4L BMI A3
185kg/m2 UL FICE LB & DEIEI1X 06% &Ko 7-, EEE THRERHICAEDET
tirzepatide FH &4 i35 Z L AW ATREZRI TIX S HITAR< 70 D LHERI S D

27442 GEBIRETHEEER

ARETIE, 3B LN Z RN EOFT RIUTFEAI SIS IER T REFEFRE GO, &
RERTREFEFEFERTIL, MedDRA SMQ XidHh A%~ A X L7- MedDRA f5 % FIVWC, A&
HEDUFEN MR 2 £ L2, Zh OO oV TIE, BTFIORTIERTREAEHEZOKL
HCim U7z,

HEHIREGEES FEEE AT
Bl e %5 27442118
Jiii Ak % 274422H
PR RE R D2 27442318
REHET ¥ R— A % 274424 78
FESN 3 Wh D 22 % 2744251H
PR R B E oD 22 4k % 2.7.4.42.61H
1B i % 2.7.4.42.71H
FEUE FRfe I = b %5 2744281
O MLE R DRV %5 27442918
DI SR AT ¥527.442.1018
W TBUE S ¥527442.11 718
IR B B 5 ¥5274421218
S R %5 274421318
5 PR I3 A ETE 52744214 1H
JITHsRE R O 2 e % 274421518
TEVENE %5 27442161
KO OFMEREE, BRASEUIBRITS | 27442171

274421 BEEEREER

HIGBEA HFRIT, GLP-1 XAKIEEEOMEHICHEDH S, Kb I<ROLNLAEFS
Tho, BEMEEGEFSZOEREEITBRTLREE X ITHFE T, HEEEERH V. KED 0
FEHN P G-1% O FEEL L TR ORI & I EE XL ET 5 (Trjillo 2020) . £72. A~
7 ADIERFRET VTR, GIP ZRMRIEME(LIEM . Fifi GLP-1 Z A REENEREC K 2 fEntAF
TS 2 EAUREN TV D (Borner etal. 2021)

%5 2 tHAER T d 5 GPGB iER O tirzepatide #f T b £ < MG SN A EFF L L L FITRT,

o L (tirzepatide 1 mg#f : 3.8%. tirzepatide 5 mg #F : 18.2%. tirzepatide 10 mg #f : 21.6%.

tirzepatide 15 mg #¥ : 39.6%)
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tirzepatide

e T JI (tirzepatide 1 mg #¥ : 13.5%, tirzepatide 5 mg #¥ : 21.8%. tirzepatide 10 mg #% : 23.5%,
tirzepatide 15 mg #% : 30.2%)

o I&M: (tirzepatide 1 mg #¥ : 3.8%. tirzepatide 5mg #F : 7.3%. tirzepatide 10 mg #¥ : 13.7%.
tirzepatide 15 mg #¥ : 26.4%)

GPGB 3 TH EFRIC L W IBBIEOE 5.2 dh 1k L7z 3141+ 17 #il28 SOC [HigkEE] ofaE
FRIZEDHIETH -7 (tirzepatide 1 mg Bf : 0%, tirzepatide 5 mg #f : 5.5%. tirzepatide 10 mg
B . 5.9%, tirzepatide 15mg #f : 11.3%, T =7 7 /VF K 15mg & : 7.4%, 77 &AREE : 2.0%) .

ZoZénb, BEEEAEFROIRMELUET L7202, F 3 MR TIE 24 HHO M &
TG 5D G S A7z,

5 3 FHEER O &I (5 0~24 @) T, ﬁﬂﬁfﬁLa)Fﬁ(%%{ﬁib F ARG
DB IGEER FEFRNRBD HIIHERE LT 2720, TR EAITLL T OIS E1T 5 2
L7,

o HERRFEIIKL, RFELZHO T EMNHEKZE CZbR/RFLILDD Z LA ET D,

o XMEMIEIE (] THILD, HIMEFK) 205 T D,

e Tirzepatide Z{KH4 2%,

- FHETHERK LEIOKREEL AT E L (24 O M &WE I ok 6 [ ORIEN ATHE)
- IR, BERE D B IGEE OSER A BT 5 7o O DRI A IR LTV DAL,
tirzepatide 0> 3% 5- % BB XL BT U C R4 5,
o Tirzepatide Zji=4" % (tirzepatide JH &= IEFEM TdH 2D GPGH iR, GPGM ik, GPGP i
BCToORAELR) .
R ATRE 2R AR F B2 L C tirzepatide & 5- 2kt 9~ 5.,
- R 12.5mg X% 15 mg DA 10 mg (IR
- FEN 7.5mg X% 10 mg DS 5 mg IZ R
- HEN 25mg XL 5mg DA BE IR

- FEEHRTH D GPGH ikBr. GPGM iR, GPGP itBx T tirzepatide DI, HKAID 24
HETLEOARFRETDHI EE L, BE LIRS CIImEEEI L2t e LT,

o HUEARHEZ:HIGBEAERFL G L -85 13 tirzepatide & 5- & H k75,
B W BB D 22 2 D Ml

B IGBIEA EEGIL, LUT ORI & 03 L7z,

o HHEFEORIES

o  HIBMEFEIZL HIBBREDOEEHIE

o CELL, WERL, TR, MOMEMOFBEIG. BILR, PIEFEBE TORM, XOHHES

Tirzepatide % 5-0 HFREA EFH GO EEMNTIL, 77 v A& L L% 3 _HEHeHRR
Br 2 SBR O CH o 7= (AS1) , Tirzepatide % 5-& GLP-1 ZFAIEHEK CTH LB~ 7 LT
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tirzepatide

2.74

HR IR A2 etk

R img BHROT = Z 7 0F R 075mg & Ot 21 GPGL ikl (MEHME 3 FHRRER)
KON GPGO il (EWNE 3 MHRER) O & LR LTz, Tirzepatide fl &% il U COEL, M@,

MOV IR DRERFEY 2RFE N 2 —

WTHESNTZ (AS2) |
AS3 DF —Z T, & 2 B D GPGB K& GPGF #BR THN - He 5 I EiiE 42 %8 L T,

HIGREAEFROM BN R & L THVW LT,

2744211

BEESORREE

tirzepatide % $¢ 5 SN 7-HBRE O L0 K& R OFE4EMNE A

SOoC IHiEkEE] @ PT Z W THIBEEAEFEFRZRE L, & 3 AR THEEXIIEER
H GBI FHFR DT L o 2R ORGE %2 4B OB IR S FH IR LT,

27442111

27.4421.1.1.1
B EAEEES
HIZEEA EHRIL GLP-1 = FMIEHZEOBEMORIERH CHH Z &6, GPGO

(EREDERE
GPGO 5%

AR T,

tirzepatide (5mg. 10mg, %O 15mg) & GLP-1 ZFEMEEE (5 =7 7 /LF K 0.75mg) %It
LT, BGMEEAEFGLOIARNET 07 7 A V&G L7z,
GPGO A Tl SN ERAFFRIL. KEm2s SOC BEEE) Th-o7z, 293 H
(46.1%) [ZHMGBAEAFTHELRRD bz, FREHEAEAFFESIL. Bl @, THL &
M. B, M OVEIERR TH 72 (£ 27.44-3) . SOC IHIGkEE ] OFERRORBLE
A, 4 tirzepatide BECTT = 7 /L F K 0.75 mg B & Lbie L T o 72,

£27443 WThHDEBREHTHERED 2%LULEIZESH SNT-SOC TBHEET] OEEER
(REMMBITIRER) (GPGO HER)
n (%)
HAz=E Event Category or | TZP 5 mg TZP TZP Dulaglutide | Overall
Ve (N=159) 10 mg 15 mg 0.75mg | P-Value
(N=158) (N=160) (N=159)
GRS EA ESH Patients with >1
I HHE (%) | TEAE inthe GI 81 (50.9) 76 (48.1) 86 (53.8) 50 (31.4) <0.001
disorders SOC
D Nausea 19 (11.9) 31 (19.6) 32 (20.0) 12 (7.5) 0.002
(A Constipation 24 (15.1) 28 (17.7) 22 (13.8) 17 (10.7) 0.345
T Diarrhoea 27 (17.0) 14 (8.9) 18 (11.3) 11 (6.9) 0.031
Mgk PH- Vomiting 13 (8.2) 8 (5.1) 19 (11.9) 2(1.3) <0.001
RE AN R Abdominal
discomfort 10(6.3) 11(7.0) 16 (10.0) 4 (2.5) 0.046
LR B Dyspepsia 9(5.7) 8 (5.1) 10 (6.3) 2 (1.3) 0.087
e SR Abdominal
distension 6(3.8) 4 (2.5) 7(4.9) 2(1.3) 0.360
I Abdominal pain 4 (2.5) 2 (1.3) 7(4.4) 3(1.9) 0.397
B R E i Gastrooesophage
PR al reflux disease 1(0.6) 2(1.3) 7(4.4) 3(1.9) 0.156
EREER Abdominal pain 1 (0.6) 4(2.5) 4 (2.5) 2(1.3) 0.492
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tirzepatide
n (%)
HoAZE Event Category or | TZP 5 mg TZP TZP Dulaglutide | Overall
Term (N=159) 10 mg 15 mg 0.75mg | P-Value
(N=158) (N=160) (N=159)
upper
i ol Dental caries 2 (1.3) 4 (2.5) 1(0.6) 4 (2.5) 0.451

Abbreviations: Gl = gastrointestinal; N = number of patients who were randomized and received at least 1 dose
of study drug; n = number of patients in the specified category; SOC = system organ class; TEAE =
treatment-emergent adverse event; TZP = tirzepatide.

Note: Patients may be counted in more than one event category.

SHREGEHTCHBBEEAEFSEDN 1 L ERE SN 7ok (tirzepatide 5mg # : 81 fi,
tirzepatide 10 mg #% : 76 fiil, tirzepatide 15mg #f : 86 {5, 7 =7 Z/LF K 0.75mg #f : 50 {4,
#2744-3) OO L, REREEEDEEXITEFEE Cho T lREORGIILLTDO LB Tho
7

e  Tirzepatide 5 mg #f : 100%

e  Tirzepatide 10 mg #¥ : 98.7%

e  Tirzepatide 15 mg #¥ : 98.8%

e T =27 7)LF K0.75mg#E : 96.0%

BEXIIEEREBEEFEESR

EEOHGREEAERFRIT 44, HELEHEEAEFSIT 6 44 (Tirzepatide 5 mg # :
tirzepatide 10 mg &% : 1 f3i, 2B, 7 =7 7F K 0.75mg & : 1 4)
iz,

Tirzepatide 10 mg #£> 1 T CHEE ROV LAV, AEBRE ITELIZ
FehG-a ik Lz,

Tirzepatide 15 mg FfD 1 il & CEE 2 HmMEH
WL VIR &Ik LTz,

2 51,
P b

tirzepatide 15 mg #f :
LV IREREED

TEIE NGB BV, AR |3 H i H 165

£ 27444 SOC IERBEE] OASEROXREEEEFNDOEN (Z&MEARRER)
(GPGO iE#&)
n (%)
Maximum severity in Dulaglutide
TZP 5 mg TZP 10 mg TZP 15 mg
the GI SOC _ | | 0.75 mg
(N=159) (N=158) (N=160) (N=159)
Mild TEAEs 75 (47.2) 72 (45.6) 82 (51.3) 46 (28.9)
Moderate TEAEs 6 (3.8) 3(1.9) 3(1.9) 2 (1.3)
Severe TEAEs 0 1 (0.6) 1 (0.6) 2(1.3)

Abbreviations: Gl

= gastrointestinal; n = number of patients in the specified category; N

= number of patients

who were randomized and received at least 1 dose of study drug; SOC = system organ class; TEAE =
treatment-emergent adverse event; TZP = tirzepatide.
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tirzepatide

2.7.4.421.1.1.2
BB EREES

GPGP B T SN ER A EFRIL. KR

RUBEIRIR)

GPGP &k

2% SOC I'H

5 &

2.74

HR IR A2 etk

| Tohot-, 210 @J

(47.4%) \[CBIHREEAERERNRBO L (F274.45) , BGHEEAEEZOREE S

tirzepatide 15 mg #E T b @ o7z, ERHHEEAEFHRSIT, Eo, FE, N, Uluﬁ_u[i\ B&U

AP TH - 72,

£ 27445 ULWIMDODESHTREAINED 1%L LD SOC BEREET] OFEER
(REMBTRER) (GPGP iER)
B EAEE L% | Patients with >1 TEAE in TZP5mg | TZP10 mg | TZP 15 mg Total
HEE (%) the GI disorders SOC, n (N=148) (N=147) (N=148) (N=443)
(%)

BB A EHS GI disorders 61 (41.2) 67 (45.6) 82 (55.4) | 210 (47.4)
BTN Nausea 14 (9.5) 20(13.6) | 40(27.0) | 74(16.7)
i Constipation 12 (8.1) 20 (13.6) | 22(14.9) | 54(12.2)
i Diarrhea 11 (7.4) 20(13.6) | 20(13.5) | 51(11.5)
Mg i Vomiting 4(2.7) 11 (7.5) 15 (10.1) 30 (6.8)
JE BB ARk Abdominal discomfort 9 (6.1) 7 (4.8) 8 (5.4) 24 (5.4)
HIEARER Dyspepsia 6 (4.1) 11 (7.5) 5(3.4) 22 (5.0)
JE BB Abdominal distension 5(3.4) 6 (4.1) 6(4.1) 17 (3.8)

S BULYY
;ﬁ bt dGizz';r:eoesophageal reflux 427) 6(4.1) 42.7) 14(3.2)
R Abdominal pain upper 2(1.4) 4(2.7) 53.4) 11 (2.5)
R Faeces soft 1(0.7) 2(1.4) 3(2.0) 6 (1.4)
H G E Gastrointestinal disorders 1(0.7) 0 4(2.7) 5(1.1)
-2 Abdominal pain 1(0.7) 2(1.4) 2(1.4) 5(1.1)

Abbreviations: Gl

= gastrointestinal; n = number of patients in the specified category; N = number of patients

who were randomized and received at least 1 dose of study drug; SOC = system organ class; TEAE =
treatment-emergent adverse event; TZP = tirzepatide.
@ Patients may be counted in more than one preferred term.

% tirzepatide #% CHIGEEAF TG 1 HHLL BiE S 795 (tirzepatide 5 mg #F :

tirzepatide 10 mg #f : 67 f51], tirzepatide 15 mg &% : 82 i,

SUTHEE OYERE OEIGIILLTO L EBY TH o7z,

e  Tirzepatide 5 mg ## :
e  Tirzepatide 10 mg #¥ :

100%
100%

e  Tirzepatide 15 mg #f : 98.8%

BEXIEEL2BBEERFEHER

Tirzepatide 15 mg #£ D 1 ffl (a-7 /v =2 ¥ —ERHFEGH) |
D HAL, ABERE 1L

TEGIE R
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tirzepatide

27446 SOC [BIREET] OASEROKEEEEFNDEN (X2EAINRER)

(GPGP :E&)
. o n (%)
lt\l/::)grlnélgcseverlty n TZP 5 mg TZP 10 mg TZP 15 mg All
(N=148) (N=147) (N=148) (N=443)

Mild TEAEs 60 (40.5) 63 (42.9) 78 (52.7) 201 (45.4)
Moderate TEAEs 1(0.7) 427 3(2.0) 8 (1.8)
Severe TEAEs 0 0 1(0.7) 1(0.2)

Abbreviations: GI = gastrointestinal; n = number of patients in the specified category; N = number of patients
who were randomized and received at least 1 dose of study drug; SOC = system organ class; TEAES =
treatment emergent adverse events; TZP = tirzepatide.

2.7.4.4.2.1.1.2
2.7.4.42.1.1.2.1
HEBEEREER

HF & AT
83T 5t RMBHBRDOHF AN (ASD)

AS1 T3 336 il (35.3%) (T SOC [HBkEE | OHEHELPBO LN, L OREEIEIT

tirzepatide FE T 7 B ARBE L L TR o 72 (3 2.7.44-7)

1SS.4.38) .

(ISS [# 5.3.5.3.1 ] Table

B 274212 HTim Lol B0, ABMHEAEFER TRL L CBOONIFRITEL, THI,
HAEARE, gk, MO TH 72 (R 27.4.2-7)

27447 SOC IBREE] OFEZROREEFEENDEL (ASL)
n (%) TZP_ALL
VS.
. . Placebo
Maximum Severity p-valuea
TZP5mg | TZP10mg | TZP15mg | TZP_ALL | Placebo
(N=237) (N=240) (N=241) (N=718) | (N=235)
%ﬁAegts with 21 GI 88°(37.1) | 95(39.6) | 105(43.6) | 288(40.1) | 48 (20.4) | <0.001
Mild 61(25.7) | 72(30.0) 80(33.2) | 213(29.7) | 32 (13.6) -
Moderate 23 (9.7) 22 (9.2) 22 (9.1) 67 (9.3) | 14(6.0) -
Severe 3(1.3) 1(0.4) 3(1.2) 7(1.0) 2 (0.9) 0.712

Abbreviations: Gl = gastrointestinal; N = number of patients who were randomized and received at least 1 dose
of study drug; n = number of patients with events meeting the specified criteria; SOC = system organ class;
TEAE = treatment-emergent adverse event; TZP = tirzepatide.

a  P-values are from Cochran-Mantel-Haenszel test of general association stratified by study.

b Total includes one patient with a missing severity.

KRG CHBMEEAGFFL) 14U LRGSR E  (tirzepatide 5mg #f : 88 i,

tirzepatide 10 mg ¥ : 95 f3i, tirzepatide 15 mg & : 105 5], 77 & REE : 48 fi)

(Iss

[%5 5.3.5.3.1

IH] Table 1SS.4.85) D9 5., FEEEENEBE ITFEEOHBRE OEIRITILLFTOEBY THho

776

e  Tirzepatide 5 mg ff : 95.4%
e  Tirzepatide 10 mg #f : 99.0%
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e  Tirzepatide 15 mg #¥ : 97.2%
° 77 2 AREE : 95.9%

AS1 TiE, L, MR, SUXFHIE tirzepatide BECY 7 B ARBE L LB L T <R B2,
F 3R CTAV LR G EL OHAENEC LY, F2HRBREHBE LTI LOAF
FLROBBESITED > 72, F 2 FRERO GPGB kR &K Y AS1 DL, TEM:, MOV FHIOIEE
B EEFK 27448177, 2B, & 2 HBRD GPGF RBRIZHF 3HHABR TH 5 tirzepatide ™ il
EHPEEDORBEZ B E L TT A v SRR Ch o 7272, GPGF SR O R 222 4
PEOFERIIAREIZE O TV,

27448 Eib, B, RUTHOXEINE (GPGB AR AS1)

Percentage of patients experiencing N/V/D
Phase (Study/AS) TZP 5 mg | TzPiomg | TzP15mg | PBO
Nausea
Phase 2 (GPGB) 20.0 21.6 415 5.9
Phase 3 (AS1) 12.2 15.4 18.3 4.3
Vomiting
Phase 2 (GPGB) 7.3 15.7 26.4 2.0
Phase 3 (AS1) 51 5.0 9.1 2.1
Diarrhea
Phase 2 (GPGB) 25.5 235 32.1 3.9
Phase 3 (AS1) 11.8 13.3 16.2 8.9

Abbreviations: AS = analysis set; N/V/D = nausea, vomiting, or diarrhea; PBO = placebo; TZP = tirzepatide.

BEXIIEERBBEEFEER
AS1 TiZ, 1241 (1.3%) THEEIEELRHHHEEAEFENBI L (£27449) .
o ABITAMFOEELRFIGEEAEFRIBEL LT (tirzepatide 5 mg Bf : 214, 77 BAREE :
21F) .
e 9 fIT 17 hoOEmEDEGEEAEFRNIBL L (tirzepatide 5 mg # : 9 {4, tirzepatide
10 mg & : 31F, tirzepatide 15 mg &% : 3. 7T REE : 244) .
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£27449 BEXIEELGCEREEEEEROELN (ASL)
n (%) TZP_ALL
TZP TZP TZP TZP_ | Placebo VS.
iy N Preferred term 5 mg 10 mg 15 mg ALL (N=235) Placebo
(N=237) | (N=240) | (N=241) | (N=718) p-valuea
EESIIEE Patients with >1
MG EHR | severe/serious Gl | 4(1.7) | 1(04) | 3(12) | 8(11) | 4(L7) 0.633
GBI (%) | TEAE
B R Gastrointestinal
A s disorders
T Diarrhoea 1(0.4) | 1(0.4) | 1(0.4) | 3(0.4) | 1(04) 0.990
G Nausea 1(0.4) 0 1(0.4) | 2(0.3) 0 0.418
Mg - Vomiting 2 (0.8) 0 0 2 (0.3) 0 0.418
[ pAfiﬂom'”a' 0 1(0.4) 0 1(0.1) 0 0.561
A 2 Colitis 1(0.4) 0 0 1(0.1) 0 0.574
ischaemic ) ) '
HIEARR Dyspepsia 1(0.4) 0 0 1(0.1) | 1(0.4) 0.406
k20 Faecaloma 1(0.4) 0 0 1(0.1) 0 0.561
v Gastrooesopha
= Aé— e
fig"@”“ 2 geal reflux 0 0 1(04) | 1(0.2) 0 0.561
R disease
HH~N=T Hiatus hernia 1(0.4) 0 0 1(0.1) 0 0.561
RIER Oesophagitis 1(0.4) 0 0 1(0.1) 0 0.561
- _ Abdominal
fEE A~ =7 hernia 0 0 0 0 1(0.4) 0.085
i e e Pancreatic
sl liaes disorder 0 0 0 0 1(0.4) 0.085

Abbreviations: Gl = gastrointestinal; N = number of patients in treatment group; n = number of patients with at
least 1 treatment-emergent adverse event; TEAE = treatment-emergent adverse event; TZP = tirzepatide.
a P-values are from the Cochran-Mantel-Haenszel test of general association stratified by study.

2.7.44.21.1.2.2
HIGEEREER

RELBD=-HDE 3HABRDH AR (AS2)

55 3 FHRABR T tirzepatide & $¢5- S 4172 2230 4] (43.6%) |2 SOC [HGEE] OAFEFRNE
W BTz, Tirzepatide D HENEWIE LY, SOC IHIFEE | OFEFLOREIRE S TEmN-T-

(3% 2.7.4.4-10)

(ISS [%55.3.56.3.1 1] Table 1SS.4.42) |

B 274212 HTim Lm0, HIGBEEGEFRTHROLZBD LN EFRITEL, TH,
HALARE, M, AR, M OMEM CTH 7= (3 2.7.4.2-8) ,

% 2.7.4.4-10 SOC IBEEE] OFAEEROREEEENDEHN (AS2)

n (%)
Maximum Severity TZP5mg | TZP10mg | TZP15mg | TZP_ALL
(N=1701) | (N=1702) (N=1716) | (N=5119) p-value
Patients with >1 GI 6472 (38.0) | 746 (43.8) | 837(48.8) | 2230 (43.6) <0.001b<; 0.004¢
TEAE
Mild 425 (25.0) | 491 (28.9) 546 (31.8) | 1462 (28.6) --
Moderate 189 (11.1) | 224 (13.2) | 266 (155) | 679 (13.3) -
Severe 32(1.9) 31(1.8) 25 (1.5) 88 (1.7) 0.895%; 0.326¢; 0.396¢
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LY3298176 (2 ZHE R %) 2.7.4 FRIRMYZEME
tirzepatide

Abbreviations: Gl = gastrointestinal; N = number of patients who were randomized and received at least 1 dose
of study drug; n = number of patients with events meeting the specified criteria; SOC = system organ class;
TEAE = treatment-emergent adverse event; TZP = tirzepatide.

Note: P-values are from Cochran-Mantel-Haenszel test of general association stratified by study.

a  One patient did not have a severity reported with the Gl-related TEAE.

b TZP 10 mg vs. TZP 5 mg.

¢ TZP 15mgvs. TZP 5 mg.

d TZP 15 mgvs. TZP 10 mg.

% tirzepatide ¥ C B NGEIEA FHH LR LIFLL Lok S 7o iiE (tirzepatide 5 mg #¥ : 647 13,
tirzepatide 10 mg #¥ : 746 31|, tirzepatide 15 mg #f : 837 f4]) (1SS [%55.3.5.3.1 1] Table 1SS.4.85)
DY B R E T OWBRE OBISIILL T LB Y Tho T,

e  Tirzepatide 5 mg £f : 94.9%

e  Tirzepatide 10 mg #f : 95.8%

e  Tirzepatide 15 mg #f : 97.0%

BEXIIEERBBEEFEER
AS2 TlZ, tirzepatide #ED 108 il (2.1%) THEEXIIHEEREMEEAERERNRE L
(#£ 2.7.4.4-11) , Tirzepatide O /5 F & C O X HEE 22 B G BEE A FHRLO BB INITFE O
LR o Tz,
o 38HIT 40 O EE I HIZEEA FEFRFEBL LT (tirzepatide 5 mg # : 17 {4, tirzepatide
10 mg #f : 17 {4, tirzepatide 15 mg # : 6 1) .
o 88 HIT 129 O FED TG EREFRNIEELL /- (tirzepatide 5mg #f : 47
tirzepatide 10 mg #f : 45 4, tirzepatide 15 mg #f : 37 1)

+£27.44-11 2P EIZRBLI-EEXIEELBEGEEEEERNOELN (AS2)

n (%)
TZP 5 mg TZP10mg | TZP 15 mg TZP ALL
EAGE Preferred term (N=1701) | (N=1702) | (N=1716) | (N=5119)
= rg ITEESL TS Patients with >1 40 (2.4) 39 (2.3) 29 (1.7) 108 (2.1)
%ﬂﬁﬁ%%ﬁ%ﬁﬁ% severe/serious G| TEAE
% (%)
B R ((j‘;izgztrré: pstestmal
HE Nausea 13 (0.8) 10 (0.6) 9 (0.5) 32 (0.6)
T Diarrhoea 5(0.3) 12 (0.7) 8 (0.5) 25 (0.5)
Ml - Vomiting 4(0.2) 7(0.4) 5(0.3) 16 (0.3)
izt Abdominal pain 1(0.1) 2(0.1) 3(0.2) 6 (0.1)
e ﬁ;seorminal pain 1(0.1) 4(0.2) 1(0.1) 6 (0.1)
s Constipation 3(0.2) 1(0.1) 0 4(0.1)
HILRE Dyspepsia 4(0.2) 0 0 4(0.1)
HEE~L=7 Inguinal hernia 3(0.2) 0 0 3(0.1)
R Pancreatitis 2(0.1) 1(0.1) 0 3(0.1)
BIW Eructation 1(0.1) 0 1(0.1) 2 (0.0)
i Flatulence 1(0.2) 1(0.2) 0 2(0.0)
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tirzepatide
n (%)
- TZP 5 mg TZP10mg | TZP 15 mg TZP ALL
EAGE Preferred term (N=1701) | (N=1702) | (N=1716) | (N=5119)
=Rt Gastric ulcer 0 2(0.1) 0 2(0.0)
[ Gastric ulcer 0 1(0.1) 1(0.1) 2 (0.0)
HLPE F haemorrhage
DS Gastritis 0 2(0.1) 0 2 (0.0)
. Gastrooesophageal 0 0 2(0.1) 2 (0.0)
=5 7 R
H RIS reflux disease
Lower 1(0.2) 0 1(0.1) 2 (0.0)
T ERVEALAE H I gastrointestinal
haemorrhage
2R Pancreatitis acute 0 2(0.1) 0 2(0.0)

Abbreviations: Gl = gastrointestinal; MedDRA = Medical Dictionary for Regulatory Activities; N = number of
patients in treatment group; n = number of patients with at least 1 treatment-emergent adverse event;
TEAE = treatment-emergent adverse event; TZP = tirzepatide.

27442113 GLP-1 ZBAREBE L DLLE
274421131 I TILF FEDLE

GPGL B2 Tl tirzepatide (5mg. 10mg., & X 15mg) & GLP-1 ZBIKIEENHE (~ 7 LF K
1mg) #rig L <, HEBEAEFLOIEMET a7 7 A V2L L7z,

GPGL #Eg1Z, 808 ffil (43.0%) T SOC [Hik®E) OAFEFHNEIHL, TORHEE
tirzepatide #f & £~ 7 LT REETHELL Tz, E£72, WO GE TREEIE D 2%, Lo
BB A EE LT, tirzepatide Bf & 2~ 7 LT REECHELL L Tz (% 27.44-12)

£ 274412 WERED 2% L LEIZERDH 5NT-SOC BIEEE] OFAEERDEN

(REMBETHRER) (GPGLEHER)
n (%)
Event Category or TZP5 TZP TZP SEMA Overall
EAFE Term (N= 4781)9 10 mg 15 mg 1mg P-Valuea
- (N=469) (N=470) (N=469)

HIREAEFES | Patients with >1 Gl

B (%) TEAE 188 (40.0) | 216 (46.1) | 211 (44.9) | 193 (41.2) | 0.183
LA Nausea 82 (17.4) | 90(19.2) | 104 (22.1) | 84(17.9) | 0.267
T Diarrhoea 62(13.2) | 77(16.4) | 65(13.8) | 54(11.5) | 0.182
N M- Vomiting 27 (5.7) 40 (8.5) 46 (9.8) 39(8.3) | 0.129
HIERR Dyspepsia 34(7.2) 29 (6.2) 43(9.1) 31 (6.6) 0.328
{51 Constipation 32 (6.8) 21 (4.5) 21 (4.5) 27 (5.8) 0.328
I Abdominal pain 14 (3.0) 21 (4.5) 24 (5.1) 24 (5.1) 0.311

- Abdominal

R R s distension 23 (4.9) 21 (4.5) 16 (3.4) 18(3.8) | 0.671
BLW Eructation 13 (2.8) 19 (4.1) 20 (4.3) 8 (1.7) 0.084
L ﬁpbseorm'”a' Pain | 1534 | 9(9) | 1838 | 13(28) | 0.324
537 Flatulence 11 (2.3) 16 (3.4) 14 (3.0) 9(1.9) 0.497
B RE R Gastrooesophageal
0 reflux disease 11 (2.3) 15 (3.2) 13 (2.8) 9(1.9) 0.636
H R Gastritis 5(1.1) 11 (2.3) 7(1.5) 7(1.5) 0.492
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tirzepatide
n (%)
Event Category or TZP5m TZP TZP SEMA | Overall
HAGE Term (N= 470)9 10 mg 15 mg 1mg P-Valuea
- (N=469) (N=470) (N=469)
o e Abdominal
JE R A Rk discomfort 9(1.9) 10 (2.1) 3(0.6) 5(1.1) 0.167

Abbreviations: GI = gastrointestinal; N = number of patients who were randomized and received at least 1 dose
of study drug; n = number of patients with events meeting the specified criteria; SEMA = semaglutide; SOC
= system organ class; TEAE = treatment-emergent adverse event; TZP = tirzepatide.

Note: Patients may be counted in more than 1 event category.

a  P-values for overall treatment effect were computed using Fisher’s Exact test.

FEGRECTHGEEAEFRERDS 1L WS S 7o #kBr (tirzepatide 5 mg #¥ : 188 .
tirzepatide 10 mg #f : 216 5], tirzepatide 15 mg &% : 211 3], E~ 27 LF REE: 193 %) D5 B, #
EE N E ST FEEOHERE OFIRIIUTOLEBY ThoTe,

e  Tirzepatide 5 mg £f : 95.2%

e  Tirzepatide 10 mg #f : 95.8%

e  Tirzepatide 15 mg #f : 98.1%

o LB /NTF REf: 98.4%

274421132 Ta1TTILF REDLE
H274421111HEZBROZ L,

2744212 BEEEICLLIEREOKRSHIE
27442121 & < DERER
274421211 GPGO 5%

Tirzepatide BB 5382 Cd 5 GPGO RBATIX, WINO#ELHETH SOC [HIFESE | OFE
FHRIZL VIEREDOF ERILICE > TeRE ORGP &R bR > Tc, TONRIFLLTDO L EBY T
HoT,

e  Tirzepatide 5mg #% : 761 (4.4%)

e  Tirzepatide 10 mg A% : 4 ] (2.5%)

e  Tirzepatide 15 mg £% : 11 /51 (6.9%)

o T aTUNFKOT5mgRE: 14 (0.6%)

BREOEGHILICE ST BIGEAEAEFRTEL RO LN PT (X, El, EH:, ROV
Tholz, TORBEIGIILLTO LB Tholz,

e  Tirzepatide 5 mg £f : H.[> 1.3%, MEMt 0.6%, R 0.6%

e  Tirzepatide 10 mg # : F.0» 0.6%, NEM- 0.6%. T 1 0.6%

e  Tirzepatide 15 mg #f : Hu0» 3.1%. MM 0.6%. T 0%

o T T U)VF R075mgRE : ELL 0%, MEM: 0%, T 0.6%
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tirzepatide

el

R

274.42121.2 GPGP 5%

GPGP R Tix, SOC HMEE ] OFEFLRICK VIRBRIEOEKE R ILIZE - e OFE
B bENoT, TONFUTILLTDEEY Tholz,

e  Tirzepatide 5 mg #% : 261 (1.4%)

e  Tirzepatide 10 mg #¥ : 4 1 (2.7%)

e  Tirzepatide 15 mg £f : 4 5 (2.7%)

BREORGHILICES>T-BMBAEAEFR TR OEZ RO LN PT ITELTH-TZ, £0D
HHREFNEIILUT DO LB ThoTo,

e  Tirzepatide 5 mg & : 0.7%

e  Tirzepatide 10 mg #¥ : 2.0%

e  Tirzepatide 15 mg #¥ : 2.0%

ZOMD PT 1%, M2 tirzepatide 5 mg # & Y 10 mg # T4 1 (0.7%) . 1BEMERGR
75 tirzepatide 15 mg #: T 165 (0.7%) (28O b7,

27442122  BrARERR
274421221 % 3T I AR BARDHEREN (ASD)

AS1 TiE, SOC HiGkEE | OFEFRIC LV IEREOEGHILICE > - HBRE 0BG Kb
mnole (5 274216 H) . ABBEEAEFERIC LV IGBREORE P ILICE - 724 OFE
I, 4 tirzepatide BECT 7 v ARBEL LB L CEdno 7z, £7o. HIBEEAERSIC LV IEERED
B H I T o TR E OEIA 1L, tirzepatide DA ENEWIRGRIZ L, BIEAICE -T2 (R
2.7.4.2-18)

e  Tirzepatide 5mg #% : 761 (3.0%)

e Tirzepatide 10 mg £¥ : 13 /5 (5.4%)

e  Tirzepatide 15 mg £f : 16 5 (6.6%)

e = tirzepatide ¥ : 36 5 (5.0%)

o T EARRE 1 (0.4%)

BREDORGHILICE->T-HMBAEAEFRTELRBO LN PT (X, &l AL EE, H
MHEE, RONEIE AR Th o7,

ASL THLL, WEM:, I TR O OIZIRBRIEDR G2 1 Lz 22 Bl 5 6, 17 FlEFEI 0 T
ST MERFFHEICET DRNCHIE Lz (3£ 27.4.4-13)
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tirzepatide

27441380, B, XIETHICKDEREDZREDILHID tirzepatide DxEHAE (AS1)

n
Highest TZP Dose Prior to .
q , ; . Patients Who

Treatment Discontinuation of Sgldy Drug due to }’;;:l;)l:lt:i::l’ilg Discontinued Study
S SV Study Drug due to Drug due to N/V/D

2.5 5 7.5 10 12.5 15 yN v /% Prior to Reaching the

mg | mg mg mg mg mg Maintenance Dose
TZP 5 mg 0 3 N/A | N/A | N/A | N/A 3 0
TZP 10 mg 3 1 4 1 N/A | N/A 9 8
TZP 15 mg 1 3 2 1 2 1 10 9

Abbreviations: n = number of patients in the specified category; N/A = not applicable; N/V/D = nausea,
vomiting, or diarrhea; TZP = tirzepatide.

274421222 RAELBRD=-HDE 3ERBRDHERET (AS2)

AS2 TiX, SOC IBFMEE | OFEFEFRIZL VIRBREOR G ILIZE - - BRE OEIE P Kb
mrole (5 274216 1) . BHIBEEEAEFLIC L VGO G- P ILIZE - o oFlE
1. tirzepatide O FH A @ WV BRI CEEAIIC @ o 7 (K 2.7.4.2-19)

e  Tirzepatide 5 mg #¥ : 55 {3 (3.23%)

e  Tirzepatide 10 mg #f : 74 {5 (4.35%)

e  Tirzepatide 15 mg #f : 88 {5 (5.13%)

BBIEOE G R ILICE - BIBEEAERFSL CROLZ RO LA PT (X, B, THIL g,
EOVHERRTH T,

AS2 THELL, TR, X FHIO 7= DICIEBRE DG 2 1k L7z 145 Bl 5 B, 77 #1 (53.1%)
IEEN T SRR EISET SRS IE L (3 27.4.4-14)

ik L0 GPGH B, GPGM i, KON GPGP iR Cix., BIGEAEFS LT 5
7o D DWW RN O E 2R ATz ECHAR AR FIGEEGERERNRD b HE ., tirzepatide
10 mg # KXY 15 mg FEOYERE (X, HEWHEHIFF  (tirzepatide 10 mg #f : 20 JEfH], tirzepatide
15 mg Bf : 24 ER]) |Z tirzepatide ZZ N Fh 5mg X 10 mg ([CET 5 2 & AR Lz, &
HEHATRIIC tirzepatide % Jdii: L 7= 9kl 4k (F14) (X, GPGH BT 104 i (14.4%) . GPGM K
B C 101 f5] (15.2%) . GPGP #RBRT 34 f5] (11.5%) T o7z, FFMITIERBROIEBRRIEHRE &
EHEWROZ L,
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tirzepatide

274414 FED., BIE, XIETHICEK DHAREDEEFILFIOD tirzepatide DEEHE

(AS2)
n
Highest TZP Dose Prior to Patients Who

Treatment Discontinuation of Study Drug due to Patients Who Discontinued Study
Group N/V/D Discontinued Study Drug due to N/V/D

2.5 5 7.5 10 12.5 15 Drug due to N/V/D Prior to Receiving the

mg | mg mg mg mg mg Maintenance dose
TZP 5 mg 2 32 N/A | N/A | N/A | N/A 34 2
TZP 10 mg 14 8 11 17 N/A | N/A 50 33
TZP 15 mg 3 16 11 5 7 19 61 42

Abbreviations: n = number of patients in the specified category; N/A = not applicable; N/V/D = nausea,
vomiting, or diarrhea; TZP = tirzepatide.

27442123 GLP-1 ZBAREBE L DLLE
274421231 I TILF FEDLE

GPGL R T, W DOHEEHETYH SOC IHIEE ) OFEFRIC LV IEREOR G HILICE
S T IRAE DEIE DR b moTo, BEGRERIOFBFIE L OFIE %2 DL ISR T,

e  Tirzepatide 5 mg £f : 134 (2.8%)

e  Tirzepatide 10 mg #f : 20 3] (4.3%)

e  Tirzepatide 15 mg #f : 20 5] (4.3%)

o T~ ZNF K1mght: 1541 (3.2%)

BREDOR G R ILICE->T-HMBAEAEFR TR OEZ RO LN PT IE, &b, aEt, XD
THITH o, BHEERIO PT ORBEIEG %LU FIRT,

e  Tirzepatide 5 mg ff : Huls 1.3%, M&H: 0.2%., F#i0.2%

e  Tirzepatide 10 mg #f : H.0» 1.5%, @M 0.9%., T 0.6%

e  Tirzepatide 15 mg #f : F.0r 0.9%, MEM- 0.9%., T#i1.3%

o B~ ZAF R 1mghE: L 0.9%, IEH:0.6%. T#i0.2%

2.7.4.421.232 FTaATTILF FEDLE
F2744212 11D &,

2744213 Ei, BH., TH. ROEH

HANTIX GLP-1 2 A RFEIE D BRI A EHF L & L THEBORINZ W=D, [ENE 34
AR T&H 5 GPGO KU GPGP #llR Tl Euls, MR OV AN A TER G RHE L 72, PFEmET
TR, Rk, ROV AR L7,

Tirzepatide O fH&HIDEL, WEAE, M OVFRIORERF 2R BN Z — 0%, FIT tirzepatide Z 4%
EanNizBEORERUAERTHD AS2 ZHWTHE SN, £72. ASL NS GLP-1 Z&
IRVEEE & FEE K & LT tirzepatide & Fb#e L CRFME L 72 GPGL K& OY GPGO il T & 5B R
2fR%Z 8 U ToREL, @, ROFROFBEG ITHBRO IR 2R LTz,
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tirzepatide

2.7.4.4213.1 B, TH. RUEHORRIERUVHERE
27.4.4213.1.1 18 < DERER

GPGO #Bk

Tirzepatide #5705k Td % GPGO #llR Tid, BRI DI L-BAGTR DEL,
OMERE D FEHRENE

2,74 FRIRMZEAVE

MErL, AL K
13, & tirzepatide B T7 = 7 7 /VF FREL LR L TmlnoTo (K 2.74.4-15)

Bl MR, AL R OMER O 1 TOFRREZFREEEUITELZ TH -7 (ISS [5 5.35.3.1
TH] Table 1SS.4.84) . EE OB tirzepatide 10 mg @ 1 B THAE 7=, BEOIEH-, TH,

&01%5% wu&)%ﬂiﬁi))o 71;0

& 2.74.4-15 HRBRPFEEATOERD, B, TH., RUEBOREEEENORREE
(REMMBITIRER) (GPGO HER)
TZP 5 mg TZP 10 mg TZP 15 mg Dulaglutide
(N=159) (N=158) (N=160) (N=159)
% of pts % of pts % of pts % of pts
Nausea 11.9 19.6 20.0 7.6
Mild 10.7 19.0 20.0 6.9
Moderate 1.3 0.0 0.0 0.6
Severe 0.0 0.6 0.0 0.0
Vomiting 8.2 5.1 11.9 1.3
Mild 8.2 5.1 10.6 1.3
Moderate 0.0 0.0 1.3 0.0
Severe 0.0 0.0 0.0 0.0
Diarrhea 17.0 8.9 11.3 6.9
Mild 14.5 8.9 11.3 6.9
Moderate 2.5 0.0 0.0 0.0
Severe 0.0 0.0 0.0 0.0
Constipation 15.1 17.7 13.8 10.7
Mild 15.1 17.1 13.8 10.1
Moderate 0.0 0.6 0.0 0.6
Severe 0.0 0.0 0.0 0.0

Abbreviations: N = number of patients in treatment group; pts = patients; TZP=tirzepatide.

GPGP 3Bk

GPGP R T, ML, WaM:-. TH, K OMERORBEG
M2 BT (£ 2.7.4.4-16) .

Bl WEM:, A, KOMERNI TR CTREXIFEETHY . REOFRIIRD bhikdoT,

I%. tirzepatide D FH &N HVME &V OME

+ 2.7.4.4-16 HEBRHEESATOED, B, TH. RUEMORESEEHNOREFI S
(ReMETRER) (GPGP HER)

TZPSmg | TZP10 mg | TZP 15 mg Total
(N=148) (N=147) (N=148) (N=443)
% of pts % of pts % of pts % of pts
Nausea 14 (9.5) 20 (13.6) 40 (27.0) 74 (16.7)
Mild 13 (8.8) 17 (11.6) 38 (25.7) 68 (15.3)

Moderate 1(0.7) 320 2(14) 6(1.4

Severe 0.0 0.0 0.0 0.0

Vomiting 42.7) 11(7.5) 15 (10.1) 30 (6.8)
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TZP5mg | TZP10 mg | TZP 15 mg Total
(N=148) (N=147) (N=148) (N=443)
% of pts % of pts % of pts % of pts
Mild 4 (2.7 10 (6.8) 15 (10.1) 29 (6.5)
Moderate 0.0 1(0.7) 0.0 1(0.2)
Severe 0.0 0.0 0.0 0.0
Diarrhea 11 (7.4) 20 (13.6) 20 (13.5) 51 (11.5)
Mild 11(7.4) 20 (13.6) 18 (12.2) 49 (11.1)
Moderate 0.0 0.0 2(1.4) 2 (0.5)
Severe 0.0 0.0 0.0 0.0
Constipation 12 (8.1) 20 (13.6) 22 (14.9) 54 (12.2)
Mild 12 (8.1) 19 (12.9) 22 (14.9) 53 (12.0)
Moderate 0.0 1(0.7) 0.0 1(0.2)
Severe 0.0 0.0 0.0 0.0

Abbreviations: TZP=tirzepatide, n=number of patients in specified treatment group; pts=patients

274421312 iy
3T 7 B ARRRRABROGKEAT (ASL)

ASL T, JRBRIEE GBAMA% 0L, R, K OVFHIOME %« O K OGFE Lo R BLRE K O BLEI &
%, 4% tirzepatide B C7°7 B ARBE L LB L CEd o7z (3 2.7.4.4-17, ISS [% 5.3.5.3.1 TH] Table
ISS.4.76, Table 1SS.4.80) .

Bl MErE, ROV FHRIORE T E I EE Th o 7o, BOBREIEENEEORE.LL, MR,
XL NI &R B LB 1L, T X TOREGHET 1% K CTh o7z,

+®2744-17 FBREEEETORD, BH, RUTHAORER, RS, RUKRBEEE

(AS1)
TZP 5 m; TZP 10 m TZP 15 m

(N=237)g (N=240)g (N=241)g Hieso (=)
% of Rate % of Rate % of Rate % of Rate

pts per pt- pts per pt- pts per pt- pts per pt-
year year year year
Nausea 12.24 0.30 15.42 0.64 18.26 0.51 4.26 0.06
Vomiting 5.06 0.09 5.00 0.11 9.13 0.18 2.13 0.03
Diarrhea 11.81 0.22 13.33 0.33 16.18 0.33 8.94 0.14
Nausea/Vomiting/Diarrhea | 18.99 0.62 25.42 1.07 31.12 1.02 11.49 0.23
Mild 10.97 0.42 18.75 0.95 24.07 0.80 8.51 0.18
Moderate 7.17 0.17 6.25 0.11 6.22 0.21 2.55 0.05
Severe 0.84 0.03 0.42 0.01 0.83 0.01 0.43 0.01

Abbreviations: N = number of patients in treatment group; pts = patients; pt-year = patient-year; TZP =
tirzepatide.

AELBDT-HDE 3HRBROHEMT (AS2)

AS2 OB 2R TOE.L, i, XKOFHOFBBLE, BEE G, K OREHREL A
7 2.7.4.4-1812779 (ISS [# 5.3.5.3.1 18] Table 1SS.4.81, Table 1SS.4.82) , F7=. AS2 TOElx,
i, K OVFRIOFBEG ORI 72 HERE 2 K 2.7.4.4-19 12T,

BOEEEE RO EH, R OVFRZ S LR BEIG ORI R 4 X 2.7.4.4-1, K&
FEREE RO, EH, ROV FHRIOZ N ENORBIEIG ORI 72 4 1SS (5 5.3.5.3.1 IH)
Figure ISS 4.8 |2/~ L7z,
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tirzepatide

THLORERNSELNE EARFTRIIUTO LB ThHD,

o JRBRIEFRGLIFED, El, g, K OTHIOME 2 OFBEIEG, KO E Lo RBEEHE I
tirzepatide 15 mg #f Cix b <. KU T tirzepatide 10 mg #%. tirzepatide 5 mg #EDJETH -

776

o UL MERE, MOVFHIOKRERIFEEE TP EE TH -7, Tirzepatide #E2 18 U T, il

FEIEENFEOEL, R, UL FHOBHEIEITRKTL3% TH -7,

e Tirzepatide D HENFWZ LI K D EEOED, WL, ROV FROEMITFED b o

776

o % ftirzepatide FFPYT. Huly, WEA:, XinOD%%fﬁ & EEESIE P ICE < BUED

MERF IR T OEHARRBIZE Lotk (MERF M SIS BIER 4 BRI LARE) 13KT L7z,

*27.4.4-18 FERHEEAETORD, B, RUTHAOREER, XREG. RUOKBEEE

(AS2)

TZP S mg TZP 10 mg TZP 15 mg TZP_ALL

(N=1701) (N=1702) (N=1716) (N=5119)
% of 1;?: % of I;itre % of 1;?: % of l;itre

pts pt-year pts pt-year pts pt-year pts pt-year

Nausea 13.17 0.28 18.33 0.32 22.20 0.43 17.91 0.35
Vomiting 547 0.07 7.76 0.11 9.73 0.16 7.66 0.11
Diarrhea 13.17 0.22 15.75 0.25 15.85 0.25 14.92 0.24
Nausea/Vomiting/Diarrhea | 22.16 0.56 29.14 0.69 33.28 0.84 28.21 0.70
Mild 13.58 0.41 19.80 0.54 22.09 0.64 18.50 0.53
Moderate 7.52 0.14 8.05 0.14 10.02 0.19 8.54 0.16
Severe 1.06 0.02 1.29 0.02 1.17 0.01 1.17 0.02

Abbreviations: N = number of patients in treatment group; pts = patients; pt-year = patient-year; TZP =
tirzepatide.
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LY3298176 (2 LR Ip) 2.7.4 ERRMZZ A
tirzepatide
274419 FED., B, RUTHORHREE OREFHLHERE (AS2)
AE TZP 5 mg (N=1701) TZP 10 mg (N=1702) TZP 15 mg (N=1716) TZP_ALL (N=5119)
Time Point Dose level® o b Dose level® o b Dose level® o b o b
(weeks) (mg/wk) % of pts (mg/wk) % of pts (mg/wk) % of pts % of pts
Nausea
>0 to <4 2.5 6.35 2.5 6.70 2.5 7.34 6.80
>4 to <8 5.0 4.79 5.0 5.98 5.0 5.86 5.54
>8 to <12 5.0 2.08 7.5 4.58 7.5 5.06 3.91
>12 to <16 5.0 2.04 10.0 2.63 10.0 3.97 2.88
>16 to <20 5.0 1.32 10.0 1.68 12.5 2.51 1.84
>20 to <24 5.0 0.67 10.0 1.14 15.0 3.06 1.63
>24 to <40 5.0 1.22 10.0 1.63 15.0 3.26 2.04
>4(0 to <52 5.0 0.55 10.0 0.41 15.0 0.62 0.53
lsl;fety follow-" | )¢ treatment 0.06 Off treatment 0.06 Off treatment 0 0.04
Vomiting
>0 to <4 2.5 1.70 2.5 1.59 2.5 1.75 1.68
>4 to <8 5.0 1.66 5.0 2.54 5.0 2.05 2.08
>8 to <12 5.0 0.59 7.5 1.73 7.5 1.59 1.30
>12 to <16 5.0 0.84 10.0 1.26 10.0 2.25 1.45
>16 to <20 5.0 0.36 10.0 0.48 12.5 1.25 0.70
>20 to <24 5.0 0.36 10.0 0.60 15.0 1.98 0.98
>24 to <40 5.0 0.61 10.0 1.03 15.0 1.75 1.13
>40 to <52 5.0 0.21 10.0 0.41 15.0 0.48 0.37
ﬁ;fety follow- Off treatment 0 Off treatment 0.06 Off treatment 0.12 0.06
Diarrhea
>0 to <4 | 2.5 5.35 |25 | 4.94 | 2.5 4.66 4.98
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LY3298176 (2 UpEIR ) 2.7.4 FRIRMYZEME
tirzepatide

AE TZP 5 mg (N=1701) TZP 10 mg (N=1702) TZP 15 mg (N=1716) TZP_ALL (N=5119)
Time Point Dose level® o b Dose level® o b Dose level® o b o b
(weeks) (mg/wk) % of pts (mg/wk) % of pts (mg/wk) % of pts % of pts
>4 to <8 5.0 3.61 5.0 4.38 5.0 4.34 4.11
>8 to <12 5.0 2.50 7.5 3.39 7.5 2.89 2.92
>12 to <16 5.0 1.86 10.0 3.11 10.0 3.26 2.75
>16 to <20 5.0 0.96 10.0 1.62 12.5 1.49 1.36
>20 to <24 5.0 1.33 10.0 1.33 15.0 1.62 143
>24 to <40 5.0 1.76 10.0 1.88 15.0 247 2.04
>40 to <52 5.0 0.69 10.0 0.69 15.0 1.03 0.80
izfety follow- Off treatment 0.24 Off treatment 0 Off treatment 0.3 0.18

Abbreviations: AE = adverse event; N = number of patients in treatment group; n = number of patients with at least 1 AE per event type; pts = patients; TZP = tirzepatide.
a  Dose level of TZP planned during that period.

b Proportion of patients who have a new event during that period.
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LY3298176 (2 ZHE R %) 2.7.4 FERM
tirzepatide

el

R

TZP 5mg (N=1701) TZP 10mg(N=1702)

1 |

TZP 15mg (N=1716) TZP_ALL (N=5119)

Proportion of Subjects (%)
o

i | | |
0 uh“ ! \H“ \h“ “‘ w‘ u\“” LA Lt 14 L1 ‘\“‘ \‘\“‘ h“‘ ‘H\‘ ‘h! bbb L ki, st

0 4 81216202428323640444852 0 4 8 121620 24 28 32 36 40 44 48 52
Observaion Time (Weeks)
Severity M Mild B Moderate M Severe

Abbreviations: TZP = tirzepatide.

K 27441 REEEEHNOEDL, BH, RUTHZHE LE-REINE (AS2)

274421313 GLP-1 ZBREBE L DLLE
NAe /)%l AT 1
GPGL B T, HEBMM 2K CoE L, i, K& O T H10 fie BEE L3 O 5 BLE &
(#£2.7.4.4-20) »OELNTERFTRIILLTO LB THh 5,
o IRBREDOEGHMAZ OIL, R, KON FROFRBEIA L, tirzepatide 5 mg # K& Y 10 mg
ML~ AT FEECHBILTERY ., tirzepatide 15 mg #E Th 3 @ -7z,
o WTHOELGEETEH, b, M, KON HOKEIFERE X IHEE TH -7 (1SS
(% 5.3.5.3.11H] Table 1SS.4.83) , MO, WEH:, KOV FHROFEIEIAIL, tirzepatide
TET 0.2%~0.6%, ©~ 7 /LF FEET 0%~02%Tdh - 7=,
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LY3298176 (2 UKk RI%) 2.7.4 ERIRMWZZ A
tirzepatide
% 2.7.4.4-20 HBRPREAETOEDL. EH, RUTHOREEEENDHKIREE
(R2MEITREH) (GPGLiRER)
TZP 5 mg TZP 10 mg TZP 15 mg SEMA 1 mg
(N=470) (N=469) (N=470) (N=469)
% of pts % of pts % of pts % of pts
Nausea 17.4 19.2 22.1 17.9
Mild 10.9 13.4 14.5 12.4
Moderate 6.0 53 7.5 5.5
Severe 0.6 0.4 0.2 0.0
Vomiting 5.7 8.5 9.8 8.3
Mild 2.6 4.3 5.3 4.1
Moderate 3.0 3.6 4.3 4.1
Severe 0.2 0.6 0.2 0.2
Diarrhea 13.2 16.4 13.8 11.5
Mild 7.7 11.7 8.9 8.3
Moderate 5.1 4.1 4.7 3.2
Severe 0.4 0.6 0.2 0.0

Abbreviations: N = number of patients in treatment group; pts = patients; SEMA = semaglutide; TZP =
tirzepatide.

F 2T FNF R L DB
H274421311HEZBROZ L,

27442132 Eih, B, TH. RCEHOEFEIRE TORM
LD, @M, R OYRHIOFBLE TORFF OfENT TlX, F#BE DX O Lz 550 & L,
D% IE CHBR A I REL U RITTIC S D iR o T,

274421321
GPGO B

& < D& ER

<

GPGO FBRDBELL, War:, TH, K OMERMOFIEIFEH E TORHO T 1y k2 [X 2.7.44-2 (TR
7, Kaplan-Meier g7 5, #EERFE O Ky TG, Mg, FHL K OMEFRL O F)[E1 56 B3 H Sl
IR Ch o7z Z LW RENT, ZHDOFEROYIEIFEBIORIL, tirzepatide £ T7 =7 7
VT REEL IR L TR o7z, RIRE LT, Bl IRM:, FHl, K OMEROPEFBAZED Hi

To B O BREEI A 1T tirzepatide BECTT = 7 7V F FEEE i L TaEido 7=,
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LY3298176 (2 ALk IR %) 274 TRIRH
tirzepatide

el

R

®2.7.4.4-2 Fb, BH, TH. ROFEROVEIFERE TORME (KEMBITARER) (GPGO HER)
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LY3298176 (2 ZHE R %) 2.7.4 FERM
tirzepatide

GPGP 3Bk

GPGP FERDIL, WEM:, T, K OMEROPIEIHELE TORHO T 7y b %X 2.7.44-3 1T
7, Kaplan-Meier Hifg2 5, #BRE ORI/ CHEOL, WM, TH, K OMERLOFIE15 B3 A &l
HHIRP Ch o722 LR SN,

Abbreviations: TZP = tirzepatide

X 2.7.4.4-3 EiD, BH., TH. ROEHOFEIFKERE TORRE
(ReMETRER) (GPGP HER)

274421322 iy
AEEB D= DE 3HABABRDOHEHNT (AS2)

B, R, R ONTFRIOPEFRBLE TORMO 7 v b (X 2.7.44-4) »OE 67 ERFTHA
TUTO LB ThoTo,

o EL MEM, X TFHIOWEIFBLNED b HERE O REEG G, B, R, 3T
THIOREIFEBLATRD BT HERE O RFEEIA X, T X COMBREN 25mg 25 S
TWAHHIH, T72b5 tirzepatide DI 5-FitAT: 4 HFLUNIZER bEroTo, £o, #eReE
DHEFFHE COEFIRBIZE L% (MEFFHEICBER 4 @R oMM TiX, Eio,
R, SUX TR OPIEFR IR S BRE O RBER S OEMIT/NES <Ry 1JF—E
272 o7,

e  Tirzepatide 10 mg £ & (Y 15 mg BED FHIOYIEIFEBIATRD & 7= R O RFEEIES OHER
IFFERIL TR | tirzepatide 5mg BE L D mho 72,
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LY3298176 (2 UpEIR ) 2.7.4 BERM

tirzepatide

Cumulative Probability

o

Nausea/vomiting/diarrhoea combined Nausea
0.35-

0.30 -
0.25
0.20 -
0.15
0.10
0.05 -
0.00 -

Vomiting Diarrhoea

0.35 -
0.30 -
0.25 -

0.20 -

0.15 -

0.10
0.05 //Arf_/—_/;——ﬁi
0.00 -
| | | | | | | | | | | | | | |

0 4 8 12 16 20 24 28 32 36 40 44 48 52 0 4 8 12 16 20 24 28 32 36 40 44 48 52

Time Since First Dose (Week)
TZP 5mg TZP 10mg TZP 15mg |

Abbreviations: TZP = tirzepatide.

2.7.4.4-4 FEiD, B, RUTHOFEFREE TORRE (AS2)
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LY3298176 (2 ZHE R %) 2.7.4 FERM
tirzepatide

el

R

2.7.4.42.1.33 E, B, TH. RCEBOFRINE
HIREIEITIE, BEOIRMICEY OFEREZHTI-ICRE L Ik Th A3 E 25 1=,

274421331 E < DERER
GPGO Bk

GPGO R ClE, ML, WErt, TH, LKOMERLZHE LI AREIA X, tirzepatide #f (36.1%~
37.1%) TT =7 7/VF K 0.75mg Bf (21.4%) L L Cmoo7z (K 2.7.4.4-21) , Tirzepatide
BEE TR E 23 o 7o, B3 CIX, Bl WEM, TR, ROMEREZ A LA
FIE L, tirzepatide #E CIZAEWHEHIM Tl bm <, ZORBD Lz, 727 7 0F FRETIER
B AZE L CBBih—EThoT,

+27.44-21 HBRHAFEEATOED. B, TH. RUCEMOARE S OERIEL
(REMENTAREH) (GPGO HER)

% of Patients
Adverse Event TZP 5 mg TZP 10 mg TZP 15 mg Dulaglutide
Time Point (N=159) (N=158) (N=160) 0.75 mg
(N=159)
Nausea/Vomiting/Diarrhea/Constipation
>0 to <4 weeks 19.50 13.29 16.25 9.43
>4 to <8 weeks 20.13 19.75 16.88 10.06
>8 to <12 weeks 16.67 23.72 19.38 8.18
>12 to <16 weeks 16.03 24.68 23.42 8.81
>16 to <20 weeks 16.03 21.43 23.42 10.76
>20 to <24 weeks 16.67 20.13 20.25 14.01
>24 to <32 weeks 16.67 18.83 18.47 11.54
>32 to <40 weeks 14.74 16.23 17.20 10.26
>40 to <48 weeks 13.46 15.13 15.48 9.62
>48 to <52 weeks 10.32 12.50 12.26 8.44
>52 weeks to End of Treatment 7.50 10.92 12.17 8.40
Period
Safety Follow-up 10.13 10.76 11.88 7.74
After the first dose 37.11 36.08 36.25 21.38

Abbreviations: N = number of patients who were randomized and received at least 1 dose of study drug; TZP =
tirzepatide.
Note: Patients may be counted in more than one event category.

GPGP 3Bk
GPGP#BRTIx, by, W&, THI, KOMEMAEHE Lo AWEIA L, tirzepatide D H &2 F W
I EEVEFAED bz, E724 tirzepatide BETHEWUIEIIMIC LR L. To®%EL Lz
(#2.7.4.4-22) |
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LY3298176 (2 ZHE R %) 2.7.4 FRIRMYZEME
tirzepatide

*27.4.4-22 HBRHAFEATOED. B, TH. RUCEROARE S OERIEL
(REMRTHREH) (GPGP &ER)

Adverse Event % of Patients
T el TZP 5 mg TZP 10 mg TZP 15 mg
(N=148) (N=147) (N=148)
Nausea/Vomiting/Diarrhea/Constipation
>0 to <4 weeks 9.5 14.3 18.2
>4 to <8 weeks 13.5 17.7 225
>8 to <12 weeks 155 21.9 24.8
>12 to <16 weeks 13.6 24.8 26.6
>16 to <20 weeks 11.6 235 29.8
>20 to <24 weeks 10.9 20.8 30.9
>24 to <32 weeks 9.5 19.7 28.5
>32 to <40 weeks 11.0 17.9 23.5
>4(0 to <48 weeks 10.3 18.6 23.0
>48 to <52 weeks 9.0 16.6 21.1
>52 weeks to end of treatment 6.6 13.3 15.0
Safety follow-up 7.4 15.1 18.4
After the first dose 21.6 34.7 44.6
Abbreviations: N = number of patients who were randomized and received at least 1 dose of study drug; TZP =

tirzepatide.
Note: Patients may be counted in more than one event category.

2.744.21.33.2 iy
FAERBD - DE 3HABBROHEMNT (AS2)
AS2 TOHELL, TEM, MOVNHOZNZENOFREIG ORI 2 HER (R 2.7.4.4-23) | B
M-, K OVFHIZRE L AmE G omEERN ORI 7> b (X 2.7.445) | WFONZHED,
M, R OVFRIOENENDOAFEEIG OESEL RN ORRR 7 2 » ~ (1SS [# 5.3.5.3.1 1] Figure
ISS4.9) MOHEOLNTERFRIZLUTDO LY Tholz,
o Tirzepatide #FTI%, Holy, WaEM:, KO FRIOFIREIGIL. T XTORELGHET tirzepatide &
BHENI0MgLL T TH L L 4~16 HIFZ B — 7 [T LT,

o  Tirzepatide 15 mg & O% 10 mg #£ Tid. KEBZOHIM T FHIOARTEIS 2N tirzepatide 5 mg #E
B L TEo T,

o ELL, MEM:, ROVFRIOAREIAIL. TXTo tirzepatide BT, BT OV ORI
ST BRI 5%~10%IHERF S -,
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LY3298176 (2 ALk IR %) 274 TRIRH
tirzepatide

el

R

+ 2.7.4.4-23 ED, B, RUTHFOEREEDEN (AS2)

AE TZP 5 mg (N=1701) TZP 10 mg (N=1702) TZP 15 mg (N=1716) TZP_ALL (N=5119)
Time Point Dose level® o Dose level® o Dose level® o o
(weeks) (mg/wk) % of pts (mg/wk) % of pts (mg/wk) % of pts % of pts
Nausea
‘('l‘(fzzr the first | )\ 13.17 N/A 18.33 N/A 22.20 17.91
>0 to <4 2.5 6.35 2.5 6.70 2.5 7.34 6.80
>4 to <8 5.0 7.39 5.0 8.99 5.0 9.49 8.63
>8 to <12 5.0 5.89 7.5 9.52 7.5 10.13 8.52
>12 to <16 5.0 5.81 10.0 8.86 10.0 9.91 8.20
>16 to <20 5.0 4.57 10.0 6.91 12.5 9.01 6.84
>20 to <24 5.0 3.21 10.0 6.02 15.0 8.76 6.01
>24 to <40 5.0 3.28 10.0 6.23 15.0 8.87 6.14
>4(0 to <52 5.0 1.99 10.0 421 15.0 5.22 3.80
Safety follow-up | Off treatment 1.82 Off treatment 2.72 Off treatment 3.31 2.62
Vomiting
‘(;f:‘;r the first | /o 5.47 N/A 7.76 N/A 9.73 7.66
>0 to <4 2.5 1.70 2.5 1.59 2.5 1.75 1.68
>4 to <8 5.0 1.77 5.0 2.72 5.0 2.23 2.24
>8 to <12 5.0 0.89 7.5 2.38 7.5 2.59 1.96
>12 to <16 5.0 1.14 10.0 2.09 10.0 2.85 2.03
>16 to <20 5.0 0.66 10.0 1.08 12.5 2.15 1.30
>20 to <24 5.0 0.67 10.0 1.08 15.0 2.58 1.45
>24 to <40 5.0 0.73 10.0 1.33 15.0 2.47 1.51
>40 to <52 5.0 0.34 10.0 0.62 15.0 1.24 0.73
Safety follow-up | Off treatment 0.12 Off treatment 0.36 Off treatment 0.60 0.36
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LY3298176 (2 HLBEIR M)

2.7.4 BERWZ M

tirzepatide
AE TZP 5 mg (N=1701) TZP 10 mg (N=1702) TZP 15 mg (N=1716) TZP_ALL (N=5119)
Time Point Dose level?® o Dose level® o Dose level® o o
(weeks) (mg/wk) % of pts (mg/wk) % of pts (mg/wk) % of pts % of pts
Diarrhea
Afterthe first | Nja 13.17 N/A 15.75 N/A 15.85 14.92
>0 to <4 2.5 5.35 2.5 4.94 2.5 4.66 4.98
>4 to <8 5.0 5.38 5.0 5.44 5.0 5.80 5.54
>8 to <12 5.0 4.82 7.5 5.35 7.5 4.77 4.98
>12 to <16 5.0 3.65 10.0 5.21 10.0 5.52 4.79
>16 to <20 5.0 2.77 10.0 4.09 12.5 4.06 3.64
>20 to <24 5.0 2.79 10.0 3.80 15.0 3.48 3.36
>24 to <40 5.0 3.04 10.0 4.11 15.0 4.46 3.87
>40 to <52 5.0 1.71 10.0 1.93 15.0 2.47 2.04
Safety follow-up | Off treatment 1.27 Off treatment 1.27 Off treatment 1.62 1.39

Abbreviations: AE = adverse event; N = number of patients in treatment group; n = number of patients with at least 1 AE per event type; N/A = not applicable; pts =
patients; TZP = tirzepatide.
a  Dose level of TZP during that period.
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LY3298176 (2 ZRUiEIRIp) 2.7.4 [ERPZE 2
tirzepatide

TZP 5mg (N=1701) TZP 10mg (N=1702)

—_ —a a a
O© O -=-NW

O = NWHUIUTO O

TZP 15mg (N=1716) TZP_ALL (N=5119)

Proportion of Subjects (%)

ki
iy

4'| 1 Bl i pk .":I'\'\
ul Ny

O = NWHrUoOJO®

I N T T T T T 1 T 1 1
0 4 812162024 28 32 36 40 44 4852 0 4 8 12 16 20 24 28 32 36 40 44 48 52

Observation Time (Weeks)
 Severity M Mild B Moderate M Severe |

Abbreviations: TZP = tirzepatide.
Note: excerpt from Figure 1SS.4.9

X 27445 FJb, B, ROUTHZHELE-FEEMNOEREE (AS2)

2744214 EBEHEBEFEEROER

EN 3B CTH H GPGO L GPGP BT, HFRE A EHL T tirzepatide £ 5-12 £ 0 i
HLEBOOLNIHEEFEFRTH oo, KMTBRE UITEETHY . IBBREOE LG P IRIZE -
THEREED, BEXITEEREZIIV R o712,

L OEM. R, &U\@ﬂ@%ﬁfﬁ% I% tirzepatide &M O K b E<, &&
HREOMEFFH BEOEFIRIBIZE LB T L7, Tirzepatide #£D 15.5%~30.9% MR DO # -
F%ﬁﬁé?’ﬁ@b‘fﬂ#@ﬁ,ﬁfﬁ»u WEm:, AL, SUTERAE R L7,

GPGO # R T, tirzepatide 5 mg #¢5-, 10 mg #5-, KO 15 mg 5O G EA FHR O
BEX, T 277 0F R0.75mg 5 &g L TRno Tz,
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LY3298176 (2 HESRI) 2.7.4  [ERAYZE 2

tirzepatide

PFAEATICEE S B 2 FE R OGS 3 FHRRER T tirzepatide @ H MZES A EHFL B 5 HE
fEmIILA T D LB TH D,

o HIGEIEAEFLIT, tirzepatide HHIZ LV R LEZBOONIAERERTHY, Ky
TR ST EE T, HBEEAERLIC L 2EREOR G ILOEIGIT tirzepatide D4
HA&EZELT3%~T%TH-o7,

o I 3MHABRCHW LN HEBEEIL, tirzepatide DRI G- & 2.5 mg & 4 FREHERE L,
ZOHIT4WB T L2 25 mg i ET 5 HIET, ZOREWEEE W28 3 FHBR T
55 2 AHRAR O GPGB #k & i U CHIGEEA HEHFRITH T 2 AR MR dE S,

o EL WEM, KONTHIORBEIGIT tirzepatide O EMIEHARIC R b m <, SREREOHME
FHEOEFREBIE LERIFET Lz, BRPOnToRFRTH, B, EH, &)
THDOHIFEIEIE 5%~10% T > 7=,

o [HEEDLLEZT, tirzepatide 5mg %5, 10mg 5, KO 15mg # 50 HGEEAERELO
FHEEIEIT, BT R lmg#&5 LELL T,

R E LT, tirzepatide [XHGHEAEREGLEEL TBY |, FONICHEERZIE T2 LT

BIGBIEA FEFZOIFEITSE SN,

274422 FEK
2744221 BKEEOEEEZR
BEOEGMEAFEERIINKES R T L RIRERDITRMEE R 2% 5 TR Rk bekE
FEORKERVGD b, BKBEOGERFG LM LT,
SMQ [iiAk) (Bl AEE, 20000232) (27 £415 MedDRA PT % fVC, Bi/KBIEDOF FHHES:
wER LT,
FTARTOEE T ERE 22 BKBE DR FEHELORGR % AR OIRBRBFE IS FIR L,

27442211 & < D ER
274422111 GPGO 5%

GPGO #RBaTI, tirzepatide 15 mg #£ 1 #1723 19 H BICHiAKZRE Lz, Z OBIKITERE CIE
HETHY, BRI E ORFEBRZ L &l Sz, ABBRFIL. A BICESE R O &R 8 L
7oo BIAKIZFBICEE Lz, 727 7 0F F 0.75 mg BECTIIBUKEREOAERE LI O S/an

277,

274422112 GPGP 5%

GPGP B Tl tirzepatide 5 mg B (SUZEDFH) @ 1 B & O tirzepatide 15 mg # (SGLT-2 fH5E
HKOFH) @ 1 BICHKBEOHEEFEERNHE SN, ZUOOFERINTNHRECIHERETH
0, TRBRAHY AT X 0 IRBRIK T ZE OO IRA E ORERIRR L &l ST,
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LY3298176 (2 HKEjRIp) 2,74 FRIRMZEAVE
tirzepatide
27442212 Cin=F: L

274422121

AS1 Tix, BiAKBEIHEOHERHELRIT

Table 1SS.4.87)

274422122
AS2 TIiX

16 5 (0.31%)
1SS.4.88, Table 1SS.4.89)
e  Tirzepatide 5 mg #¥ :
e  Tirzepatide 10 mg #¥ :
e  Tirzepatide 15 mg #¥ :
16 il 12 %
SO HBLERT TR BRI

o BEHEERNIOW
551 (0.29%)
315 (0.18%)
8151 (0.47%)
L R=2 T TERMERER A2 A LT, 16 BT 8 T, BB D
. PREEVERMSE XL ™ A L AVEE IS

% 318 7°3‘|2‘|‘§*?IEEET§ﬁ0)ﬁ?Aﬁ$$ﬁ (AS1)
bR oTz (ISS [5

5.3.5.3.1 XH] Table 1SS.4.86.

RELBDO-HDE 3HABRDH AN (AS2)
(KBS O FEFRNRBO b7z (1SS 5
RE LU TIRT,

5.3.5.3.1 TA] Table

AEF

R 7% L OBIEOBRYUE N HE S

770 166D 5L 76T, WABEOAEELD 30 HLLNICEIEBEA EFELNHE ST,
O LTz, L 3 BOFE
A 27475 R LTz, BETHLEETHZRWHAKBEOGERFRRNBED LNV O 13 o

16 B 3 %1 (0.06%) |

ZEfMZ ISS (%5 5.3.5.3.118) Table 1SS.4.91 1T~ L7,

KB DA FRHRIGRD iz 16 il 5 61T SMQ Rk A4

L, mEOFER 1) bREHALL, _zhf‘o 5 il

(e B ST ERE 72 KB DO EH R DR

| OFEFER (HERFR
I, WIS BUKBIE OB EFER OB AT X

(IR, SVEORG (REEMERME, <R, v AL ZAEFER) f;&@ﬁ$$%§#§%‘fﬁ
T o0 XIFTZOMDAZHER T (F] )7?'@%031%)%\ PRSI E) 2R Siviz, 561095 1 BTl

MK B DA EF SO 30 H UINICHIBBEAEFS (M) 23885 Sz,
% 3FHRER CHKEIE D EFR L L B a3 2.7.4.4-24 | 2R,

+ 274424 FEIWRABRTORKBEEDEEERDEN
Treatment Group GPGK GPGL GPGH GPGI GPGM GPGO GPGP
TZP_ALL, n/N 0/363 3/1409 4/1077 0/355 6/995 1/477 21443
(%) (0) (0.21) (0.37) (0) (0.60) (0.21) (0.45)
Comparator?® , n/N 0/115 21469 0/360 0/120 4/1000 0/159 -
(%) 0 (0.43) 0) (0 (0.40) 0)

Abbreviations: N = total number of patients in treatment group; n = number of patients in category; TZP =

tirzepatide.

a Refer to 7 2.7.4.1-1 for information on comparator arm used in each study.

27442213 GLP-1 ZBAREBE L D LK
274422131 YT ILF FEDLE

GPGL B T, WKBIED A FEFROFKBIEIA X, tirzepatide # (3 il [0.2%] ) L&~ /LTF
Fi1mg# (26 [04%] ) THEELLTWE, B~ ZLF K 1mg D 1 61T EE DK A
FHHRR, tirzepatide #ED 1 | CEE L BKBIEOFEFEFLZREO b,
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tirzepatide

274422132 FTaATTILF FEDLE
F274422111HASBROZ &,

2744222  BKOER

Tirzepatide #%5-1ZF O KB O A EELORBEIS T, ENE 3 HRBRTHL GPGO KT
GPGP ikl & &te 7 S BROH 3MRBRZ 1 U T o7z (0.31% [16 7F] ) . 161FD 955 3R
BMEXIEERFL ThH o7, BMABEEOHEERROKHIIL, BHEEGEFLOLITRRE T
D PRI D ClEZa < | FERERAE & U CIBMER IR Y & 2 56 O BMEDRYYER £ JRKIZZ K
T ThH -7,

274423 FEHEEEOReM

TEPER R I THE R T < RONDAPHETH S (De Cosmo, 2016) , Tirzepatide B HEAERS
HOZEME 2R L, BHREFEEN tirzepatide D PK K& ONZAEMEIZ KIF 522 D v RENE 2 #0424
HZEITHEETH D,

A5 ERER C . tirzepatide 137 > M ROV AV DIRRE /ST A — X (ZHEFEHICHE /8
BhRIE ST, BIROBFIMEFARE CLREBTRD N2 o7 (5 266.31H) , 14C i
A= tirzepatide Z IV 7= b R ERBROFE B, tirzepatide | —AXAEY7R X L X B O BAVRIEIC L BT
F REHOIE, C20 fRIAREER 7D B fb. KON I RIIKGEZEZ T L TR SN D Z EPRE
i, MBI EIIRP R OME R PR S v, SR OMERIZ tirzepatide ORARHMITRD H i
o iz,

FR & 7R EAEFE OB RERERE E 2 3 DB E A xf 4t & LT tirzepatide 5mg 2 F# 5 Lz &0
PK /3T X —& Ziat LT iR SEEEER (GPGG #BR) OfERIT, 5 2.7.6.7 TH (GPGG #Bh)
PR LT, BRERERETE IR, tirzepatide @ PKICREIRAVICEE R L 52 oo lz, LI -> T
RS RERE S & AT 5 UL & i L T B BEE IS 2 HEFIEIEHER S e h o T,

55 2 FH LA 3 HFRIBR O UL & U TR E S 472 eGFR D AEMEE 2 3% 2.7.4.4-25 (2R L 7=,

% 2.7.4.4-25 eGFR DE#({E LR

Study Participants were excluded if...

Studies GPGO and GPGK eGFR <30 mL/min/1.73 m? (or lower than the country-specific threshold for
discontinuing metformin therapy per local label)

Studies GPGH and GPGL eGFR <45 mL/min/1.73 m? (or lower than the country-specific threshold for
using the protocol-required dose of metformin per local label)

Study GPGM No exclusion criteria based on eGFR level

Study GPGP eGFR <30 mL/min/1.73 m? (<45 mL/min/1.73 m? for patients using biguanides
and SGLT-2i's)

Study GPGI eGFR <30 mL/min/1.73 m?; for patients on metformin,

eGFR <45 mL/min/1.73 m? (or lower than the country-specific threshold for
using the protocol-required dose of metformin per local label)

Note: eGFR values were calculated by Chronic Kidney Disease-Epidemiology collaboration equation
Abbreviations: eGFR= estimated glomerular filtration rate
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tirzepatide

AR R D
LU O A AV CEREBIE D22 &M 4 5 L 72,
o HlEEEAEFS
o EHERE
- CKD-EPI D% % IV THERE S 4172 eGFR
- UACR

BHREEELZHT D (RN—AT A VD eGFR A 60 mL/%3/1.73m2 Kiifi X T_—RAF A
i UACR 7% 300 mg/gCr #8) T2DM B T OB HERE R E D 72 2k
FE ST EE R EA F HFROFEMIL. PO 2 S BR OIGE FE RS FHIR L,
3ARRABR CORRRIICHEE &5 % 52 BHERER A EFROFEMILR 2.74.7-6 LR LT,

=
Vvl
o+

2744231 EBEEEEESER
LR @ SMQ 12 £415 MedDRA PT 2 W T, BB EAEFR 2 TN LT,
. B Ae]  (PEUEE. 20000003)
. MEMEBEn)  (PREEE. 20000213)

2.74.4.23.1.1 18 < DX ER
274423111 GPGO &

GPGO R BROREBRFIZ, T =T 7T R 0.75 mg BED 1 Il CBHERER F 233 HL L7z,

o FTaFIAF R 075 mgticEREAEIN S SHEO . N— %5 1 UEED eGFR &
I 71 mL/%3/1.73m2 Th o7z, 337 HH, BAERPHE SN/, Z OBMERERE T8 T
FEETHY, IBBRK L OREERITZR L L sz, Z OBEREREITIREE CTH -
72

274423112 GPGP &

GPGP #Bi T, tirzepatide BED 2 41 (0.5%) CTENERHEAEFRNIIA LT,

o  Tirzepatide 5 mg FEICEEELEIM S Mo, © 2771 REEER LTV,
NR—ZF A WD eGFR fEIL 64 mL/%3/1.73m2 TH 7=, 57 H A, REFEA., KEE, &
O SR THEEBOBEWREENRE SN, £, REBRE IIHERIFEBIEZ G0 L T
W, BHSEEREE O 7o O AR E TR O£ LA T IR L, B EIIREIE ChH o 72,

e Tirzepatide 15 mg FEIZEEEA BN S0 SO <. SU 2@H L Tk, N—=2F
A VD eGFREIE 64 mL/43/1.73m2, MiE7 L7 F =213 1.06 mg/dL Toho72, 274 HH.
WEEE CHEEE OEMSREME E NS SN T, T O BHEREREE BB EAT I L v TRBRIE &
ORFREMRA L &l S iz, 1BBRIEOHEITET Lk olz, I ORFERERE T REHE
ThHoT,
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tirzepatide
27442312 Cin=F: L

274423121 3T 5 AR BARDHERENT (ASD)

AS1 DX—RF A D eGFR O -¥fEIX, tirzepatide 5 mg # T 90.2 mL/43/1.73m2, tirzepatide
10 mg #£ T 89.4mL/%3/1.73m2 . tirzepatide 15mg #£C 90.1mL/%3/1.73m2, K (N7 T & REET
88.6 mL/43/1.73m2 T > 7=,

AS1 TlZ, tirzepatide #£ 8 {5 (1.1%) (tirzepatide 5 mg #¥ : 6 f, tirzepatide 10 mg & : 1 {51,
tirzepatide 15mg & : 1 #])) K OVF T AREED 1 ] (0.4%) TEIEEEAEELNRKE L -

(£ 2.7.4.4-26)

& 274426 BREAEEEFFROEN (ASD)
n (%)
SMQ SMQ TZP5mg | TZP10mg | TZP15mg | TZP ALL | Placebo
EAGE Preferred Term (N=237) (N=240) (N=241) (N=718) | (N=235)
BEFEZRIEHL | Patients with >1 6 (2.5) 1(0.4) 1(0.4) 8(1.1) 1(0.4)
B (%) TEAE
AMEEARe Acute renal failure 4 (1.7) 0 1(0.4) 5 (0.7) 1(0.4)
AR Renal failure 2(0.8) 0 0 2(0.3) 1(0.4)
S Renal impairment 1(0.4) 0 1(0.4) 2(0.3) 0
AR PR Acute kidney 1(0.4) 0 0 1(0.1) 0
injury
2 P B i Chronic kidney 4(1.7) 1 (0.4) 0 5(0.7) 1(0.4)
disease
2 B i Chronic kidney 2(0.8) 1 (0.4) 0 3(0.4) 0
disease
ERES Renal failure 2(0.8) 0 0 2(0.3) 1(0.4)

Abbreviations: MedDRA = Medical Dictionary for Regulatory Activities; N = number of patients in treatment
group; n = number of patients with at least 1 treatment-emergent adverse event; SMQ = standardized
MedDRA query; TEAE = treatment-emergent adverse event; TZP = tirzepatide.

AS1 TlX, BEXIIEELRBEEEAEFRIIGED 5N o7- (ISS [ 5.3.5.3.1 IH] Table
1SS.4.93) .

274423122 RELRD-ODE 31BHBRDHFERENT (AS2)

AS2 TiE, 65 fil (1.3%) CTRIRBIEAEFSNBL LT (£ 27.4.4-27) , BigbH#AEHS
DIEHIT, tirzepatide DFHENEZ LI K DHIMNMIFED N7,

5 3B COBIEES HEFLOEN &K 2.7.44-28 1T,
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tirzepatide
& 274427 BEREBEFEEERNDEN (AS2)
n (%)

SMQ SMQ TZP5mg | TZP10mg | TZP15mg | TZPALL
FEARGE Preferred Term (N=1701) (N=1702) (N=1716) (N=5119)
== X ¥ i . :

E:.(f)%&b Bif5l | Patients with >1 TEAE 29 (1.70) 16 (0.94) 20 (117) 65 (1.27)

aEEAe Acute renal failure 21 (1.23) 8 (0.47) 14 (0.82) 43 (0.84)
e S Renal impairment 4 (0.24) 4 (0.24) 10 (0.58) 18 (0.35)
e EE Acute kidney injury 11 (0.65) 3(0.18) 3(0.17) 17 (0.33)
BRA Renal failure 6 (0.35) 1 (0.06) 1 (0.06) 8 (0.16)

12 M B g Chronic kidney disease 16 (0.94) 9 (0.53) 7 (0.41) 32 (0.63)
12 M B g Chronic kidney disease 10 (0.59) 7 (0.41) 6 (0.35) 23 (0.45)
R4 Renal failure 6 (0.35) 1 (0.06) 1 (0.06) 8 (0.16)
I B End-stage renal disease 0 1 (0.06) 0 1 (0.02)
foe R RI FIR Hyperparathyroidism
IR H RE TTHESE secondary 1(0.06) 0 0 1(0.02)
R A e Nephrosclerosis 0 0 1 (0.06) 1 (0.02)

Abbreviations: MedDRA = Medical Dictionary for Regulatory Activities; N = number of patients in treatment
group; n = number of patients with at least 1 treatment-emergent adverse event; SMQ = standardized
MedDRA query; TEAE = treatment-emergent adverse event; TZP = tirzepatide.

%+ 2.7.4.4-28 FEIWHFBRTOBTHREAEEEERNDEN

Treatment Group Patients with >1 TEAE

GPGK GPGL GPGH GPGI GPGM GPGO GPGP
TZP_ALL, n/N 1/363 13/1409 14/1077 7/355 28/995 0/477 2/443
(%) (0.28) (0.92) (1.30) (1.97) (2.81) (0) (0.45)
Comparatora 0/115 3/469 5/360 1/120 35/1000 1/159 -
(%) (0 (0.64) (1.39) (0.83) (3.50) (0.63) -

Abbreviations: N = total number of patients in study safety population; n = number of patients reporting at least
1 TEAE; TEAE = treatment-emergent adverse event; TZP = tirzepatide.
a Refer to # 2.7.4.1-1 for information on comparator arm used in each study.

AS2 & 7 {5l (0.14%) T FEELRBRBEEAEFHERPIEI L (ISS [ 5.353.1 H]
Table 1ISS.4.95) , #GHEHIDOHNERZ LU FIZRT,

e  Tirzepatide 5 mg #¥ : 21 (0.12%)

e Tirzepatide 10 mg #% : 3 5] (0.18%)

e  Tirzepatide 15 mg #% : 2 5] (0.12%)

THICHE SNT-HLDH b, AMEREE (tirzepatide 5 mg £ : 2, tirzepatide 10 mg #¥ : 1 {51,
tirzepatide 15 mg & : 1 f5l) KOV A4 (tirzepatide 10 mg £ : 1 ) 1%, SMQ &M A4 ITF&
EFND PT Thotz, BIERER (tirzepatide 15mg B : 1 ) . REIBZEE (tirzepatide 10 mg
1) . ROBEA4E (tirzepatide 10 mg #% : 1 f1) (X, SMQ MEMEEESS) (&5 PT T
Hoiz,

AS2 @ tirzepatide #£ T SMQ [EMEREA~E) ORFHRGAIHBLLI 4361055, 5 I THiKE
HEOAEFEFEZRRE SN, TOO BLEERAEFFRII 1, aEOFEFRI L THo, &
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tirzepatide

BT E R KB O EHEL O 2744222 BBO L, £, 436D 5 H 34
T, AMEEAREOFRBAET 30 H UANICIEM ST TR RE Sz, 361055 16 TIImliAK s ®E
Sz, 7Y 2BIOFEHNTER 27476 BB L,
274423123 Tirzepatide & EFExtHRED L&

T 2T T NF RIZOWTIEEH 274423111 H, Z OO FEFGEIRIZ OV TITLL T OIRERR
EREELESROZ L,

o GPGLHBRIERRIEME# (55 5.35.143H) (B~ 7 AF R)

o GPGH iBRiGBAIRFE ML E (§535.15H) (LAY FTIILT )

o GPGM RBRIABAIRFEREE (5 53516H) (f AUV FILX)

2.7.4.423.2 B HERE

2.7.4.4232.1 eGFR D#tE(E
274423211 18 2 D ER
GPGO #Bx

GPGO A TlL, N—RA T A FFD eGFR i (HA AT D CKD-EPI) D LEIfEIZ, tirzepatide
LT 2T 7 0VF REECREREIT ol

eGFR (CKD-EPl) O FEEED X —A T A4 b &G 52 M E ToODVEIF/NNE L, &
tirzepatide #f & 7 = 7 7V F K 0.75mg BE CHERBIICER O H HEWIER DO b o7

(% 2.7.4.4-29) |

% 2.74.4-29 eGFR (CKD-EPl) MR—RX 54 UhoDFEE 528K ETHDEILLE
(REMATREH) (GPGO HER)

mL/min/1.73 m?
eGFR CKD-EPI TZP 5 mg TZP 10 mg TZP 15 mg Dulaglutide 0.75 mg
(N=159) (N=158) (N=160) (N=159)
Baseline 75.5 78.2 78.1 77.5
Change from baseline -3.8 -3.1 -4.5 -3.9
Change fjifference from 0.1 0.8 -0.6 N/A
dulaglutide 0.75 mg (95% CI) (-1.3,1.5) (-0.6, 2.3) (-2.0,0.8)

Abbreviations: Cl = confidence interval; CKD-EPI = Chronic Kidney Disease Epidemiology Collaboration;
eGFR = estimated glomerular filtration rate; MMRM = mixed model repeated measures; N = number of
patients who were randomized and received at least 1 dose of study drug; N/A = not applicable; TZP =
tirzepatide.

Note: MMRM analysis using log transformation.

Note: Shown are the estimated means.

B 5-BIAT D eGFR D fig/IMEDY 30 mL/43/1.73m2 K4 T - 7o R 13 o 7=,

B H-BIA: D eGFR O/ IMIEAY 30 mL/453/1.73m2 LL_E 45 mL/43/1.73m2 i T > 7= BB 1% 5
% (0.8%) Tdh-o7-, ZDHH 24 (tirzepatide 15mg # : 1 Hl, =7 7 /LF F 0.75mg £ : 1
B 1%, R—AT A HED eGFR D/ MEAY 45 mL/43/1.73m2 UL E 60 mL/43/1.73m2 Kl TH o 7=,
B 5-BIA: D eGFR O f/IMEDS 45 mL/453/1.73m2 L E 60 mL/53/1.73m2 i T o o 7= #BRE 1% 74
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il (11.6%) Thol, ZDIH HLR—R T A VKD eGFR O f/IMEDS 60 mL/453/1.73m2 LA EC, #
H.B4% O eGFR O/ IMEAS 45 mL/43/1.73m2 L | 60 mL/43/1.73m2 i & 72 > 7= BRE 1 XL F
35 BITHY, BHREOEIGIL, tirzepatide BEL T =T 7 VT REECHEBIL Tz (GPGO iRk
BriafhR & [ 5.3.5.1.8 78] Table GPG0.5.37) .

e  Tirzepatide 5 mg £f : 10 % (6.3%)

e  Tirzepatide 10 mg #¥ : 51 (3.2%)

e  Tirzepatide 15 mg #f : 11 (6.9%)

e T aTUNFKRO0T5mgRE: 9% (5.7%)

GPGP # B

GPGP FBR TiX, ~N—A T A KD eGFR fii (CKD-EPI) D2KD L)l 78.9 mL/453/1.73m?2
TohoT-,

eGFR (CKD-EPI) DNYHUEDOR—RF A4 bl 52 s E CoR/EiT/hS <, tirzepatide
FEECHEELL T (3£2.7.4.4-30)

% 2.7.4.4-30 eGFR (CKD-EPl) MR—RX 54 ohbMEE 52 BBFETOLELE
(REMmITRER) (GPGP EER)

TZP 5 mg TZP 10 mg TZP 15 mg
eGFR CKD-EPI (N=148) (N=147) (N=148)
Baseline (mL/min/1.73 m?) 77.9 (1.05) 80.1 (1.08) 78.9 (1.10)
Change from baseline (%) -3.3(0.61) -3.9 (0.63) -3.0 (0.64)

Abbreviations: CKD-EPI = Chronic Kidney Disease-Epidemiology Collaboration; eGFR = estimated
glomerular filtration rate; LSMean = least square mean; MMRM = mixed model repeated measures; N =
number of patients who were randomized and received at least 1 dose of study drug; SE = standard error;
TZP = tirzepatide.

Note: Shown are the LSMean (SE).

Note: MMRM analysis.

B 5-BIAT D eGFR D fe/IMEDY 30 mL/43/1.73m2 K4 T - T2 R 13 o 72,

B 5-BIA: D eGFR O/ IMIEAY 30 mL/43/1.73m2 LL_E 45 mL/43/1.73m2 it T o 72 BB 13 1
BITH Y, APREIIN— 2T A VD eGFR Ofe/IME S 30 mL/%3/1.73m2 LA L 45 mL/43/1.73m2
Kl CTh o7z,

B 5-BIA: D eGFR O fc/IMEAS 45 mL/53/1.73m2 LL_E 60 mL/43/1.73m2 i T d» o 7= 953 1% 49
Bl CThHoTz, ZDIHLLUTD 15411%, X—R 7 A KD eGFR D fz/MEA 60 mL/43/1.73m2 L) |
Th o7 (GPGPRERIGE LM EE [4 5.3.5.2.1 5] Table GPGP.8.104) .

e Tirzepatide 5 mg ¥ : 6 5l (4.1%)

e  Tirzepatide 10 mg #¥ : 5 (3.4%)

e  Tirzepatide 15 mg #¥ : 4 5l (2.7%)

NR—2 T A D eGFR Dfe/IMENS 60 mL/%3/1.73m2 LI G, #5-B81A% D eGFR O fe/MED
45 mL/43/1.73m2 L L 60 mL/43/1.73m2 i T db - 7B OFIA 1L, tirzepatide AER] CHEEIL C
Wiz,
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tirzepatide

274.42321.2

B & AT
3T T e R RRBROHFEMMT (ASL)

AS1 T, N—R T A VRO eGFR [T GEEH TR L Tz (3£ 2.7.4.4-31) , eGFR fED~—
2T A b #G 40 TR K V22O %BIEIR £ TOFER TR/ S < | tirzepatide & 7
7 B ARBE TR E RO & 2 E TR e o Tz,

2.74

)

HRIR Y

b=t

R

el

5 2.7.4.4-31 eGFR (CKD-EPl) OR—R S 4 U615 40 BERUVREMHDZ IR
FTHZEILE (AS1)

mL/min/1.73 m2

TZP 5 mg TZP 10 mg TZP 15 mg Placebo
eGFR CKD-EPI (N=234) (N=234) (N=232) (N=228)
40

40 Weeks SFU 40 Weeks SFU 40 Weeks SFU Weeks SFU
Baseline 90.1 89.3 90.1 88.7
Change from 4.9 42 4.9 338 35 3.0 32 | -48
baseline
Change

. -1.6 0.6 -1.7 1.1 -0.3 1.9*

difference from N/A N/A
olacebo (95% Cl) (-34,0.1) | (-1.1,2.4) | (-34,0.1) | (-0.7,2.8) | (-2.0,1.5) | (0.1,3.6)

Abbreviations: CI = confidence interval; CKD-EPI = Chronic Kidney Disease-Epidemiology Collaboration;
eGFR = estimated glomerular filtration rate; MMRM = mixed model repeated measures; N = number of

patients who were randomized and received at least 1 dose of study drug and with baseline and at least one

postbaseline value; N/A = not applicable; SFU = safety follow-up; TZP = tirzepatide.
Note: MMRM analysis. Only patients with nonmissing baseline value and at least 1 nonmissing postbaseline
value of the response variable were included in the analysis.
Note: Shown are the least-squares means.
* p-value <0.05 versus placebo.

AS1 T, #BRE D KERSy (4 tirzepatide Ff : 92.3%., 77 &REE : 90.6%) (T_X—2 T A VD
eGFR D/ ME DS 60 mL/43/1.73m2 LA ETH - 7=,

B HBARRIC N — AT A VLD EOUIE NS T Y —(CHER L BE OB, BERE
ML LTz (£ 27.4.4-32)

o HT AV —HEBL : 4 tirzepatide B 69.7%. 7T &R 73.2%

o [RWHT IV —|ZHERE 4 tirzepatide 7 27.8%. T L AREE 24.2%

o  EWHT Y —|THERE : 4 tirzepatide B 2.4%. 7T B AREE 2.6%

AS1 TORERDOFEMIILLTO LB THoT-,
o 3 (tirzepatide 5 mg #¥ : 1 /5], tirzepatide 10 mg #f : 2f31) T, N—RF A VKD eGFR O
B/ IMEDS 30 mL/4y/1.73m2 LA |, #5-BAEH O eGFR D i /IMEAY 30 mL/43/1.73m2 i Td

>77,

e 251 (tirzepatide 5 mg & : 7 5], tirzepatide 10 mg &% : 7 5, tirzepatide 15 mg &% : 3 f5l, 7
FRREE 8 T, XN—RAT A D eGFR Of/IMEDS 45 mL/4y/1.73m2 LL |, #5-BRtE
% D eGFR O/ IMEDS 30 mL/43/1.73m2 LL | 45 mL/43/1.73m2 K Tdh - 7=,
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tirzepatide

2.74

HR IR A2 etk

e 561 (tirzepatide 5 mg &t : 15 %, tirzepatide 10 mg £f : 10 5], tirzepatide 15 mg & : 21 i,
7T RREE 10 ) T, XN—RAT A VD eGFR O/ MEDY 60 mL/43/1.73m2 UL E T, ¥
B.B1E# D eGFR D f/IMIE )Y 45 mL/43/1.73m2 L | 60 mL/43/1.73m2 K T - 7=,

% 2.7.4.4-32 eGFR (CKD-EPl) MAR—RX S5 4 VEH LE5EIAEZOR/IMED
7 b T—7TJ)L (AS1)

Minimum Postbaseline, n (%)

Minimum <30 >30to | >45to >60 to >90 Missing | Total
Treatment Baseline <45 <60 <90
TZP 5mg <30 0 0 0 0 0 0 0
(N=237) >30 to <45 0 1(0.4) 0 0 0 0 1(0.4)
>45t0<60 | 1(04) | 6(25) | 10(4.2) | 3(1.3) 0 0 20 (8.4)
>60 to <90 0 1(04) | 15(6.3) | 77 (32.5) 1(0.4) 0 94 (39.7)
>90 0 0 0 34(14.3) | 85(35.9) | 3(1.3) | 122 (51.5)
TZP 10 mg | <30 0 0 0 0 0 0 0
(N=240) >30to <45 | 1(0.4) 0 0 0 0 0 1(0.4)
>45t0<60 | 1(04) | 4(17) | 9(3.8) 1(0.4) 1(0.4) 0 16 (6.7)
>60 to <90 0 3(1.3) | 8(3.3) | 81(33.8) 2 (0.8) 2(0.8) | 96 (40.0)
>90 0 0 2(0.8) | 44(18.3) | 78(325) | 3(1.3) | 127(52.9
TZP 15mg | <30 0 0 0 0 0 0 0
(N=241) >30 to <45 0 1(0.4) 0 1(0.4) 0 0 2(0.8)
>45 to <60 0 0 8(3.3) 5(2.1) 1(0.4) 1(0.4) 15 (6.2)
>60 to <90 0 3(1.2) | 19(7.9) | 67(27.8) 2(0.8) 1(04) | 92(38.2)
>90 0 0 2(0.8) | 52(21.6) | 74(30.7) | 4(1.7) | 132(54.8)
TZP_ALL | <30 0 0 0 0 0 0 0
(N=718) >30to<45 | 1(0.1) | 2(0.3) 0 1(0.1) 0 0 4 (0.6)
>45t0<60 | 2(0.3) | 10(1.4) | 27 (3.8) 9(1.3) 2(0.3) 1(0.1) 51(7.1)
>60 to <90 0 7(1.0) | 42(5.8) | 225(31.3) 5(0.7) 3(0.4) | 282(39.3)
>90 0 0 4(0.6) | 130(18.1) | 237(33.0) | 10(1.4) | 381 (53.1)
Placebo <30 0 0 0 0 0 0 0
(N=235) >30 to <45 0 3(1.3) | 1(0.4) 0 0 0 4(1.7)
>45 to <60 0 5(2.1) | 12(5.1) 0 1(0.4) 0 18 (7.7)
>60 to <90 0 3(13) | 8(3.4) | 77(32.8) 4(1.7) 1(0.4) | 93(39.6)
>90 0 0 2(0.9) | 38(16.2) | 77(32.8) | 3(1.3) | 120(51.1)

Abbreviations: CKD-EPI = Chronic Kidney Disease-Epidemiology Collaboration; eGFR = estimated glomerular
filtration rate; N = number of patients in the population in the specified treatment group; n = number of
patients in each shift category; TZP = tirzepatide.

FERB DD DE 3HRBROEEMNT (AS2)
AS2 T, N—R T A D eGFR [Z&GREF CTHEMEL L Tz (3£ 2.7.4.4-33) , eGFR fHEDX—
AT A NS DOEHE T I, BEREBTEELL T\,
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5 2.7.4.4-33 eGFR (CKD-EPI) MR—XSA4 U oik5 40 BRBRU 52 BBETOEILE

(AS2)
mL/min/1.73 m2
FR CKD-EPI

eGFRC TZP 5 mg TZP 10 mg TZP 15 mg
Baseline (N=1665) (N=1655) (N=1671)

88.8 88.7 88.9
40 Weeks (N=1291) (N=1291) (N=1315)
CFB -3.5 -3.5 -3.7
52 Weeks (N=925) (N=916) (N=947)
CFB -4.5 -4.1 -4.9

Abbreviations: CFB = change from baseline; CKD-EPI = Chronic Kidney Disease-Epidemiology Collaboration;
eGFR = estimated glomerular filtration rate; MMRM = mixed-model repeated measures; N = number of
patients with baseline and postbaseline value at the specified time point; TZP = tirzepatide.

Note: MMRM analysis. Only patients with nonmissing baseline value and at least 1 nonmissing postbaseline
value of the response variable were included in the analysis.

Note: Shown are the least-squares means.

Note: Data at the 52-week timepoint includes patients from Studies GPGH, GPGM, GPGO, and GPGP. Data at
the 40-week timepoints includes patients from Studies GPGK, GPGL, GPGH, GPGM, and GPGI.

AS2 T, #BREDOKRESy (4 tirzepatide £ : 91.6%) 1I_X—A T A VHFD eGFR D f/MEN
60 mML/%3/1.73m2 LA L CTH o7z, HEBIBBRICR—AT A VIFL D @O UMW 7 2 —(2HE
B LTopE oFIG 13, BB CHEEIL Tne (£2744-34)
o 7 IV —HRE L : tirzepatide 5 mg Bf 68.7%. tirzepatide 10 mg #f 69.1%. tirzepatide
15 mg #¥ 66.7%

o KW HT IV —I|THERS : tirzepatide 5 mg #f 28.2%. tirzepatide 10 mg #f 28.5%. tirzepatide
15 mg #¥ 30.7%

o EHWHT IU —IZHER : tirzepatide 5 mg #f 3.2%. tirzepatide 10 mg ¥ 2.5%. tirzepatide
15 mg #¥ 2.7%

AS2 TOFRERDFEMIILL T DO LB ThoTz,

e 39 (tirzepatide 5 mg #¥ : 11 51, tirzepatide 10 mg £ : 13 {3, tirzepatide 15 mg #¥ : 15 f))
T, XN—RAT A VHED eGFR Ofe/MEAY 30 mL/43/1.73m2 DL E, % 5-Bi4h#% D eGFR Dk
/IMEDS 30 mL/3/1.73m2 FKdili T o 7=,

o 127 15| (tirzepatide 5 mg #¥ : 47 {3, tirzepatide 10 mg #¥ : 42 f5il, tirzepatide 15 mg #¥f : 38 1)
T, N—=RA T A VFD eGFR Ofc/MEAS 45 mL/43/1.73m2 LU b, #5-BR1A1% D eGFR D
/MBS 30 mL/43/1.73m2 LA L 45 mL/43/1.73m2 Kijili TH o 7=,

e 371 (tirzepatide 5 mg #¥ : 117 5], tirzepatide 10 mg #f : 116 5, tirzepatide 15 mg #¥ : 138
B) T, N—RT A FD eGFR D fg/IMEDY 60 mL53/1.73m2 DL E T, #5BIME% D eGFR
DFe/IMEAS 45 mL/53/1.73m2 LA _E 60 mL/43/1.73m2 K Td - 72,

Tirzepatide #E[H TEWVIRO v o7 (R 2.7.4.4-34)

5 3FHBR TONR— 2T A LD eGFR D fg/IMEDY 30 mL/4y/1.73m2 L1 |, ¥ 5-BAA# D eGFR

D¢/ IMEDS 30 mL/53/1.73m2 Al O BERF OB & 3K 2.7.4.4-35 127,

139




LY3298176 (2 HKEjRIp)

tirzepatide

2.74

HR IR A2 etk

% 2.7.4.4-34 eGFR (CKD-EPI) MAR—RX S5 4 VEHI LESEIAEZOR/IMED
7 bT—TIL (AS2)

Minimum Postbaseline, n (%)
Minimum <30 >30 to >45 to >60 to <90 >90 Missing Total
Treatment Baseline <45 <60
TZP5mg | <30 9(0.53) | 2(0.12) 0 0 0 0 11 (0.65)
(N=1701) | >30to<45 | 5(0.29) | 12(0.71) | 11(0.65) 3(0.18) 0 1 (0.06) 32(1.88)
>45t0<60 | 3(0.18) | 25(1.47) | 67(3.94) 21(1.23) 0 2(0.12) 118 (6.94)
>60to <90 | 1(0.06) | 15(0.88) | 107 (6.29) | 501 (29.45) 16 (0.94) 9(0.53) | 649(38.15)
>90 2(0.12) | 7(0.41) | 10(0.59) | 297(17.46) | 562 (33.04) | 13(0.76) | 891 (52.38)
TZP 10 mg | <30 2(0.12) 0 0 0 0 0 2(0.12)
(N=1702) | >30to<45 | 7(0.41) | 11(0.65) | 2(0.12) 2(0.12) 0 0 22 (1.29)
>45t0<60 | 3(0.18) | 23(1.35) | 61 (3.58) 16 (0.94) 1 (0.06) 1(0.06) 105 (6.17)
>60t0<90 | 3(0.18) | 15(0.88) | 103 (6.05) | 564 (33.14) 21(1.23) | 11(0.65) | 717 (42.13)
>90 0 4(0.24) | 13(0.76) | 307(18.04) | 522 (30.67) | 10(0.59) | 856 (50.29)
TZP 15mg | <30 1(0.06) | 2(0.12) 0 0 0 0 3(0.17)
(N=1716) | >30to<45 | 3(0.17) | 18(1.05) | 6(0.35) 2(0.12) 0 0 29 (1.69)
>45t0<60 | 5(0.29) | 17(0.99) | 61(3.55) 20(1.17) 1 (0.06) 2(0.12) 106 (6.18)
>60to <90 | 3(0.17) | 19(1.11) | 125(7.28) | 530 (30.89) 14 (0.82) 10 (0.58) | 701 (40.85)
>90 4(0.23) | 2(0.12) | 13(0.76) | 329(19.17) | 520(30.30) | 9(0.52) | 877 (51.11)
TZP ALL | <30 12 (0.23) | 4(0.08) 0 0 0 0 16 (0.31)
(N=5119) | >30to<45 | 15(0.29) | 41(0.80) | 19(0.37) 7(0.14) 0 1(0.02) 83(1.62)
>45t0<60 | 11(0.21) | 65(1.27) | 189 (3.69) | 57 (1.11) 2 (0.04) 5(0.10) | 329 (6.43)
>60to <90 | 7(0.14) | 49(0.96) | 335(6.54) | 1595 (31.16) 51 (1.00) 30 (0.59) 2067
(40.38)
>90 6(0.12) | 13(0.25) | 36(0.70) | 933(18.23) 1604 32(0.63) 2624
(31.33) (51.26)

Abbreviations: CKD-EPI = Chronic Kidney Disease-Epidemiology Collaboration; eGFR = estimated glomerular
filtration rate; N = number of patients in the population in the specified treatment group; n = humber of
patients in each shift category; TZP = tirzepatide.

:2744-35 E3RHABRTOR—RAS M4 UFED eGFR DF/IMED 30 mL/&2/1.73m2 Lk, %5
BEIA12 D eGFR M &/MEA 30 mL/4/1.73m2 KB DIHHERE DELY

Treatment Arm GPGK GPGL GPGH GPGI GPGM GPGO GPGP

TZP_ALL, n/N 1/363 6/1409 7/1077 2/355 23/995 0/477 0/443

(%) (0.28) (0.43) (0.65) (0.56) (2.31) (0) -

Comparatora , n/N 0/115 0/469 3/360 0/120 32/1000 0/159 -

(%) 0) (0) (0.83) 0) (3.20) 0) -

Abbreviations: eGFR = estimated glomerular filtration rate; n = number of patients in category; N = total number
of patients in treatment group; TZP = tirzepatide.
a Refer to 3% 2.7.4.1-1 for information on comparator arm used in each study.

27442322

2.7.4.4.23.22.1

GPGO #Bk
GPGO B T, N—A T A KD UACR DF-REJEIZ tirzepatide Ff &7 = F 7 /LF R 0.75 mg £

TRERETRO NI -T2,

FILTIUR

& < D ER
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UACR DOYWHMED X—A T A b G 52 lFFE TOK FERIL, tirzepatide £f T-19.7%~-
33.1%, T =7 7/VF K 0.75mg RET-11.5%Th 7= (5 2.7.4.4-36) , ZZaMEDOBRBIEMIR O
fli Tt UACR OFEEED R — R T A Vb ZEMEO%BIE MM F TOZE(LIIT, tirzepatide #£T-
0.1%~-17.5%, 7 =7 7T K 0.75mg BT 44% Th -7z,
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R

% 2.7.44-36  UACRDAR—RXFA4 UhbDES 52:ABRUVLEMHORBZHBETOEILER
(REMRETRERE) (GPGO HER)

TZP 5 mg TZP 10 mg TZP 15 mg Dulaglutide 0.75 mg
(N=159) (N=158) (N=160) (N=159)

UACR

52 Weeks SFU 52 Weeks SFU 52 Weeks SFU 72 SFU

Weeks

Baseline (mg/gCr) 17.9 11.8 15.9 18.1
Change from baseline (mg/gCr) -3.1 0 -5.2 -2.8 -4.8 -2.7 -1.8 0.7
Percent change from baseline (%) -19.7 -0.1 -33.1 -17.5 -30.7 -17.1 -11.5 4.4
Dulaglutide-adjusted percent change -9.3 -4.4 -24.4* -21.0* -21.8* -20.7* N/A N/A
(%) (95% CI) (-23.2,7.1) | (-20.5,15.0) | (-36.1,-10.7) | (-34.4,-4.9) (-33.7, -7.6) (-34.0, -4.6)

Abbreviations: ClI = confidence interval; MMRM = mixed model repeated measures; N = number of patients who were randomized and received at least 1 dose of study drug;
N/A = not applicable; SFU = safety follow-up; TZP = tirzepatide; UACR = urine albumin/creatinine ratio.

Note: MMRM analysis using log transformation.

Note: Shown are the estimated means.

* p-value <0.05 versus dulaglutide 0.75 mg.
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5 BIAT: D UACR D RIEN, #RET V7 2 VIROFRETH S 30 mg/gCr LLE 300 mg/gCr
UL T o - BRE 135 152 65l (23.9%) Tho7-e 2D I H_X—2F A D UACR D KEN
30 mg/gCr i Tdb > 7o B # 1% 55 41 (8.6%)  (tirzepatide 5 mg & : 9 f5il. tirzepatide 10 mg &¥ : 4
. tirzepatide 15mg £ : 16 ffl, T =7 7 /LF K 0.75mg &f : 26 ) . 300 mg/gCr #8 T&H - 74
B 76 (1.1%)  (tirzepatide 5 mg #f : 2 {4, tirzepatide 10 mg #¥ : 3 f4il, tirzepatide 15 mg #f : 2
#l) Toh o7z (GPGO BRinHh#H & E (5 5.3.5.1.8 1H] Table GPG0.5.38) .

P 5-BA4A% D UACR O RN, BAMET V7 I U IROFRIECToH 5D 300 mg/gCr #8 T d - 7= 45k
FILEE 1961 (3%) Th-o7z, ZdHH 10 (tirzepatide 5 mg # : 2 i, tirzepatide 10 mg #F : 2
i, tirzepatide 15mg # : 1 5, 7 =7 7 /VF K 0.75mg # : 5 ) (FX—A T A o THEMET L
7 2R (300 mg/gCr ) AERD BN, BT IV —DHERBII o T2, R 9BlE, N—RT A
> ® UACR Dfc K73, 30 mg/gCr LLE 300 mg/gCr LA (tirzepatide 5 mg £f : 6 . tirzepatide
15mg#f - 16, 7 =7 7 0F K 0.75mg B : 141) XiX 30 mg/gCr A (tirzepatide 5 mg # : 1 51))
TohoT-,

GPGP Bk

GPGP #RER TlL, N—RA T A D UACR OHEE I tirzepatide 5 mg A % 10 mg #¢ T
LTz,

UACR OHEEFEMEDN— AT A )b E 52 JRFE TOMLFERIL, tirzepatide 15 mg #E & Y
10 mg #ECTHMLIL TI Y | tirzepatide 5 mg #E TII/hS o7z (3% 2.7.4.4-37) , UACR DOHEE -1
EOR—=RT A NS EZEEOBRBEMM E TORTFRIZBERBCHEE L TBY, =2 T4
Y BEE BARE TORTFRIV /NS oz,

% 2.74.4-37 UACRDR—R A4 UhbDHE 52 8BFRUVLEHORBEHBMETOEILE
(REeMmITRER) (GPGP &)

TZP 5 mg TZP 10 mg TZP 15 mg
(N=148) (N=147) (N=148)
UACR
52 Weeks SFU 52 Weeks SFU 52 Weeks SFU
Baseline (mg/gCr) 29.7 (3.68) 27.4 (3.78) 36.6 (4.73)
Percent change from
baseline (%) -38.2(4.91) | -17.1(7.18) | -49.3(4.76) | -18.8 (8.50) | -50.4 (4.25) | -18.4 (7.71)

Abbreviations: LSMean = least-squares mean; N = number of patients who were randomized and received at
least 1 dose of study drug; N/A = not applicable; SE = standard error of mean; SFU = safety follow-up; TZP
= tirzepatide; UACR = urine albumin/creatinine ratio.

Note: Shown are the LSMean (SE).

Note: MMRM analysis.

B 5 BIAT: D UACR D RIEN, #8ET V7 2 VIROFRETH S 30 mg/gCr UL 300 mg/gCr
UTTHo - BREITE 1136 CThH o7z, 2D BHAR—RF 4 D UACR O KIEA 30 mg/gCr
Kl OHEERFE 1L 24 B (5.4%)  (tirzepatide 5 mg #% : 11 {4, tirzepatide 10 mg #f : 9 fi, tirzepatide
15mg #f : 4 ) | 300 mg/gCr HDOHERFE 1% 8 5] (1.8%) (tirzepatide 5 mg #f : 2 5], tirzepatide
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10 mg Bf : 1431, tirzepatide 15 mg &f : 5f3)) T ->7- (GPGP ikBAIABMAIE ML E 4 5.3.5.2.11H]
Table GPGP.8.106) .

N—2 7 A »® UACR D KAEAY 30 mg/gCr A TH&5-5A 444 12 30 mg/gCr LA L 300 mg/gCr LA
TICHER L7 E OBIRIZU TO LB Th ol

e  Tirzepatide 5 mg #¥ : 111 (7.4%)

e  Tirzepatide 10 mg #¥ : 931 (6.1%)

e  Tirzepatide 15 mg £f : 4 5 (2.7%)

R—2 7 A > UACR D KAEA 300 mg/gCr A TH:5-BAA% 2 30 mg/gCr L4k 300 mg/gCr LA
TICHER L7 B OBIRIZUL TO LB Th ol

e  Tirzepatide 5 mg #% : 261 (1.4%)

e  Tirzepatide 10 mg &% : 1% (0.7%)

e  Tirzepatide 15 mg £% : 5% (3.4%)

5 BIAT D UACR D KAEZS, SAMET V7 2 VIROIRIECTH 5 300 mg/gCr 48T - 7= 48R
L 21l TH o7z, ZD 9 tirzepatide 5mg FED 1 FIOHRT, X—RF A > UACR DKl
23 30 mglgCr Riii Cdh-7=, F£7=. 54 (tirzepatide 5mg#f : 141 [0.7%] . tirzepatide 10 mg ¥ :
1 %] [0.7%] . tirzepatide 15mg #f : 3 % [2.0%] ) 1L, _X—A T A D UACR D KEN
30 mg/gCr LAk 300 mg/gCr LLFTH - 72,

274423222 A=y
% 3T 7 B RARBBRO SN (ASD)

ASl T, "—27 A @ UACR I%, HHETHELEL Tz, UACR OFEHEIX, +XTD
tirzepatide FE CTX—A 7 A U LEMERNIZIR T L, 77 B RBETIZ LA L7z, UACR OX—2F
A B 40 B E TOMRTRONE)IL, tirzepatide FE T 7 B REE & ik U CHEEHFAIICE
HICRE o7z (274.4-38)

%+ 27.44-38 UACRODR—RSA U b5 40 BERUVREHOBRERIMETOEILE

(AS1)
TZP 5 mg TZP 10 mg TZP 15 mg Placebo
N=229 N=229 N=225 N=218
UACR 40 ( ) 40 ( ) 40 ( ) 40( )
Weeks s Weeks I Weeks SIFb Weeks SFl
Baseline
(mg/aCr) 15.1 14.5 13.5 12.9
CFB (mg/gCr) -0.6 1.7 -2.0 0.3 -0.4 1.1 3.7 3.6
% CFB -4.6 12.2 -14.6 1.8 -3.1 7.8 26.4 25.9
Placebo -24.5* -10.8 -32.4** -19.1* -23.3* -14.3
-adjusted % (-36.6, (-24.0, (-43.3, -31.1, (-35.7, (-27.1, N/A N/A
CFB (95% CI) -10.1) 4.6) -19.5) -5.0) -8.6) 0.7)

Abbreviations: CFB = change from baseline; CI = confidence interval; N = number of patients who were
randomized and received at least 1 dose of study drug, and with baseline and at least 1 postbaseline value;
N/A = not applicable; SFU = safety follow-up; TZP = tirzepatide; UACR = urine albumin/creatinine ratio.
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Note: MMRM analysis on log-transformed data then converted back to original scale. Only patients with
nonmissing baseline value and at least 1 nonmissing postbaseline value of the response variable were
included in the analysis. Data presented are estimated means.

* P-value <0.01 versus placebo.

** P-value <0.001 versus placebo.

BEHBALIC, R—A T A VEEL VU &V UACR OF 7 2 —THER L7953 1T tirzepatide A
TT TR LEKLTARS, R=AT A UREXVIERWD T ) —ITHER L 72 g5 & 13
tirzepatide F£ C7* 7 B ARRE L L L T o7 (K 2.7.4.4-39)
o T IU—HERALRL
4 tirzepatide B 76.9%., 77 B AREE 72.2%

o BEHBUMARZRICN—AT A UL SV T 2 —THER
2 tirzepatide #f 9.6%., 77 & EE 18.8%

o BEBIRHZRIIN—AT A ULV IRWG T Y —ZHER
4 tirzepatide £f 13.5%, 7 7 & HREE 9.0%

N—2 T A HFIZ UACR O KEA 300 mg/gCr LLF T, #%5-BRAA#1Z UACR D KAEN
300 mg/gCr #RIZHERS L 72 il 1L, tirzepatide #ET 7 5] (1.0%) . 77 BARRET 241 (0.9%) T
HoT,

%+ 2.7.4.4-39 UACRDAR—RX 54 VENLESEHABEORKIEDL 7 hT—TIL (AS1)

Maximum Postbaseline (g/kg), n (%)

Maximum <30 >30 to <300 >300 Missing Total
Treatment | Baseline (g/kg)
TZP 5 mg <30 144 (60.8) 18 (7.6) 0 3(1.3) 165 (69.6)
(N=237) >30 to <300 23 (9.7) 30 (12.7) 2(0.8) 3(1.3) 58 (24.5)

>300 0 2(0.8) 11 (4.6) 1(0.4) 14 (5.9)
TZP 10 mg | <30 147 (61.3) 13 (5.4) 0 5(2.1) 165 (68.8)
(N=240) >30 to <300 31 (12.9) 23(9.6) 3(1.3) 2(0.8) 59 (24.6)

>300 1(0.4) 3(1.3) 9(3.8) 2(0.8) 15 (6.3)
TZP15mg | <30 134 (55.6) 28 (11.6) 2 (0.8) 7 (2.9) 171 (71.0)
(N=241) >30 to <300 28 (11.6) 29 (12.0) 0 4 (1.7) 61 (25.3)

>300 0 5(2.1) 2 (0.8) 0 7(2.9)
TZP_ALL | <30 425 (59.2) 59 (8.2) 2(0.3) 15(2.1) 501 (69.8)
(N=718) >30 to <300 82 (11.4) 82 (11.4) 5(0.7) 9 (1.3) 178 (24.8)

>300 1(0.1) 10 (1.4) 22 (3.1) 3(0.4) 36 (5.0)
Placebo <30 123 (52.3) 40 (17.0) 0 9(3.8) 172 (73.2)
(N=235) >30 to <300 17 (7.2) 36 (15.3) 2(0.9) 2(0.9) 57 (24.3)

>300 1(0.4) 2 (0.9) 2 (0.9) 1(0.4) 6 (2.6)

Abbreviations: N = number of patients in the population in the specified treatment group; n = number of patients
in each shift category; TZP = tirzepatide; UACR = urine albumin/creatinine ratio.

AEEBDOT- O DOFE 3HBRBROIERENT (AS2)

AS2 T, X—ZF A ® UACRIL, MM THEEIL Tz, UACRDRX—RAT A b EE
40 HIE K O b 52 B £ TOMK FRONFEIX, tirzepatide D HEN HWIZERE ol
(3 2.7.4.4-40) ,

145



LY3298176 (2 UKk RI%)
tirzepatide

2.7.4 BERWZ M

+® 274440 UACRMDAR—RSA b5 40 BERUES 52 BRFEFTOEILE (AS2)

UACR TZP 5 mg TZP 10 mg TZP 15 mg
Baseline (N=1605) (N=1592) (N=1614)
g/kg 15.6 14.7 15.4
40 Weeks (N=1579) (N=1557) (N=1580)
CFB (g/kg) 2.5 -3.0 -3.5
% CFB -16.2 -19.9 -23.3*
52 Weeks (N=915) (N=904) (N=938)
CFB (g/kg) 1.1 2.0 -2.6
% CFB 7.2 -13.3 -16.8%

Abbreviations: CFB = change from baseline; MMRM = mixed-model repeated measures; N = number of
patients who were randomized and received at least 1 dose of study drug, and with baseline and at least 1
postbaseline value; TZP = tirzepatide; UACR = urine albumin/creatinine ratio.

Note: MMRM analysis on log-transformed data then converted back to original scale. Only patients with
nonmissing baseline value and at least 1 nonmissing postbaseline value of the response variable were
included in the analysis. Data presented are estimated means.

Note: Data at the 52-week time point include only patients from Studies GPGH, GPGM, GPGO, and GPGP.
Data at the 40-week time points include patients from the entire AS2 dataset.

* P-value <0.01 versus TZP 5 mg.

BeHBARARIZ, R—AT A UREL Y @ UACR O 7 Y —ITHER L7, N—A T4
VIREDARWA T T —IIHER LT, ROR—RA T A VI ERIC AT TV —Th o> - gk
FOFNIEIL, tirzepatide FEH T L T (R 2.7.4.4-41)

o T —HERRL

tirzepatide 5 mg #¥ 76.5%, tirzepatide 10 mg #¥ 77.6%. tirzepatide 15 mg #¥ 74.6%

o EWHT Y —|THER -

tirzepatide 5 mg #¥ 13.2%, tirzepatide 10 mg #¥ 10.5%. tirzepatide 15 mg #¥ 12.0%
o (ERWAT TV —ITHER -
tirzepatide 5 mg #¥ 10.3%, tirzepatide 10 mg #¥ 11.9%, tirzepatide 15 mg #¥ 13.5%

NR— AT A 2 UACR DO f KAEAY 300 mg/gCr LLF T, #5-BRAAH%IC UACR OB KAE
300 mo/gCr ABIZHERS L 7Bt OFIG 13, tirzepatide FERF THALL L Tz,

e Tirzepatide 5 mg #¥ : 42 5 (2.5%)

e  Tirzepatide 10 mg ¥ : 30 % (1.8%)

e  Tirzepatide 15 mg ¥ : 321 (1.9%)

Tirzepatide FEF TEWIIRD e o7z (5§ 2.7.4.4-42)
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%+ 2.7.4.4-41 UACRDAR—RSA VEHILERSHABEODRKXIEDNDT 7 hT—TIL (AS2)

Maximum Postbaseline (g/kg), n (%)

Maximum <30 >30 to <300 >300 Missing Total
Treatment | Baseline (g/kg)
TZP5mg | <30 961 (56.5) 175 (10.3) 13 (0.8) 26 (1.5) 1175 (69.1)
(N=1701) | >30 to <300 143 (8.4) 241 (14.2) 29 (1.7) 17 (1.0) 430 (25.3)

>300 5 (0.3) 22 (1.3) 56 (3.3) 5(0.3) 88 (5.2)
TZP 10 mg | <30 1022 (60.1) 142 (8.3) 12 (0.7) 34 (2.0) 1210 (71.1)
(N=1702) | >30 to <300 151 (8.9) 203 (11.9) 18 (1.1) 5 (0.3) 377 (22.2)

>300 3(0.2) 42 (2.5) 53 (3.1) 7(0.4) 105 (6.2)
TZP 15mg | <30 979 (57.1) 168 (9.8) 14 (0.8) 21 (1.2) 1182 (68.9)
(N=1716) | >30 to <300 189 (11.0) 225 (13.1) 18 (1.1) 15 (0.9) 447 (26.1)

>300 4(0.2) 32 (1.9) 43 (2.5) 4(0.2) 83 (4.8)
TZP_ALL | <30 2962 (57.9) 485 (9.5) 39 (0.8) 81 (1.6) 3567 (69.7)
(N=5119) >30 to <300 483 (9.4) 669 (13.1) 65 (1.3) 37 (0.7) 1254 (24.5)

>300 12 (0.2) 96 (1.9) 152 (3.0) 16 (0.3) 276 (5.4)

Abbreviations: N = number of patients in the population in the specified treatment group; n = number of patients
in each shift category; TZP = tirzepatide; UACR = urine albumin/creatinine ratio.

= 2.7.4.4-42 FE 3HHAEBRTUACRDATI) —H % ERAIR%(Z 300 mg/gCr BBIZHFE L 1=

HERE DER
Treatment GPGK GPGL GPGH GPGI GPGM GPGO GPGP
TZP_ALL, n/N 4/363 22/1409 20/1077 3/355 41/995 81477 6/443
(%) (1.10) (1.56) (1.86) (0.85) (4.12) (1.68) (1.35)
Comparator2 , n/N 0/115 6/469 12/360 2/120 70/1000 1/159 -
(%) (V) (1.28) (3.33) (1.67) (7.00) (0.63) -
Abbreviations: N = total number of patients in treatment group; n = number of patients in category; TZP =

tirzepatide.
a Refer to 2% 2.7.4.1-1 for information on comparator used in each study

Tirzepatide & SEIKXRFRIED Lk

T 2T NVTF RIZOWTIEEH 274423221 3, ZH LIS ORI HIKIZ OV TIILL T OIRER
BiEmEELSROZ &,

o GPGLABRIGE I HmEE (55 535.14H) (E~7/LFF)

o GPGH RBIABEHE S (F53515H) (L AVY FIUAT )

o GPGM RBAIGBAITHEE (H53516H) (f AU ZFIFLXL)

2744233 EBHEEEZHFEI S5 T2DM BEETOEHREREORTLEDFM (GPGM ER)

AIHTIE, GPGM FBRDE /LM Th 5 EHEEIEELZ A3 5 T2DM BEEHO T — & 2=,
Z OBBEREREE 2 G T D HBRE O EMIT, X—A T 4 D eGFR A 60 mL/43/1.73m2 i X
[F_—R 7 A > D UACR 7 300 mg/gCr #8DHERE & B Lic, ZOHaEM X, GPGM R D
RN G NN G N D BIRDOFEEHED 21%~24.7% Th > 72,
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A O e EH22R Rt e OV BB AR
GPGM RERDOHERE D 9 B, N—RAF A D eGFR 7% 60 mL/%3/1.73m2 i X IZ-~_— A 7 A
VIR UACR 723 300 mg/gCr # DHEIRE D N AU FEE 7RI ReE L QYR BRI A2 2 2.7.4.4-43 1R T,

3 2.7.4.4-43 ANO#k

2.74

PR IE R MR B

HRIR Y

el

R

(REMRBITHRER, R—X 54 VD eGFR A 60 mL/4/1.73m2 RKiEX (&

R—R 54 VD UACR A 300 mg/gCr BB D #ERE) (GPGM RHER)
Attribute TZP 5 mg TZP 10 mg TZP 15 mg Insulin Total
(N=74) (N=81) (N=75) Glargine (N=440)
(N=210)
Age (years), mean = SD 67.3x7.9 65.4 + 8.6 67.6 +8.8 68.2 £ 8.3 675+ 8.4
Age Group 1, n (%)
<65 years 25 (33.8) 33 (40.7) 26 (34.7) 61 (29.0) 145 (33.0)
>65 years 49 (66.2) 48 (59.3) 49 (65.3) 149 (71.0) 295 (67.0)
Age Group 2, n (%)
<75 years 59 (79.7) 69 (85.2) 61 (81.3) 163 (77.6) 352 (80.0)
>75 years 15 (20.3) 12 (14.8) 14 (18.7) 47 (22.4) 88 (20.0)
Female, n (%) 27 (36.5) 24 (29.6) 24 (32.0) 76 (36.2) 151 (34.3)
Duration of diabetes 13434682 | 1340+813 | 13.03+7.29 | 14.05+9.03 | 13.65+8.23
(years), mean = SD
BMI (kg/mz), mean + SD 32.500 + 33.096 + 31.498 + 32.095 32.246
5.877 6.189 4.496 5.007 5.321
BMI category, n (%)
<30 kg/m’ 25 (33.8) 27 (33.3) 30 (40.0) 85 (40.5) 167 (38.0)
30 to <35 kg/mz 29 (39.2) 27 (33.3) 27 (36.0) 72 (34.3) 155 (35.2)
>35 kg/m? 20 (27.0) 27 (33.3) 18 (24.0) 53 (25.2) 118 (26.8)
Weight (kg), mean + SD 89.97+19.17 | 90.83+20.99 | 88.38+15.79 | 88.41+17.40 | 89.11 +18.12
HbAlc (%), mean + SD 8.53+0.91 8.70 £ 0.96 8.62+1.24 8.45 + 0.86 8.54 +0.96
HbAlc category, n (%)
<8.5% 44 (59.5) 42 (51.9) 41 (54.7) 127 (60.5) 254 (57.7)
>8.5% 30 (40.5) 39 (48.1) 34 (45.3) 83 (39.5) 186 (42.3)
Eg’glc (mmol/mol), mean | ¢4 75 1 994 | 71.55+10.48 | 70.76 £13.57 | 68.87+9.41 | 69.83 + 10.53
FSG (mg/dL), mean = SD 168.76 £ 177.86 £ 180.62 £ 166.45 £ 17137+
54.71 59.97 55.34 48.45 53.13
FSG (mmol/L), mean £ 9.37+3.04 9.87 £3.33 10.03 £ 3.07 9.24 £ 2.69 9.51+£295
SD
Systolic blood pressure 134.50 + 135.61 + 136.93 + 138.30 + 136.94 +
(mmHg), mean + SD 16.59 19.21 17.39 17.49 17.66
Diastolic blood pressure 75.30£7.21 78.06 £9.48 77.70£9.00 | 78.02+11.11 | 77.51+9.52
(mmHg), mean + SD
Pulse rate (bpm), mean + 70.86 £11.21 | 73.88+10.64 | 70.00+9.75 | 72.73+£10.54 | 72.16 £10.59
SD
eGFR (CKD-EPI, 50.96 + 20.30 | 62.64 +23.40 | 55.03+19.16 | 54.20 + 20.02 | 55.35 + 20.85
mL/min/1.73 m?), mean +
SD
eGFR category (CKD-EPI), n (%)
<60 mL/min/1.73 m* 62 (83.8) 56 (69.1) 58 (77.3) 166 (79.0) 342 (77.7)
>60 mL/min/1.73 m’ 12 (16.2) 25 (30.9) 17 (22.7) 44 (21.0) 98 (22.3)
Macroalbuminuria, n (%) 25 (34.2) 33 (41.8) 24 (32.0) 79 (39.3) 161 (37.6)

148




LY3298176 (2 HUbEIRIp) 274 FEIRHYZENE

tirzepatide

Attribute TZP 5 mg TZP 10 mg TZP 15 mg Insulin Total

(N=74) (N=81) (N=75) Glargine (N=440)
(N=210)

Microalbuminuria, n (%) 14 (19.2) 19 (24.1) 20 (26.7) 50 (24.9) 103 (24.1)

OAM Group n (%)
MTF 13 (17.6) 27 (33.3) 21 (28.0) 62 (29.7) 123 (28.0)
MTF+SU 28 (37.8) 28 (34.6) 28 (37.3) 83 (39.7) 167 (38.0)
MTF+SGLT-2i 10 (13.5) 8(9.9) 8 (10.7) 24 (11.5) 50 (11.4)
MTF +SU+SGLTI-2i 6 (8.1) 12 (14.8) 7(9.3) 15 (7.2) 40 (9.1)
SU + SGLT-2i 2(2.7) 0 1(1.3) 4 (1.9) 7(1.6)
SuU 11 (14.9) 5(6.2) 10 (13.3) 19 (9.1) 45 (10.3)
SGLTI-2i 4(5.4) 1(1.2) 0 2(1.0) 7 (1.6)

Abbreviations: BMI = body mass index; bpm = bpm; CKD-EPI = Chronic Kidney Disease-Epidemiology;
eGFR = estimated glomerular filtration rate; FSG = fasting serum glucose; HbAlc = hemoglobin Alc; MTF
= metformin; N = number of patients who were randomized and received at least 1 dose of study drug and
with eGFR <60 mL/min/1.73 m’ or UACR >300 g/kg at baseline; n = number of patients in the specified
category; OAM = oral antihyperglycemic medication; SD = standard deviation; SGLTI-2i = sodium-glucose
co-transporter 2 inhibitor; SU = sulfonylurea; TZP = tirzepatide; UACR = urine albumin/creatinine ratio.

27442331 HEER
GPGM FRBR TIE, BHERERET LA T 2HMED OB 331 ] (75.2%) THHFERERMNEH L
(£ 27.4.4-44) , BERERETZAHT2HRE TROONLERAEFEFLRIT. BHBEEAFEFSR
Thole, ZORRIL, GPGM RO EFREMOFIR L —H L T/, il GPGM BRTAER
WREWEE (5553516 22Oz L,
K 274444 FEBROEH
(REMBITHRER., X—X 54 VFD eGFR HY 60 mL/53}/1.73m2 KiH X (&
R—R 54 D UACR A 300 mg/gCr B D#ERE) (GPGM HER)
n (%)
: Overall
EARGE Preferred Term TZP TZP TZP Insulin P-
5mg 10 mg 15 mg Glargine Valuea
(N=74) | (N=81) | (N=75) | (N=210)
ﬁ(i%%%fﬂﬂﬁ Padents with =1 50 (67.6) | 62 (76.5) | 61 (8L3) (7155_%) 0.284
T Diarrhoea 7(95) | 16(19.8) | 20(26.7) | 11(5.2) | <0.001
YN Nausea 7 (9.5) 14 (17.3) | 17 (22.7) 9 (4.3) <0.001
M - Vomiting 3(4.1) 4(49) | 10(133) | 7(3.3) 0.021
COVID-19 Covid-19 3(4.2) 5 (6.2) 3(40) | 12(5.7) | 0.918
R SEEES Nasopharyngitis 2 (2.7) 3(3.7) 2(2.7) 16 (7.6) 0.257
FARIER Decreased appetite 5 (6.8) 6(74) | 10(133) | 1(05) | <0.001
M=t Dyspepsia 3(4.1) 9(11.1) 6 (8.0) 1(0.5) <0.001
e I Hypertension 1(1.4) 2 (2.5) 1(1.3) 12 (5.7) 0.262
A TN Influenza 2(27) 3(3.7) 0 11 (5.2) 0.197
Y X—BHEN Lipase increased 2(2.7) 4 (4.9) 8 (10.7) 2(1.0) 0.001
[ilz8F2) Abdominal pain 2(2.7) 3(3.7) 7(9.3) 3(1.4) 0.017
fsE K Constipation 2(2.7) 3(3.7) 6 (8.0) 2 (1.0) 0.015
GEE Headache 5 (6.8) 1(1.2) 3 (4.0) 4 (1.9) 0.119
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n (%
(%) - Overall
EARE Preferred Term TZP TZP TZP Insulin P-
5mg 10 mg 15 mg Glargine Valuea
(N=74) | (N=81) | (N=75) | (N=210)
NEER Weight decreased 5 (6.8) 3(3.7) 4 (5.3) 1(0.5) 0.004
A ) 5E Asthenia 4(5.4) 1(1.2) 5(6.7) 2(1.0) 0.014
B3 Flatulence 2(2.7) 4 (4.9) 4 (5.3) 2 (1.0) 0.059
R+ Hypotension 4 (5.4) 2 (2.5) 3(4.0) 3(1.4) 0.202
iR AT Abdominal distension 1(1.4) 3(3.7) 5 (6.7) 1(0.5) 0.008
77— Amylase increased 0 2(2.5) 6 (8.0) 1(0.5) 0.001
BLO Eructation 1(1.9) 4 (4.9) 4 (5.3) 0 0.002
TR S 590 Pancreatic enzymes
increased 1(1.4) 2(2.5) 4 (5.3) 0 0.006
2 Renal cyst 1(1.9) 0 5(6.7) 1(0.5) 0.004
R IE R R Gastrooesophageal
reflux disease 0 0 4 (5.3) 1(0.5) 0.018

Abbreviations: eGFR = estimated glomerular filtration rate; MedDRA = Medical Dictionary for Regulatory
Activities; N = number of patients who were randomized and received at least 1 dose of study drug and with
eGFR<60 mL/min/1.73m” or UACR >300 o/kg at baseline; n = number of patients in the specified category;
TEAE = treatment-emergent adverse event; TZP = tirzepatide; UACR = urine albumin/creatinine ratio.

a  P-values for overall treatment effect were computed using Fisher’s Exact test.

27442332 EELGEEER

GPGM ik Tl BHEREREE 24 3 DB OE £ O 5 5 90 (20.5%) THELAESE
BPFEBL LT (£ 2.74.4-45) , EELAFEEZORBEG L., BHEERELZHTL2HRE T
GPGM FBR D RREM (11.4%) L HEE L CE-o720y, BHEREREE 2 A9 D& Tld A v 2
VY 77 NXBECTORBEIGD tirzepatide #£ L 0 @< EREEIS L tirzepatide H & & DB
BPEIERD Do Tz,

el 2 A 2 RE (K 2.7.4.4-45) T, GPGM RO RIREL (GPGM FERTEHR A
fElGE [ 53516 H] ) Tb, Kb Z<ROONTCEERAFFRILOMERA X b
Tholz, 3HFNEMHERFREENRO LN, 3HIDHH, 2 FlOFEMITFER 2.7.4.7-5 (tirzepatide
5mg #f) KOS 2.74.42.4.2.2 18 (tirzepatide 10mg #f) #ZMRoOZ &, OO 16] (L RV v
TINK ) ITEROEERAEFEFRR (SRS, FEMMEER, LDAS, e E,
i9%) Zff5 L Cune, AREERE 1T, DARICKVET LT,

R 274445 BELAEEZRODEHN
(REMBITHRER., R—X54 VO eGFR A 60 mL/4/1.73m2 KEX [ER—X S5 A4 VE®D
UACR H' 300 mg/gCr Kt D#ERE) (GPGM iER)

n (%)
Overall
EARFE Preferred Term TZP TZP TZP Insulin p-
5mg 10 mg 15 mg Glargine | \/alueb
(N=74) | (N=81) | (N=75) | (N=210)
EiofgE 3
Ei% S ERRI Patients with >1 SAE | 16 (21.6) | 11 (13.6) | 14 (18.7) | 49(23.3) | 0.306
Bk (%)
A R SE Acute myocardial 1(1.4) 1(1.2) 0 6 (2.9) 0.545
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n (%)
- Overall
EARE Preferred Term TZP TZP TZP Insulin p-
5mg 10 mg 15 mg Glargine | \/alueb
(N=74) | (N=81) | (N=75) | (N=210)
infarction
_ i -
COVID-19 fifiZk COVID-19 0 112) | 27 | 4@9) | 0655
Pneumonia
Yy Cardiac failure 2(2.7) 0 1(1.3) 1(0.5) 0.131
RN R
FEEBRDR g.or"”ary artery 0 1(12) 0 3(14) | 0828
isease
A i p Hypoglycemia 1(1.4) 0 1(1.3) 2(1.0) 0.748
fifi ¢ Pneumonia 1(1.4) 0 1(1.3) 2 (1.0) 0.748
AR i Acute kidney injury 1(1.4) 1(1.2) 0 1(0.5) 0.444
BT Death 1(1.4) 0 1(1.3) 1(0.5) 0.354
— 3P R R o A Transient ischaemic 0 2 (25) 1(13) 0 0.110
attack
PRAE R A0 Ureterolithiasis 1(1.4) 1(1.2) 0 1 (0.5) 0.444

Abbreviations: eGFR = estimated glomerular filtration rate; MedDRA = Medical Dictionary for Regulatory
Activities; N = number of patients who were randomized and received at least 1 dose of study drug and with
eGFR <60 mL/min/1.73 m” or UACR >300 g/kg at baseline; n = number of patients in the specified category;
SAE = serious adverse event; TZP = tirzepatide; UACR = urine albumin/creatinine ratio.

27442333 EmEOHKEFEE
GPGM BRTiX, #5-Bllat: DL eMEDOBBIZII £ COMRMmAE (MAFEE 54 mg/dL A DK
MFE ST ESEMRMAE) OFRBENEIL, BREREZ AT 2HBRE (K 2.744-46) KORKREH
(GPGM HERTRER G # (4 5.35.1.6 HH] ZMH) THEIL T\We, BHGERE 247 2 45k
F Tk, ARMAE (fbEE 54 mg/dL A O MME )X EAEARMYE) ORFBEIEIL, ARV 7
FILR RETT T O tirzepatide B & Hl L CrEdro 7=,

< 2.7.4.4-46 M#FEE 54 mo/dL KiFEDEMAER (FEFERMEEDRIRE S DER
(B ERBARTEHORBRIMB TRET, F-LORETEOEAMBEDERER)
(REMBFNRER. R—X 54 VD eGFR A% 60 mL/4/1.73m2 RiERX [ER—R S5 4 VD
UACR $' 300 mg/gCr i D#E%%E) (GPGM iER)

All Documented Hypoglycemia n (%)
with Glucose <54 mg/dL or
Severe Hypoglycemia

TZP 5mg TZP 10 mg TZP 15 mg (;:;S%I:Qe

(N=74) (N=81) (N=75) (N=210)
Time Point

>0 to <4 weeks 2 (2.70) 0 3 (4.00) 3(1.43)
>4 to <8 weeks 0 1(1.23) 1(1.33) 4 (1.93)
>8 to <12 weeks 2(2.74) 1(1.25) 0 5(2.43)
>12 to <16 weeks 1(1.43) 0 1(1.35) 7 (3.43)
>16 to <20 weeks 0 0 0 5(2.48)
>20 to <24 weeks 1(1.47) 0 1(1.39) 3(1.49)
>24 to <32weeks 2(2.99) 0 2(2.78) 11 (5.58)
>32 to <40 weeks 1(1.54) 0 0 18 (9.23)

151




LY3298176 (2 Lk IRIp) HR IR A2 etk
tirzepatide
All Documented Hypoglycemia n (%)
with Glucose <54 mg/dL or
Severe Hypoglycemia
TZP 5 mg TZP 10 mg TZP 15 mg GI;I;rugl::e
(N=74) (N=81) (N=75) (N=210)
>40 to <52 weeks 0 1(1.28) 0 9 (4.69)
>52 to <78 weeks 3 (4.76) 1 (1.30) 4 (5.56) 18 (9.47)
>78 to < end of treatment period 2 (4.65) 0 1(2.22) 3(2.59)
Safety follow-up 0 0 1(1.45) 0
Postbaseline (On Treatment) 8 (10.81) 2(2.47) 6 (8.00) 51 (24.29)
Postbaseline (Including Safety 8 (10.81) 2(2.47) 8 (10.67) 51 (24.29)
Follow-up)

Abbreviations: eGFR = estimated glomerular filtration rate; MedDRA = Medical Dictionary for Regulatory
Activities; N = number of patients who were randomized and received at least 1 dose of study drug and with
eGFR<60 mL/min/1.73m” or UACR >300 g/kg at baseline; n = number of patients with hypoglycemia; TZP
= tirzepatide; UACR = urine albumin/creatinine ratio.

27442334 eGFREU UACRDR—R 54 VDA T —#%

GPGM B DB HEREFE E 2 A DB E D eGFR K18 UACR O H 5 2 Y —#B % 1SS (5
5.3.5.3.11H) Table ISS.4.114 }2 X Table ISS.4.115 127k L 7=,

B E A AT DHERE D 9 b, tirzepatide HED 53 f5] (23.0%) KA AV v T T X
RED 44 5] (21.0%) T, ~X—AF A D eGFR Ofc/IMED 60 mL/%y/1.73m2 UL ETH o712, ZD
25, tirzepatide FED 14 i (6.1%) K OA VAV v FIZAXHED 15 6] (7.1%) T, eGFR @
Be5-BAtRt: D Fe/IMEDY 60 mL/53/1.73m2 i Td - 72, Tirzepatide FED 2 ffil (W tirzepatide
15mg #) T. eGFR O&E-FIAEHE D/ IMEAS 30 mL/43/1.73m2 Riifi Ch-7=, Zh b 2 BloOFEM
Z LTSRS,

Tirzepatide 15 mg BEICIE/EA BN S THEOI<T. X—R2 T A VERICA FALI UK
Q7 U AEY REEE5 LTV, "—=2F 1D eGFR X 60 mL/43/1.73m2 T, UACR %
385 mg/gCr TH -7z, 166 H H D eGFR |X 72 mL/53/1.73m2 TdH > 7=, 303 H H D eGFR I%
30 mL/43/1.73m2, UACR /% 5511 mg/gCr TH Y, BIEOHEFERFLNHME Iz, 366 HH
(2. eGFR IZ 18 mL/%3/1.73m2, UACR % 8983 mg/gCr (272 V) . BIEDA EHFHLIZ LV 165
oI Uz, 378 H BICABEERE LA RV LA MG L7z, 541 HH® eGFR
'L 11 mL/53/1.73m2, UACR % 3793 mg/gCr TH -7, 587 H H D eGFR IX 9 mL/43/1.73m2,
UACR % 3381 mg/gCr Th o 7o, AHEEBREIZHBEEAEFLZ UINKITFEEO LT, &
PESUTIBPEO B NERIEIILE L Lo Tz, ABRE TR BRE25%E T L,

Tirzepatide 15 mg #E(CHE/EL B SNz RSO C. <X—AT7 A4 V7 U AV F%
BeH LTz, _"—ZF A > ® eGFR L 93 mL/4y/1.73m2 ¢, UACR /% 7307 mg/gCr T >
72. 86 HH® eGFR 1% 28 mL/43/1.73m2 T~ 7=, 166 H H? eGFR (% 24 mL/43/1.73m2 T
Ho72, 297 HH®D eGFR % 21 mL/43/1.73m2, UACR (% 8 mg/gCr Th 7=, 372 HH.
eGFR 1% 20 mL/43/1.73m2, UACR % 11 mg/gCr TdH 7=, 547 HH®D eGFR I 24 mL/4y
/1.73m2, UACR % 190 mg/gCr TH 7=, 626 HHD eGFR |% 26 mL/%3/1.73m2, UACR %
160 mg/gCr Tho7-, 653 HH (ZRMO®KRBIEWIM) @ eGFR (% 26 mL/43/1.73m2,
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UACR (% 21 mglgCr T 7o, APERHE (ZHIGEIEA FHELUIBKITZED 53, 2tk
ATEPEDERBERIEILE L L ole, AEREITEREOR G /R UOHBREZ7ET L.

BHRERE A A T OHRE D O b tirzepatide #E 145 i (63.0%) KA RV v Z T ¥
VEED 122 (58.1%) T. N—R T A > UACR D KAE2Y 300 mg/gCr LA R CTH o7, ZDH
B, tirzepatide #£D 12 5] (5.2%) KA AV v FIAX RO 114] (5.2%) T, #EBHGHE
® UACR D¢ KAEHS 300 mg/gCr H Tdb - 7=,

27442335  BRIR. DER. "ML A 2 RUBHE/NTA—FDR=514H
bNELLE

GPGM RRERDBHERER & 2 A L B ORI OERRIRAAE, LEXART X =5 RO X
WAL DR=AT A p b OEALREITHGHE THE L Tne (¥2744-47) . Lol D
HIE R ORI DR — 2 T A v DRI S B GBIAH% O B REE CommE:r. wWiho
tirzepatide BECH A LAY > F IR UREL el LTRE Dot BHREREE 249 5 5%
D tirzepatide B & A > 2 Y > 7T X UREO LB OIRIITE O LA LB OE VT, EEFT
b SN L — B LTV,
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R 2.7.4.4-47 BRI, DBEE. "M IS, RUBEENRSA—2DR—XASA UNLDEILE (REUMBITXNRER. R—X 54 VD eGFR
A 60 mML/ZM1.73m2 KX [FR—R 5 4 “BEFD UACR A 300 mg/gCr Ri#D#HERE) (GPGM ER)

Parameters Variable Mean TZPS5mg | TZP10 mg | TZP 15 mg é;l::glil::e Table in ISS
(N=65) (N=75) (N=72) (N=187)
Thyroid Serum Calcitonin | Baseline Max 3.6 4.1 33 3.1 Table ISS.4.116
(ng/L)
Change Max-to-max 1.9 2.1 2.6 1.4
ECG Heart rate Baseline Max 67.7 70.6 66.8 70.4 Table 1SS.4.117
(bpm)
Change Max-to-max 9.5 9.2 11.4 7.2
PR (msec) Baseline Max 176.5 180.6 173.9 174.6
Change Max-to-max 12.2 9.6 12.9 13.6
QRS (msec) Baseline Max 104.6 105.8 102.2 105.9
Change Max-to-max 8.1 43 5.0 7.0
QTcF (msec) Baseline Max 411.5 409.3 415.6 413.6
Change Max-to-max 12.2 9.7 9.8 8.3
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Mean Change from Baseline to Postbaseline for Thyroid, ECG, Vitals, and Renal Variables

Study GPGM - Safety Analysis Set Patients with eGFR <60 mL/min/1.73 m2 or UACR >300 g/kg

2.7.4 BERM

R

el

Parameters [Variable Mean TZP 5 mg TZP 10 mg TZP 15 mg é:l;;:glil:e Table in ISS
(N=65) (N=75) (N=72) (N=187)
Vitals Pulse rate (bpm) Baseline Max 76.1 77.9 73.1 76.0 Table 1SS.4.118
Change Max-to-max 11.8 11.2 14.2 9.3
SBP (mmHg) Baseline Max 140.2 140.2 142.8 143.3
Change Max-to-max 8.8 9.2 6.3 12.2
DBP (mmHg) Baseline Max 80.2 80.8 81.1 81.6
Change Max-to-max 6.0 7.8 6.2 7.2
Renal eGFR Baseline Min 50.2 61.9 54.5 53.0 Table 1SS.4.119
(ml/min/1.73m?)
Change Min-to-min -5.2 -9.7 -8.0 -8.7
UACR (g/kg) Baseline Max 504.0 476.8 449.6 485.2 Table ISS.4.120
Change Max-to-max -3.2 -64.7 44.1 234.0

Abbreviations: bpm = bpm; DBP = diastolic blood pressure; ECG = electrocardiogram; eGFR = estimated glomerular filtration rate; ISS = Integrated Summary of Safety;
Max/max = maximum; Min/min = minimum; N = number of patients who were randomized and received at least 1 dose of study drug and with eGFR <60 mL/min/1.73 m” or
UACR >300 mg/g at baseline; QTcF = Fridericia’s corrected QT interval; SBP = systolic blood pressure; TZP = tirzepatide; UACR = urine albumin/creatinine ratio.

Note: Shown are the means. Values only for those patients with baseline and postbaseline value.
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2744234  BHEEEDTEMOIER
Tirzepatide OB HERE RS D22 2MEFHMIC X 2 BE R GIL. LT LB Th o,

ENE 3 tHRBRCTHSH GPGO KN GPGP iz &te 7 RBRDOE 3 FHBRZE L T,
tirzepatide # COHEFGORBHEILIL SMQ BB AL 23 0.84%, SMQ MR i |
N 063%ThH-oTz, TNHLOHEFESZOI L 71 (0.14%) 1XEEIIEERAESELT
HoT,

eGFR M HBIAZIZR—A T A VX VERWAT TV —ICHRB LT UIR— R T A VL
FUCAT 2V —Thol-rE DOEEIL, AS1 TlI4 tirzepatide B L 77 B REECHEELL
THY . AS2 TlE 3O tirzepatide BEH THEEL L T iz,

UACR D EEBIIAAICR—AT A IV @I T Y — TR LT UIR— R T A L
FUHT TN —Tho I lra 0BG, ASL TIE4 tirzepatide BT 7 7w REEL bk L
TR, AS2 TIL 32D tirzepatide #ER THLL L T iz,

AS2 TliL, TXTD tirzepatide BT, UACR D_— 2 T A b5 40 £ TR
IZBEE 72K (-16%~-23%) 2338 Hit7c, UACR OZ LR DK T &I, tirzepatide M
ENRERWIEERE -T2,

GPGM R OB HEREIEE 2 A T D EA M (RX—2F A D eGFR 7% 60 mL/43/1.73m2 7
fii, UACR 73 300 mg/gCr #2) T tirzepatide £ CTOR{AM) 72 BHERERE D2 2MEIX, 1 >
2V v IINARBELEMLTEBY ., 72 GPGM kB D& REM & HHEEI L Tz,

INHDOTF—EZnE, T2DM BEICHT 5 tirzepatide #5-1%, 77 v AR E & bk U CBHERE
ERELSEBEESELZ Lid, TV I VREBR TS, BEEREL AT 29T TO
tirzepatide D EMERERDE D2 &ML, A AV > Z I X EHEPIL T,

274424 RFEETIF—IR
VLR MedDRA PT % & Tet#R & VT, tirzepatide DK 7 v 7' A CTREMET & F
— U A FEBL LT R E AR E LT,

o BERWMES BTV R— o T RTLR—1 2

o EWMBEHERFEES RV R—U R o TRV

o BEREMES h—T R o HERRIFMES BT R — 3 A i i
A N o FLET VK-

o JRPT b ARBME o IS MK

o IHS kN ARHN o R MUK

o I b ARG

B E ST EERRHMET & F— 3 ADOFEMIT, FUE 2 4B O TR R S F R L,

2744241 B < D ER
GPGO M TN GPGP ilia T, T o R— R TBD bz o7,
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2744242  BREEEM
27442421 FEIET T RABEABRDG-EREN (AST)

AS1 TIE, fHBIET v F—v R E@Rd LN h -7 (ISS [5F 5.3.5.3.1 TH] Table 1SS.4.121,
Table ISS.4.122) .

27442422 A& -00NE IMABRDOHEHET (AS2)
AS2 Tix., LLTFD 2 f] (0.04%) THREMET > F— 2DOFEELNIEHE LI (ISS [
5.3.5.3.1 5] Table 1SS.4.123) .

GPGH #klix tirzepatide 15 mg #f : 7~ F >R (PT)
GPGM ik tirzepatide 10 mg #f : 7 h 7 & F— X (PT)

IS 2B OFEM A LL T IZRT,

GPGH ik (tirzepatide 15mg #) : SO <. 11 BBICHEEDF M RERBL
oo ZO7 FUIRITL 9 B BICTHE SHHTEEEIC X 0 IGH S P58 o B ER (2 e
%ébf:%%ﬂ% V. 17 HEIZEHE L, MiGERBEMLK N7 U7 F =0 % 5 e Ry
FEOBMEIL., RBRPEZE L TER Tholm, AREITIEHRIEDOB G K O BRA 7T
L7,
GPGM B (tirzepatide 10 mg #f) : SO, T2DM £ T, A FEALI VKRS
UAEY REQFHLTEY ., BRI ORIERZEZOB RN H o7 (X=X T A D
eGFR fI : 40 mL/%3/1.73m2) . 59 H H. & OREMERILE & OV B CHE OB EE
IZE DA, METHEEDO, b7V R—=Y AOFERERENRE S, AR R
%, BEfF OB RIS A K OURIEIAE D T2 D ORI 72 71 7 — 7 AT K 5 SR B MERUiLAE
O ARPE SRR E 7o T2 b D TH -7, HbAle T = _N—R2 T A Tl 8.1%.
5THEIX 7% ThoT-, ABEH., AEBRE L, KHZ S BB BMERE M E (59 B
H) 8B L, SIRICENDBEIE L, 74 HE, BHEEIIRE LIREZHERFL TF
0. AREERFILEREZ TGO G 2T Lz, 85 A H XU L2 0%BIZZK O 516
HH. eGFRIZ 31 mL/43/1.73m2 Th > 7o, AHEERFE T, IBBREORLG XK OHEBREL 7T LT,
(ISS [%553.5.3.11H] Table1SS.4.124) |

27442423 F2HRVE 3HEABOGEENT (AS3)
AS3 TiX., EECITEM U THRERE | BINEELRABRT v R—Y A2 RB LT,

GPGB &5 : SO C. T2DM B2E&E TH Y, 1 HEIZ tirzepatide 1 mg D 1 [A]f7 T #
B &%) m, AWBRE \THERFIES, b7 Y =3 A UTIRIE O AL OBEERE X 22 <, A
FARAICEFHL TV, 28 BB, AEBREITIEERAGEFSZOSNMEALEREMN & 2k
Ihic, 35 HHE., AREERE TR RS ICER L, O K OIEM: %5 Te B G
REWE Ui, ARYEERE T, S O & OB R MR AIC X 2 FLERE R 0 7= D Roa R
FIZAZE L, HABBMEOBEMNRD Hiviz, 48 HE., AHHRE OFLRRIMEIL 16.20 mg/dL Y
19.10 mg/dL  (GEYEGFIFH : 0~19.80 mg/dL) T o7, ARYFRFIIHEIRFMES b T > F—
ABEFBL LT, 55 HE, AEREITARET > F— AR OB BRNGEIE L
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7o 65 HH., A MR TIPSz, BBREEEMICEY ., LT ¥ F—v X T
tirzepatide SUUFTEBRTFIE & ORIFEBIRZ L Ll &7, S HICTRBRSEAIT, g5k
FIEA RV EE T TOTHOBERERS Y, T v R— AT A AL I Il
K45 &R L7,

2744243 KRBT F—2 XD

EINE 3 fH5BR CTd 5 GPGO LN GPGP il Clk, fUEMET v F—Y ZOFEFRITRD BN
otz

B2 MOV 3FERRBR 2 U CL B 3BITTREHET > R—v A0 FEFLNRE L, W
DELREL, BIET  F—V ZAORBLEZFHI T 5 2 LN AMRERMOAGEFRLOBE TIZRD L
2o L7235 T, tirzepatide & RHIMET > R — 2 XA OFRBUEN OB #EMEIIRIE S 2o T2,

274425 BEHNDBOREMN

GLP-1 ZEAEENEE TIX, MADRHE SN TWD, #AHME ak— MIZEOFEEN S, T2DM
B TIE. T2DM 2 A SRWERI & AN THEDORBLY 2773 28 fFEWZ LBREINTND

(Noel et al. 2009) , L22L., ¥ 1 [mEHO=xE®FF R, B~/ NVTF KRN T 27 7 VF K
ED GLP-1 ZZAARFEFED DILE R A N b IEBLA R U725k (@I o el - 2.1~
544) TIX, CEC THEE SN BMERR DB EIG 1T 1%L T LK< GLP-1 XA R/FEEERE &
7' 7B AREETHEELL T (Marso et al. 2016, Holman et al. 2017, Gerstein et al. 2019, Trujillo
2020) , ITHFED A ZfEHT (Monami et al. 2017, Storgaard et al. 2017, Pinto et al. 2019, Cao et al.
2020) TH., GLP-1 ZZRRIEBE DO 570 O T2DM BE CREVEER UIKRE O T Y A 7 23850
THENITET U RTED BTV 72, FDA O EMA X, T2DM H#E TORERLE D% 2
ST FNNNA 7 LF B L BT S A RetE A R AT S 720, O EIERER, KE 2R
IRERMET —Z _X— 258, R OB % %t L7= (Egan et al. 2014) , A > 7 L F  BE3E
& BER SO ORI R BRICHOW T ORKI 2 /EmITH T 57, FDA KON EMA OWThd
GLP-1 ZZAARVFEIFE O I BE T 5 BEEEA HFHEROFEZ M L TV D28, W oBiHY
b, HET =231 7 UF BB R ST & RRBIR D DD &2 gL AL T
W EE 2 T 5 (Eganetal. 2014)

PEEMEERSIC DWW T, 2B 2744216 HE SO &,

BES 53 W DR 2 DA
AP D R ANE T, LAF OFFHE % TR L 72,
o JEEEKHEBR COPTA
o JKEPTHAEFRS
- VRIS EERNC L D HE S, CECIC L DHIEXG L 7r o To R

- SMQ K UNPT ORRFRIC X 0 B8 SR DA FERHSR
- BERMICEE L E X LD IES
o MRS
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UVR—BE R p-7 2 7—BlEOAT TV —HB
U R—=BEE R p-T7 2 T —BEDOR—AT A b DEA

- R LR OAEFES

2744251  JFERREER TO tirzepatide DFE

WER SUIERE D U A 7 ZR-e 925 &9 RIERRIR T — 2 1I3BF LT, ~ T A, Ty b, &
O L& W2 R R TR BR T, Ay I~ tirzepatide (ZBE D & 5 A E R EEITED SN
otz (45 24531H)

2744252  Tirzepatide FFEHFRD ) RV BRR V2 EERDHEFTE

TRBRIKHEE 1X, BERDOFEELY 27 OW[ReME % B/ NRICT 272912, tirzepatide DA BAFS 7 1
77 LTLLF O E 2T > T2,

o AMESUTIEBMERER ORBEEIE 2 7 5 A1 tirzepatide D EFARFRERD H RS LT,

o IRBRHYEANICAMEITIBIERER L 2 S - EIRE L, IR AR LT,

T

PR 20 0 S OVEAR . BRI ASMEREAR, Y QNS LA F O FIEE AV B FIZE OFFfIZ 255V T
FBITIEH U T2 SUTWES D FTHENEDS B> B REGI &2 Fe e L 72,

o MRIBHEODDLHFEFS

o HERESEDEHAYRMIE

e CECIZLDHFELRDHIE

=
=

AR

LIFDOIHEHAD S B 2EBICHKYET D L&, BMEER L2 LT,
o UUITFDX D 2R EMRER ISR R MM A3 8 2
- AN B A UL RO B T~ BT %5 (Banks and Freeman 2006,
Koizumi et al. 2006)

- B DBE, BLROIENZ

o IMIET I T—BMEIULY N—EEA ULN D 3L ETH D

o CT Xid MRI TEWMEER KRB AT RN 8 5

BEFEHE L, BEGEMEORER CIX, PR OB 720 E R R 2MERER O 38L& T35
HIZIIAT43TdH 5 (Nauck et al. 2017; Steinberg et al. 2017a, 2017b) . L7=723> T, #EEGME T
Wergst EH (7 2 7 —PHE LY S—PE ULN @ 3 £5LLE) 2355880 b= 4 O+ D%
TR 22 BB B Z T TIXZR W S O D TRERAE S BRIl 0D B§ PR 70 4] B S OB D 2R 72 il
PRAT RAZ FED W T S - TREMER B 5,

FER OB FERFRRIT, T_XTRET L2 L L Lz, BEROBIELOIERDFED B AL, HARMRAE
OB L - THEE SN A T EERAFFRLE L THE S,
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2744253 BRERHEZERICLIAEERDHIE
LUF OfEFNE, 1RBH Y EARC L0 i Sk, N7 L7z CECIZ L D HIER R L e o7z,
o BMESUTIBIERER AR D TR TDIEHS]
o JFAKNAHORE X ITHEEREROFESRSR
o FI3MEER: FROEEITMZ T, LTFOWT AN Y T 5T X TOREH]
T T —PEUT Y S—PES ULN @ 35 ETH Y | ER 2R3 B R 2 -
T E
T T —PEUTY S—PES ULN @ 350 ETH Y . BEEEMET, BINo 2K
IR BLES A T T e
o B 2MEER : FROKEMEITINZ T, U AN—BEITIET I 7 —EfEA ULN @ 3 {520 LT
b5 Z L DEE LT BIERANE O T OIES]

CEC &, HERROFERE, SWERR, BIERR, BERTIERV, LI OV L fEE
U7e, f8Md, BEERESUIBIRABEG WA RS SR Lz, £z, EAERE (B, P,
M, HEE) bIRE LT

2744254 RRIBEEMICIVYERESIN. BERERHUTZELTHE SNERX
AT TIX, tirzepatide D 2 tHNL O 3 FHEUR CTIRBRIE Y RANIC X - THER & L THE S 4L,
MSE L7 CECIC L DHIERR LR T AEREREZEI LT,

2.744.254.1 18 < DEXER
274425411 GPGO 8

GPGO RERTIE, 11 fFOREREAR FFRITEER S EANIZ LV 5 S 4. CEC I X 2 HEXS
Gllrole, TNODOFEGITNITEERETH -T2 (R 2.744-48)

NS 1D H B tirzepatide 15 mg BED 1 ] CHAE 72 141X, CECIZ L 0 SMEFER L fi
E STz,

e  Tirzepatide 15 mg BEIZHID 1T 547z, 358 H HIZESEMMED U X—EHINO A EFLN
FE L, U —BHIL ULN © 47 FETEF Lz, RH., A& TRBREET L,
2OV NR—EHINTRE, IEEETH Y, TGN ERITIRIREE & OREBERIT 2RV &
Wr L7z, 358 HHEICHEM SN/ CT A% ¥ o OfER, FEiRoOR TN RSN, 387HH, VU
NPT LTEE ULN ICEL, 20U S—EHINE, CEC 2LV &Mk Lk
E STz,
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R 274448 BEREIEMICEKYVEHESN, CECOHEMRELG >-EROEN (REMBINRER) (GPGO HER)
PI . ] Amylase . . CEC o
Patient ID Treatment Reported PI Event Dlag.nos.tlc Symptoms | or Lipase Imaging Imaging Assessed Pancreatitis
Group Criteria " Performed Results Confirmed
Study Day Elevation Day
Lipase increased
B 5 172 () < SCA None >3xULN ultrasound normal 172 No
Lipase increased CT scan without
5 >
- TZP 5 mg 365 (U 3—PHIT) SCA None >3xULN contrast normal 365 No
Lipase increased CT scan without
[ IERER 270 () < ) CHPA None SIKULN | ultrasound | 1Ormal 270 No
Hyperlipasaemia
- IRZERE 85 () ey | CHPA None >3xULN MRI normal 85 No
Lipase increased CT scan with pancreatic
. >
B 25, 358 () 7<) SCA None >3xULN o anomaly 358 Yes
Lipase increased
B 5o 365 () < ) Other None >3xULN MRI normal 365 No
Pancreatic enzymes
- TZP 15 mg 1 increased CHPA None >3xULN ultrasound normal 1 No
(ISR HN)
Pancreatic enzymes
- TZP 15 mg 85 increased SCA None >3xULN ultrasound normal 85 No
(SR HN)
Dulaglutide Lipase increased
o N >
O g 169 () < ) SCA None >3xULN MRI normal 169 No
Dulaclutid Pancreatic enzymes
- 3 3% lrlnl ¢ 85 increased CHPA None >3xULN ultrasound normal 85 No
ome (PR 1)
Dulaclutid Pancreatic enzymes
- 3 3% lrlnl ¢ 85 increased CHPA None >3xULN ultrasound normal 85 No
e (PEREFEHEN)
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Abbreviations: CEC = Clinical Endpoint Committee; CHPA = confirmed hyperenzymemia per algorithm; CT = computerized tomography; ID = identifier; MRI = magnetic
resonance imaging; Pl = principal investigator; SCA = suspected acute pancreatitis; TZP = tirzepatide; ULN = upper limit of normal.
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274425412 GPGP 5%
GPGO #RBRTIX, 7 OB FHF G 0EHRAE Y FEATIC X 0 i 41, CEC 12 X 2 HE x4
Ehrott, TRLOHERTT N TEERENE T, CECICX W AMMKE LE S NIZFELIT R0 -1
(#2.7.4.4-49) . Z15 THD H 5 21 tirzepatide 15 mg#E (SUSERE - 1, © 774 N
BE 1R | 511 tirzepatide 10 mg #F (SUZE : 3 {4, © 277 A RE: 14, 77U V3.
L) THE s,
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R2744-49 RBREIEMICEIYBESN, CECOHERRELG >ERDEN (REMBTHRER) (GPGP HER)

Amylase or CEC

TZP PI Reported Diagnostic Lipase Imaging Imaging | Assessed | Pancreatitis
Patient ID arm OAM | Study Day PI Event Symptoms Criteria Elevation Performed Results Day Confirmed
- Lipase increased

10 mg SU 220 (U x—E5m) None CHPA Yes Ultrasound N/A* 220 No

Hyperamylasaemia

I (%7 27—

10 mg SU 1 i) None SCA Yes Ultrasound Normal 1 No
- Hyperlipasaemia

10 mg SU 169 (=1 U N —EIE) None SCA No Ultrasound Normal 169 No
- Hyperlipasaemia

15 mg SU 169 (5 V) ~"—EE) None SCA No Ultrasound Normal 169 No
- Lipase increased

10 mg BG 85 (U s—8 5 None Other Yes - N/A 85 No
- Lipase increased

15 mg BG 281 (U s—E5m) None CHPA Yes Ultrasound Normal 281 No
- Hyperlipasaemia

10mg | TZD 85 (| U S —E i) None SCA No Ultrasound Normal 85 No

Abbreviations: BG = biguanides; CEC = Clinical Endpoint Committee; CHPA = confirmed hyperenzymemia per algorithm; ID = identifier; eCRF = electronic case report form;
N/A = not applicable; OAM = oral antihyperglycemic medication; PI = principal investigator; SCA = suspected acute pancreatitis; SU = sulfonylureas; TZD =
thiazolidinedione; TZP = tirzepatide

* Ultrasound was performed, but the imaging result did not match the options provided in the eCRF so N/A was selected by the investigator.
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27442542 Ny
AS1 TIZ CEC DHIFEIC LV R L HEE SNTCHED IR o T 2 Lin b AL, X TOH 2
FH B OV 3 FHARER C tirzepatide % ¢ 5 S 7o RE 2 B4 L 72 AS3 DfE R Z RN FEHT 5,

274425421 F2MHRUE IHEHBRDOHEMEMT (AS3)

AS3 TlE, 61 T 64 HFOHEREZPERDEWNIZEY CEC ICXDHERNZ Lo T2

(#£2.7.44-50) . 2?55 59 BITIABRIE Y EAIIC X0 W S 4, 2 BITTERRE Y EAH O 13
HENeo T, FHANIHE L7- MedDRA PT THEE S 7= (ISS [% 5.3.5.3.1 TH] Table
1SS.4.132, Table 1SS.4.127)

TRBR Y AR X 0 it Sz 59 Bilod 5 6 4 FIO S L, tirzepatide D F)IE1HE G-ATICREBL L 72
7o, BRI L DEERELTIIRD o7,

7 13 i (0.24%) 14 {23, CEC IZ L 0 SMERER & e 47z (ISS [# 5.3.5.3.1 IH] Table
1SS.4.133) , 1BMERER UT AR GREREE) OIEFNT/R < MEITEERE S R)- T2,

BIRT, 7 6] 8 FRITIERESR OFE R SUTIER & B2 W OB RN OMEE S, 6 6 6 fHTmig2
Wr DRGSR Ae U CTHER & O R E SISV THEE S LTz,

AS3 T CEC (T X B AWERER O E 3 e L 7= tirzepatide #£ D 13 611> PT 1% ISS (%4 5.3.5.3.1 1H)
Table 1SS.4.141 &M = &, RMEER & OHIENFHE LT T X TOHERE OFEMIL, 1SS (5
5.3.5.3.17H) Section4.7.53 2D = L,

%+ 274450 CECIZ&BHIERZREL>-EREAEEEERDEN (AS3)

TZP_ALL
(N=5415)
Events n (%); events
Investigator-reported events 59 (1.09); 62a
Non-investigator triggered events 2 (0.04); 2
CEC-assessed pancreatitis 61 (1.13); 64
No 48 (0.89); 50
Unknown (unable to determine) 0
Yes 13 (0.24); 14
Acute pancreatitis 13(0.24); 14
Chronic pancreatitis 0
Diagnostic criteria used to confirm acute pancreatitis
Symptoms and imaging 1(0.02); 2
Symptoms and elevated enzymes 6 (0.11); 6
Imaging and asymptomatic elevated enzymes 3(0.06); 3
Symptoms, imaging, and elevated enzymes 3(0.06); 3

Abbreviations: CEC = clinical endpoint committee; N = total number of patients in specified treatment group; n
= number of patients with at least 1 pancreatic event; TZP = tirzepatide.
a  See Table 2.7.4.63 (AS2) footnotes for explanation of duplicate events.

274425422 FEIMT S AR BHBOHEREN (ASL)

TRERFHY EHATIX, tirzepatide £ 5 6] (0.7%) MOV 7 vREE 1641 (0.4%) T 1{FLL PR H
BERSNEH L LM L2 (1SS [# 5.35.3.1 8] Table 1SS.4.128) |

o tirzepatide 5 mg #F : 36 (1.3%) . 41F
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e tirzepatide 10 mg #f : 23] (0.8%) . 24

e tirzepatide 15 mg &% : 0 f

o T EAREE: LA (04%) . 144

7 hOFEGITTRT CEC DHERR L7, R ETE SN T-FGUT -7 (ISS [55
5.3.5.3.1 18] Table 1SS.4.129) .

274425423 RAELBED-HDE 3HEBRDHEMHENT (AS2)

AS2 TiX, 58 T 60 fFOAEERNDKERDENICE Y CEC IZXDHEXG L R- T

(£2744-51) . 2D 55 56 GHTIEBHRASERIC L0 @E S, 260% AS3 Tk~ Lk H
ATIZHLE L7z MedDRA PT O A CTHiE S 4L7- (ISS [# 5.3.5.3.1 IH] Table 1SS.4.130, Table
1SS.4.127) , TRBRIMEMIC LV e SN FLRORBEIGIL, 3 DD tirzepatide # THEEIL T
AV

7 11 f1 (0.21%) 11 {23, CEC Ik v SMERER & e 47 (ISS [# 5.3.5.3.1 IH] Table
ISS.4.131)

6 TRIXEEZ W ORERIC LV HEE S 4L, 5 HHITEEZEOR R e L CIER K OFESRE LIS
WTCHEE STz,

AS2 T CEC T X 2 AWEER O E 3 e L 7= tirzepatide #£D 11 61> PT 1% 1SS (%4 5.3.5.3.1 1H)
Table ISS.4.139 #& D Z &,
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tirzepatide
& 2.74.4-51 CECIZLBHIERRE LG >-HEBAERTETERNDEYN (AS2)
n (%); events
TZP 5 mg TZP 10 mg TZP 15 mg Total
Events (N=1701) (N=1702) (N=1716) (N=5119)
Investigator-reported events 16 (0.94); 162 20 (1.18);20b 20 (1.17); 22¢ 56 (1.09); 58
Non-investigator triggered events 1(0.06); 1 1(0.06); 1 0 2(0.04); 2
CEC-assessed pancreatitis 17 (1.00); 17d 21 (1.23); 21¢ 20 (1.17);22f 58 (1.13); 60
No 14 (0.82); 14 17 (1.00); 17 16 (0.93); 18 47 (0.92); 49
Unknown 0 0 0 0
Yes 3(0.18); 3 4 (0.24); 4 4(0.23); 4 11 (0.21); 11
Acute pancreatitis 3(0.18); 3 4(0.24); 4 4(0.23); 4 11 (0.21); 11
Chronic pancreatitis 0 0 0 0
Diagnostic criteria used to confirm acute pancreatitis
Symptoms and imaging 0 0 0 0
Symptoms and elevated enzymes 1(0.06); 1 2(0.12); 2 2(0.12); 2 5(0.10); 5
Imaging and asymptomatic elevated enzymes 0 1(0.06); 1 2(0.12); 2 3(0.06); 3
Symptoms, imaging, and elevated enzymes 2(0.12); 2 1(0.06); 1 0 3(0.06); 3

Abbreviations: CEC = clinical endpoint committee; N = total number of patients in specified treatment group; n

= number of patients with at least 1 pancreatic event; TZP = tirzepatide.

Three patients had 1 duplicate investigator-reported event.

Two patients had a duplicate event reported.

One patient had 1 duplicate event reported.

One patient had a duplicate event reported.

Two patients had a total of 3 duplicate events reported.

Two patients had a total of 2 duplicate events reported.

Note: Duplicate events refer to multiple events reported that should have been reported as a single event. None
of these events were adjudicated as pancreatitis.

- ® O O T D

274425424 BRIELEMICE YRESN-EEERESERRUPCECICKYEES L
HEEEAEEEROBREECHELLRERE (F2HRUE 38R

CEC |2 X 2 HIE ORNZIEERIA Y EEANIC X 0 5 S - BEBEA E 943, tirzepatide #£ > 55 i

(1.02%) KOG RSEOFARED 17 61 (0.72%) (258D BTz, & 2 FHE O 3 fHEER T, 15
BRILY PEATIC & 0 s SR EA EH R ORE R T L2 RHR (H1/100 M) X, &
tirzepatide £ 0.99 f51/100 A\4F, FEFRIHFENFSTET 0.62 451/100 NETH 7= (ISS [5 5.35.3.1
18] Table 1SS.134) .

CEC |2 & 0 L e S =353, tirzepatide B> 13 1 (0.24%) K OVEH G RILGEETED
4 %5 (0.17%) IZRO BTz, H 2 KL O 3 MHEERT, CEC 1T XV ME SN ERDIRFER T
TR L7388l (617100 A4E) (X, 4 tirzepatide £ C 0.23 f511/100 A4, FE3x FRIEOFARET 0.14
B11100 NETH - 7=, B2PEER OIRTE R Tl L7238 B (H1/100 A4E) 1X, 4 tirzepatide AT
0.23 $i1/100 N4, FEHxFERHFARET 0.11 $1/100 AMETH-7= (1SS [# 5.3.5.3.1 ] Table
ISS.135) .

2744255 HEXDEESBR

TRBRFIY AT R & 5 S, CEC THIE SN FHR L IFIHNC, LTFTO&RMFcAEERT —
B R— 2 E R LR O HEFRERE LT,

o SMQ IEWERESR]  (BRBIEE
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tirzepatide

el

R

o PTDIBMEERIZEE YT D HSR
INHDORRBICE > THESIL, BriolcAarER R E UTHEE LIZERIIR o7,

2.7.4.4255.1 18 < DERER
GPGO } 0" GPGP iR TIIER DA EFRITRO N7,

2.744.255.2 Ny
AS1 TIF CEC DHIFEI LV R L HEE SNTICHRDB IR o T Z Linh REE, X TOH 2
FH B OV 3 FHARER C tirzepatide % ¢ 5 S 7o RE 2 B4 L 72 AS3 DfE R Z RN FEH T 5,

274425521 F2MHRUVE IHEHBRDHEMENT (AS3)

AS3 T, 12 f5] (0.22%) =, SMQ XiX PT ORRFEIZ L U FFE SNTERDPRD LNT-, Zihuh
261055, 661 (0.11%) TREMEMZN, 561 (0.09%) THRELN, 161 (0.02%) TIEM:REZR A
WA &7z (ISS [#F 5.3.5.3.1 TH] Table 1SS.140) . 12 il H 6 6 FIOFELGIIEE TH-7-, =
O OFEZITINTI G BRI Y EANC X 2 TRECAE SN, CECIZIRIHSN TWEERTH
S, ZTO1R2BI05E 9 FIOFEGT, CECIZX Y SRR E OHENME LTz, %0 O 3#]0
FEAE 2 DL NIRRT,

e GPGH &k : ¥, Bl ROWEMOFERZE, 7 7 —BEXIEL Y S—EffE2 ULN

D IFUETHTBMMROEELRAEFEFLZPRBL L, FEREDOHRITIER Tho
Too AEGNL CECIZ LY TBIEAFEFL TIIRV LHEShT,

o GPGI Bk : EBE B G2 CHAMERER 2 Re S =%, AR OR FEFLHE
L7z, RS ERNT, U N—BE ER 20 R OV L RE Lz, AEANIT
CECIC &V THEEAFFLRTITRV] LHES L,

o GPGM B : B EAICHEDS RO EFRNREBL Lz, BREEEMIT, BEROEEW
LA L7z, MRl OFERTITBERITERO bivehnoTz, ARERIL CEC Ik v THERTEA
FERERLTIERV LHEINE,

274425522 FEIWT TR BRBRDG-EREN (ASL)

AS1 TiX, SMQ XiX PT ORMFEIT X 0 FE 7= SMEREEZ A tirzepatide 10 mg #E T 1 {fH4FE S
. ZORMEREERITHEE TH o7 (ISS [455.3.5.3.1 18] Table 1SS.136) , AHFRIL, RBRFHY
FERHIC X 0 A SAUT CEC IR SN TE Y | FER TITR W EHE SN T,

274425523 AELED=HDE 3ERBRDHERET (AS2)

AS2 TiE, WEEIEAEFEFRNRD b3 1041 (0.20%) (tirzepatide 5 mg #% : 3 5] [0.18%] .
tirzepatide 10 mg £% : 51 [0.29%] . tirzepatide 15 mg & : 23] [0.12%] ) 7%, SMQ XX PT Ok
FKIZ X v ErE sz (ISS [ 5.3.5.3.1 IH] Table 1SS.138) ., Tirzepatide #£ 10 > 5 5. 5 {3

(0.10%) THEZRAY, 441 (0.08%) TEWMERERD, 141 (0.02%) TR RE ST, TEHR
PRYERAIC LV G S TR o T E R IT e o 7o, THIOFESN CECIZ LV ERDFHEFS:
EHEE STz,
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tirzepatide

2744256 REASHhI-FIREMEDHLIER

ARIATIE, CEC IZ X DHEMRDENFITEEY L TN A4 ﬁﬁ%éﬁ(fC’%ﬁéﬂ&ﬁo
TeFBOMBEOFERE T, BRITIT, AS3 DHERF D 5 B HIEMSZOBELITIT NSRRI L LT
RIE SNIZLL T OEEEDONT NS T o RE x5 & Lz,

1) BROAEEZPHEBLLI,

2) WEEITEE RN L,

Tirzepatide #£C 11 BiiC & IXEE MR (% - 6 B, FIEEYRE - 4 6, MEEARHREE 1 1)
DROOLNTe, ZhbD o5, 261X CEC DHIERSR E 720 14 (tirzepatide 5 mg #) L2k
PR L e S, b9 15 (tirzepatide 15 mg #f) 1EHER Tid7e W &HIE Shviz, CEC IZ#EH S
NI T2 5D 9B 5 B 4%, IR UTNEE AP ORT A ~10 A B O FiFH N O JERE R A3 1EH
ThYH, RSN T=8MERETITRWVWEBZ O, YR OMRERE T — % 272 5 4
(tirzepatide 5 mg #f : 15, tirzepatide 10 mg #F : 3 5], tirzepatide 15 mg #¥ : 1 f5l) 1%, 2617355k
HHORMK R 2~22 BHH) IZEREEZBELTBY, 2O2FI TR 7 Y —=2 7K LK OWERE O
[BIE#% OKPE CORBERNER Tholo Z & h, Rk SN BMERER TH 2 rREMEIK 5 72,

2744257 e
B3R CTHWE p-7 2 7 —BEL Y R—BEORMEGHFIILL FTO LB Th o7z,

Analyte Low (U/L or IU/L) | High (U/L or IU/L)

P-amylase 13 53
Lipase 13 60

27442571 1B < D ER
274425711 GPGO 5%
AT Y —DHR
N2 T A VIR O GRMGED p-7 X 7 —BEE Y N—BEZ T U, BERMEAFATNICHE
E LM% LA - 795 E OIS 2500 L7z (GPGO BRIERR A FEHR S E (55 5.3.5.1.8 1H]
Table GPG0.5.24) . 6 DWEREFRIZET 2 LR AIIUT DO EBY TH D,
o BEHEBMBIIR—ATA IV EWEREZEDO DT I —ITHER L -5 I1L, tirzepatide
HWTT 2T 7 VF REELD oz,
o P-TIT—BHENIII AR=BEOWTINT, HAENEGEAEZICR—AT A4 L0
W T ) —ICHERS LT B OEIA X, 3O tirzepatide B THEEL L Tuhiz,

B HBHIAEIC . WP OERESE T ULN @ 3 1200 E o FH-23E580 & - g O B4 12K H

7,

i p-7 I 7 —+F

p-7 X T —BIEDOBGPRAAHE DR KIEAY ULN O 3 f5# 5 (5 LL T T - 7oA 1, tirzepatide
B 3FIRRD BT,

e  Tirzepatide 5mg #f : 161 (0.6%)
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tirzepatide

e  Tirzepatide 15 mg #¥ : 251 (1.3%)
p-7 3 T —PIHDOFGBIEHE DR KM ULN O 55#8 10 {520 T Th - - #BRE 1%, tirzepatide
15 mg #EIZ LHIERD BT,

iy —+¥

U S —VBIEDOHG-FlhATE Dl KA ULN @ 3 588 5 f5LLF Th o T 1L 25 T, 2D 9
5 20 5123 tirzepatide #:CToH > 7=,

e  Tirzepatide 5 mg #% : 461 (2.5%)

e  Tirzepatide 10 mg #¥ : 6 31 (3.8%)

e  Tirzepatide 15 mg #f : 10 5 (6.3%)

o T aTUNF R075mgRE 54 (3.1%)

U _—PRIEDHG-BhA# D KMEZY ULN @ 5 58 10 (5L F ThH o o diRE 1L, LT LBy
THol,

e  Tirzepatide 5mg #% : 761 (4.4%)

e  Tirzepatide 10 mg &% : 4 ] (2.5%)

e  Tirzepatide 15 mg £¥ : 241 (1.3%)

e T aTUNFKRO075mgRE: 241 (1.3%)

U R—BEOEG-BRIGE O R K2 ULN @ 10 58 Th > 7= g5 1%, tirzepatide 15 mg BEIZ 2
BIRD LN, WIS BEFEECTH 572, 1HI% CEC 1T S THIE S, MRI O RIX
IE# Toh o7z (GPGO BRI IE M EE (55 5.3.5.1.8 ] Table GPG0.5.22) , %Y @ 1 Bl Lk
FEAEFFERLE L CHESNT, CECIZITRIE ShighoTz,

RERESR DRRIRFHYHERS

N—=2 74 OIMYE p-7 7 —BHEE MGV S—BHEI, &M THELEL Tz (GPGO
AREBRTEER R R A # (55 5.3.5.1.8 €] Table GPG0.5.23) , #45 52 #EFDIMIE p-7 2 7 — B K&
L Y 2 S—BIEOFE¥EIX, 3 DO tirzepatide FETHLIL TEBY, Wb T =27 7 LT K
0.75mg #E L D midr oo, BRVEDBRBIEMIF O TRIZIL, tirzepatide #EO ML p-7 X 7 —BfH
T OMLIE U 7 8—BAEI IR — 2 T A V[ TR Y #h HEA 23580 H i,

b ROVFHER R OB S 12 8T, Mg p-7 2 7 —BREE UL U 2 $S— B EO R,
3 O ? tirzepatide FHETHLILTEBY, WIhbT =277 /F K 075mg XV &EhoT-

(14 2.7.4.4-6) . FEMEsRDEK) %2 GPGO sBRIAB e ih s & (5 5.3.5.1.8 IH) Table GPG0.8.128

(g HLAL) K" Table GPGO.8.129 (FEHEHLAT) (28 L7z,

170



LY3298176 (2 ALk IR %) 274 TRIRH
tirzepatide

el

R

Abbreviations: CFB = change from baseline; Dula = Dulaglutide; MMRM = mixed model repeated measures; TZP = tirzepatide.
Note: Shown are the least-squares means + standard errors.

Note: MMRM by treatment and visit using log transformation.

* p <0.05 versus dulaglutide 0.75 mg.

27446 MFp-7IT7—ELERVLEF)NA—CEOFHEMEORLEORBRYMHE CORBMIOTI7AIL
(REMBIREH) (GPGO HER)
El :p-7I73—E, BR: V/—F
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el

R

ERER EROFEESR

BART, 34 FNTEIEMNED U S—BHN, 17 BlCEEREME DT I 7 —8 N, 9 il EE G
DFEFERIEMOEFELNRO b, BEGFEMEDO Y S—BENE T 7 —BInoREEE
I tirzepatide 5 mg #f & tirzepatide 15 mg #: CHEL L TV | tirzepatide 10 mg #EX VT = 7 Z LT
N 0.75mg #E LV moro 7o, HEREBMEOPEEER MO A EFTLIL, tirzepatide 5mg @ 1 i,
tirzepatide 15 mg#£D 56, L OT = F Z7/F K 0.75 mg #ED 3 FICFRD HiL7e (GPGO iRERIAER
fEmEE (55 5.35.1.8 8] Table GPGO.8.76) , Wk & i2Wr ST RE 1TV 7R Do 72,

274425712 GPGP =&

AT Y —DHB

N—=2 T A URERORERMGED p-7 X 7 —BEL DY N—BEE T L, BRENFRNHE
L7z Bfli & BEl- 72 RE 0BG 2 RGE LTz, mKEDON—AT A R R UGBt ORI
X, HUE SN RE R OHLUENORE DWW 5% 5 o7 (GPGP RERIpF R IEHREE [4 5.35.21
TH] Table GPGP.8.81) .

NR=ZAF A I, WTNDOMEEEE T ULN @ 3 5L L0 EFRRD b RE o0& &1
D> 7=,

Mmigp-7I 77—

p-7 2 T — VDG BAMEH O AN ULN O 3 fF#8 5 {500 R Th - =B 13 tirzepatide
5mg #f 4 5l 2.7%) Th-o7o, T OOHEBRFE L, A MEEORIENTIX, 2 #liX SU ¥, 1
Bl e 77 A FER, 1601 SGLT-2 BAEHR 2 L TV /=,

p-7 X T —BIEDOHG-BlhAE O KAEAY ULN O 5 58 10 (5L T Th o 1oL 2 fiTh -
72 1HZ tirzepatide 5 mg # C SGLT-2 BHERZMEH L TV . & 5 L3 tirzepatide 10 mg #£ T
SU A L Tuhiz,

g v S—+F
U _—BEOERG-5MGE O KA ULN @ 35 5 (520N Th - 72k 13 13 41T, £ DN
FRUILL T DL EBY TH T,
e Tirzepatide 5mg £f : 2 (1.4%) (E 77 A R 141, 7V =R 14
e  Tirzepatide 10 mg #¥ : 55 (3.4%) (SUZFE: 241, © 77 A R 14l 7 =F3#:1
i)
e Tirzepatide 15mg #% : 6 § (41%) (77 FA R : 2§, -/ VavZ—PHEK 1
B, F7 UK 24, SGLT-2 BHEZK : 1 41)
U =IO EG-BlbAH O R ARAEZ ULN @ 558 10 (LA F Th o o E L, LT L EY
ThHol,
e  Tirzepatide 5mg ¥ : 3% (2.0%) (SU K : 2, SGLT-2 PHFEZHE : 1 41)
e Tirzepatide 10 mg #f : 1 3] (0.7%) (SU #¥)
e Tirzepatide 15 mg #f : 23] (1.4%) (277 F A NI : 24))
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U R—BEOLELBAE OR KM ULN O 10 8B TH - 7-BrE 1L 2 flTh o7, 1 Filix
tirzepatide 5mg AT, SGLT-2 [HERZMEHA L CTBY, BEO U RX—BMEzRHA L, DV
IN—TB NI —FFR) T, BEEMEChH o7z, & 9 1 BlIL, tirzepatide 10 mg #£ T, SU A L
TR, BEOY N—EHMERBL LT, AEREIIN—Z2 T4 VRO U R—BHENEETH Y |
—HAY7e U R—BHIIITIE R 2 o 7, 2O U S—BHINTEEREE TH - 72,

FERE SR DRRIRFHIHERS

N—=2F7 A L OMIE p-7 I 7 —BHEIE, HEHBTELEL T\ e (GPGP SBRIABRIRFE A &

[ 5.3.5.2.1 18] Table GPGP.5.22) ., p-7 X 7— V&5 12 £ C LA L., #5528
RET—ELRole, BEMOBBIEHMMEOKFETIHE T LI DD, X=X F 4 VFEO L)L
WIZR G 0o (X27.44-7) o p-7 X 7 —BEOVEHZACEIL, tirzepatide 15 mg # Thed K
X hoil,

N2 T A OMIFY S—BHEI, EHHRTEEL TWe, VAA—BHEOX—ZT A 75
B b 52 I £ TOYHE LRI, tirzepatide 15 mg BE Tl b K& hoiz, U/ S—BEDOZEMD
BB E TOVHEEIT, &G 52 HRF & ik L Thah o7z,

WElE SR DK 2 GPGP ABRIG B FE 5 & (% 5.3.5.2.1 H) Table GPGP.8.79 J U Table
GPGP.8.80 (IEHEHAL) (TR L7z,
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45 - L 45

40 4 - 40
3 354 r3 g
3 3
3 b ol 2
= = - o — >y K]
2 30 = = 30 7
< <
8 8
B 25+ F25
¥ ¥
c (=]
5 g
= 4 L =
@ 20 20 q

15 4 15

10 1 10

T T T T T T
Baseline 12 24 40 52 SFU
Weeks
[ TZP5mg —*—— TZP 10mg —#— TZP 15mg_|

80 - 90

80 - 80

70 1 - 70
) -
3 60 Lso S
] [
a %
S 50+ &
ks &
# 40 n
¥ ¥
(-] c
5 z

20 - 20

10 10

0 -0
T T T T T T
Baseline 12 24 40 52 SFU

Weeks

[ TZPSmg —*— TZP 10mg —— TZP 15mg |

Abbreviations: LSMean = least square mean; SE = standard error; TZP = tirzepatide

X 27.4.4-7 MEP-7I5—EERUVME) N\ —EENLZEMHOEBRLEETD
R (R2MBITXREH) (GPGP &HER)
tR:p-7E5—E, TE: U/—F

R LR OB EESR

17 B Y R—HIINE 3 H L, = ORI tirzepatide 5 mg @ 4 3], tirzepatide 10 mg #£ > 4 i,
KON tirzepatide 15 mg #£D 9 I TH -7, TN HD U R—BHEIMO KL TH Y | R
LW SN HEBRE 1T R o T2,
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2.7.4.4.257.2 Cin=y: 2
274425721 B IM TS ARABHABROH ST (AS1)
% 3AHABR O tirzepatide BE & 7T B AREE T, WEER 2 LB L 7=,

AT Y —DHR
Mmigp-7I 77—
ASLTO p-7 X 7—EBEONT IV —HBOEN A FK 2.7.44-52 (TR LT,
o N—RTF A D p-7 T —VfHIL, tirzepatide A (95.8%) KT T BREE (97.4%) DK
5y DREERE DIEERFHAN Th > 7,

o  EHBAMBKROMET O p-7 7 —BEIL, tirzepatide #f (77.4%) KOV 7 EHREE (90.6%)
DT, W OKE 5y D IEERPANIZHE £ 72,

o BHBALAK O p-7 T —BMHA ULN O 5518 Th - I BRE 1TV 7205 7=,

o RN—=RATA LD p-TIT7—EEN ULNLLF T, &5H%IZ ULN O 358 5500 T &7
ST WEBRAE 1%, tirzepatide BE Tl 5 1 (0.7%) T. 7 7t$ﬁ$ TN hotz, 209 b
2 flix CEC IC X VR TIX 2V EHE &, 13X DB BIEEWIM O KB TS T 5

77 —EER mu&b%ﬂto D 2 6NE, wetEo &%E,TEHWTT < T —BE P
W EEAERI P STV MIE £ TEIE L, IR0 G- K ORIz 57w T L,

% 274452 p-F7I5—EEOATI—HBOEL (AS1)

Maximum Postbaseline, n (%)

Maximum >IXULNto >3xULN to
Treatment Baseline <I1xULN <3xULN <5xULN Missing Total
TZP 5 mg (N=237) <I1xULN 188 (79.3) 31(13.1) 3(1.3) 2(0.8) 224 (94.5)
>1xULN 1(0.4) 9(3.8) 2(0.8) 1(0.4) 13 (5.5)
Total 189 (79.7) 40 (16.9) 5(2.1) 3(13) 237 (100.0)
TZP 10 mg (N=240) <1xULN 183 (76.3) 40 (16.7) 0 5(2.1) 228 (95.0)
>1xULN 3(13) 8(3.3) 1(0.4) 0 12 (5.0)
Total 186 (77.5) 48 (20.0) 1(0.4) 5(2.1) 240 (100.0)
TZP 15 mg (N=241) <1xULN 185 (76.8) 43 (17.8) 2(0.8) 6 (2.5) 236 (97.9)
>1xULN 0 4 (1.7) 0 0 4 (1.7)
Missing 0 1(0.4) 0 0 1(0.4)
Total 185 (76.8) 48 (19.9) 2(0.8) 6 (2.5) 241 (100.0)
TZP_ALL (N=718)  <1xULN 556 (77.4) 114 (15.9) 5(0.7) 13(1.8) 688 (95.8)
>1xULN 4 (0.6) 21 (2.9) 3(0.4) 1(0.1) 29 (4.0
Missing 0 1(0.2) 0 0 1(0.2)
Total 560 (78.0) 136 (18.9) 8 (1.1) 14 (1.9) 718 (100.0)
Placebo (N=235) <I1xULN 213 (90.6) 12 (5.1) 0 4 (1.7) 229 (97.4)
>1xULN 0 6 (2.6) 0 0 6 (2.6)
Total 213 (90.6) 18 (7.7) 0 4 (1.7) 235 (100.0)

Abbreviations: N = number of patients in the population in the specified treatment group; n = number of patients
in each shift category; TZP = tirzepatide; ULN = upper limit of normal.

NIk IN—F
ASL TO Y N—BIEDO I T IV —HBOEK &2 3 2.7.44-53 |~ LT,
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o RN—=2FA DY N—EfEIL, tirzepatide Hf (89.0%) N7 T EAREE (90.2%) DIFE A
EOHEERE N EEERPAN (ULNLLF) ThoTo,

o  EBIEHOHIRI T DU S—PfiEIL, tirzepatide BED 56.0% K N7 T L REED 75.7%7)3 HEUE
PN ICHERF S 72,

o R=RATA DY N—BEH ULN LT, FHHIEEIC ULN O 358 5 (5L T & o7z
HEBRE 1L, tirzepatide #f (20 #1 [2.8%] ) T. FZEARE (2 ] [09%] ) KVEhol,

o N—=RXTA DY /—BfEA ULN LLF T, &E5BMA%IC ULN O 5 58 10 f5LL T & 7o
7oA X, 441 (0.6%) Tholc, ZTDHH 3L CECIZE VFERTIERWEHESH
oo FRV O 1HNE, BREMOBRBIEHE T X—BENEEGFANE CRIE L, 201
BUILEIGEEA FEFROAIHI <, BMNMOREBIZIIREL 720 | AT IXIR5RIE
DGR OHARETET L,

o HLBHIREDO Y N—EEA ULN @ 10 58 Th > 72 #RE 1L, tirzepatide #ETix 2 #

(0.3%) T. FT7EARBEIIWRNo72, 2 floVWTis, HGHEEAEFES, IFIHLER

DAEEFEFRG, IHRICHEET IAFFRELAIIL TR o, WO &6k
WO R ORBREZET Lz, 26055 1 FIEZEOBOFHE T Y »—B 3 FEEFN
ThdHIENMERI, b 1PNTLZEMEORBIEMIIC Y R—BHEORAEEIZED i
722D F DB D ) R—PEDFE R 72Dy T,

£ 274453 YN—EOHTI)—HBOEHN (AS1)

Maximum Postbaseline, n (%)

Maximu >IXULN >3xULN >5xULN
m to to to
Treatment Baseline <1xULN <3xULN <5xULN <10xULN >10xULN Missing Total
TZP5mg <IxULN 136 (57.4) 61(25.7) 5(2.1) 3(1.3) 0 2(0.8) 207 (87.3)
(N=237) >1xULN 4 (1.7) 17 (7.2) 4 (1.7) 4 (1.7) 0 1(0.4) 30 (12.7)
Total 140 (59.1) 78(329) 9(3.8) 7(3.0) 0 3(1.3) 237 (100.0)
TZP 10 mg <I1xULN 122 (50.8) 76(31.7) 8(3.3) 0 1(0.4) 5(2.1) 212(88.3)
(N=240) >1xULN 5(2.1) 17 (7.1) 4 (1.7) 2(0.8) 0 0 28 (11.7)
Total 127 (52.9) 93(38.8) 12(5.0) 2(0.8) 1(0.4) 5(2.1) 240 (100.0)
TZP 15mg <IxULN 132 (54.8) 73(30.3) 7(2.9) 1(0.4) 1(0.4) 6(2.5) 220(91.3)
(N=241) >1xULN 3(1.2) 13 (5.4) 3(1L.2) 1(0.4) 0 0 20 (8.3)
Missing 0 1(0.4) 0 0 0 0 1(0.4)
Total 135(56.0) 87(36.1) 10(4.1) 2(0.8) 1(0.4) 6(2.5) 241 (100.0)
TZP_ALL <1xULN 390 (54.3) 210(29.2) 20 (2.8) 4 (0.6) 2(0.3) 13(1.8) 639(89.0)
(N=718) >1xULN 12 (1.7) 47 (6.5) 11 (1.5) 7 (1.0) 0 1(0.1) 78 (10.9)
Missing 0 1(0.1) 0 0 0 0 1(0.1)
Total 402 (56.0) 258 (35.9) 31 (4.3 11 (1.5) 2(0.3) 14 (1.9) 718 (100.0)
Placebo <IXULN 171(72.8) 35(14.9) 2(0.9) 0 0 4(1.7) 212(90.2)
(N=235) >1xULN 7 (3.0) 12 (5.1) 4 (1.7) 0 0 0 23(9.8)
Total 178 (75.7) 47(20.0) 6(2.6) 0 0 4 (1.7) 235 (100.0)

Abbreviations: N = number of patients in the population in the specified treatment group; n = number of patients
in each shift category; TZP = tirzepatide; ULN = upper limit of normal.
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b=t

FERE SR DRRIRFHIHERS

AS1 TSR OHEE ST BB ORISR 2 X 2.7.4.4-8 |2~ T, F/o, 7I7—F
Je VY /3 —8 O BRI DR RERY 22 2 O FE A 1SS (55 5.3.5.3.1 JH) Table 1SS.143 (T
fir) KON Table 1SS.144 (FEHEHAL) (" d, Z4UH D Table (2id, X—RX T A b DAL E

(UL 3UF UIL) ROEALREE DT,

o N—RTA L OIMFp-T I T —BMEEO) N—BEIX, BGERTEEIL T\,

o  TTRARRBELIERL T, tirzepatide BEDIMIE p-7 X T — B LNV S—B D FHEIL,
b 0~24 BRI EH L7c, 2%, &5 40 BRRET—EEL o7, MEINT
tirzepatide #EDIMIE p-7 2 7 —BEE NV RX—BEOFEHMEIL, X CREMERHNTH -
77

o  EEMORBIZWIMIC, tirzepatide FEOIMIE p-7 2 7 — B LY /S—BEIZHED L7=03,
T ERBEL Y &R STV,

o BRRIERNZRWGESIX. b OREEESR IR R IER OFREE & X7 S o7z,
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Abbreviations: SFU = safety follow-up; TZP = tirzepatide.

Note 1: Mean estimates (+/- error bar) are LS means (+/- SE) calculated on log scale from MMRM model and
back-transformed to original scale. MMRM model: log(Actual Measurement) = log(Baseline) + Study
Identifier + Treatment + Time + Treatment*Time (Type 111 sum of squares). Variance-Covariance structure
(Actual Measurement) = Unstructured.

Note 2: ANOVA model for baseline measures: log(Actual Measurement) = Study Identifier + Treatment (Type
111 sum of squares).

Note 3: Total Geometric mean of baseline is used for the calculation of Ratio to Baseline.

2.7.4.4-8 EEROHTEIN-LEATHEORRHH#EFE (AS1)
tR:p-7E5—E, TE: UY/—F

178



LY3298176 (2 B SR I75) 2.74 BERRMZE M
tirzepatide

MR ERAOFEER

FEEE ULN @ 3 {50 EADPED DI HBRE DL ITAEFRE L TOREN 2R, R
FROFEELDS L 1T ULN O 3ERMD LR TH -1,

AS1 T, WEREFE O EF TR EMEICEE T 2 A4EFFRIL, SOC KA MO [RERE
WX WRFEST (322.744-54)

R 274454 BEZOLEXSEEENAEEER (AS1)

n (%) TZP_ALL
TZP TZP TZP TZP_ALL | Placebo vs.
ARG Preferred 5 mg 10 mg 15 mg (N=718) | (N=235) | Placebo
term (N=237) | (N=240) | (N=241) p-value2
U x—EHI | Lipase 7 (3.0) 3(1.3) 13 (5.4) 23(3.2) 6 (2.6) 0.602
increased
7T —EH | Amylase 52.1) 0 52.1) 10 (1.4) 1(0.4) 0.225
hn increased
JRETRE SR HE 0 Pancreatic
enzymes 0 2 (0.8) 0 2(0.3) 0 0.426
increased
UR—EBHEE | Lipase
brormal 0 1(0.4) 0 1(0.1) 0 0.561

Abbreviations: N = number of patients in treatment group; n = number of patients with at least 1 TEAE;
TEAE = treatment-emergent adverse event; TZP = tirzepatide.
a  P-values are from Cochran-Mantel-Haenszel test of general association stratified by study.

UoX—BHN, 77 —BHN, BEREEREEMN, KU R—EBREOFEFELIL, tirzepatide
15mg BED 1 FITROONTZEEDT 27 —BEMEOEED Y S—BHINZ RV T, T
FE IS CTh o7z, Z O tirzepatide 15 mg #£D 1 #ili%, CEC 1T XV BAPERER & 13HE S e
2272, Tirzepatide S mg #ED 1 i, 99 H BIZHEE DV S—BENNC X 0 GBSO G2 H ik
L7z,

274425722 RELBRDI-HDE 3 HHABROHEHENT (AS2)
AT Y —DHR
Mg p-7 7 —F
A2 TOp-7 X7 —BEDO AT TV —HBOEK A2 3K 2.744-5512 - LT,
o RN—XT A D p-7IT7—BMAIL, tirzepatide FEDOPERFE DKy (95.19%) TIHAEEHIFH
N (ULNELF) ThoTlz,
o  HBAMBED p-7 2 T —PfHIL, tirzepatide BEDWERA D KISy (72.59%) THYEHFHN
IZHEFF SN TR Y . ZOFEITHEGHEM THELL Tz (tirzepatide 5 mg #f : 73.84%,
tirzepatide 10 mg f£ : 72.68%. tirzepatide 15 mg #% : 71.27%) .
o RN=RTFALDp-TIT7—EEA ULNLLF T, &5MH%IZ ULN O 358 5ELT &7
S TR 1L 55 B (1.07%) T, ZOFNIGITEEGHEF THEEIL T\ (tirzepatide 5 mg
# 1 1.00%, tirzepatide 10 mg #£ : 1.12%, tirzepatide 15 mg #£ : 1.11%)
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o RN—=RATA LD p-7IT7—BEHN ULN L F T, HEHIEZIZ ULN O 558 10 520K &
PR o T WEBRFE T T (0.14%) TH 7o (tirzepatide 5 mg £ : 0.06%. tirzepatide 10 mg #¥ :
0.29%. tirzepatide 15 mg £ : 0.06%) , Z D 7HID H b 3fili% CEC (T & v AlEER & @
ENnT, o, 2 FUIER TRV EHES R, &Y 2 6l0 55, 1 FlIIRBREOK L.
FOWRBRAZE T L, 1 FITAER 28 L CEBREo# G2k Lz, AS2 T, _X—2 7
A LD p-7 2T —BfEN ULN LU T T, #HBIAEIC ULN @ 5588 10 524 T & 72 o 728
BRaT OFEMIIL 1SS (5 5.3.5.3.1 1) Section4.7.54 D= &,

o FLBIAED p-7 I T —EEN ULN @ 10 (5B TH - - HBRE 1TV 7220 > 7= (1SS [
5.3.5.3.1 18] Table 1SS.4.145) .

£ 274455 p-FI5—EDHTI)—HBOEH (AS2)

Maximum Postbaseline, n (%)

Treatment Maximum >IXULNto >3xULNto >5xULN to
Baseline <1xULN <3xULN <5xULN <10xULN Missing Total
TZP5mg <IxULN 1256 (73.84) 320 (18.81) 17 (1.00) 1 (0.06) 19 (1.12) 1613(94.83)
(N=1701) >1xULN 14 (0.82) 55 (3.23) 9 (0.53) 4 (0.24) 2(0.12) 84 (4.94)
Missing 4 (0.24) 0 0 0 0 4 (0.24)
Total 1274 (74.90) 375 (22.05) 26 (1.53) 5(0.29) 21(1.23) 1701 (100.0)
TZP 10 mg <I1xULN 1237 (72.68) 341 (20.04) 19 (1.12) 5(0.29) 20 (1.18) 1622 (95.30)
(N=1702) >1xULN 10 (0.59) 56 (3.29) 11 (0.65) 3(0.18) 0 80 (4.70)
Total 1247 (73.27) 397 (23.33) 30 (1.76) 8 (0.47) 20(1.18) 1702 (100.0)
TZP 15mg <I1xULN 1223 (71.27) 379 (22.09) 19 (1.11) 1 (0.06) 16 (0.93) 1638 (95.45)
(N=1716) >1xULN 13 (0.76) 51 (2.97) 5(0.29) 5(0.29) 2(0.12) 76 (4.43)
Missing 1 (0.06) 1 (0.06) 0 0 0 2(0.12)
Total 1237 (72.09) 431 (25.12) 24 (1.40) 6 (0.35) 18 (1.05) 1716 (100.0)
TZP_ALL <IxULN 3716 (72.59) 1040 (20.32) 55 (1.07) 7(0.14) 55 (1.07) 4873 (95.19)
(N=5119) >1xULN 37 (0.72) 162 (3.16) 25 (0.49) 12 (0.23) 4 (0.08) 240 (4.69)
Missing 5(0.10) 1(0.02) 0 0 0 6 (0.12)
Total 3758 (73.41) 1203 (23.50) 80 (1.56) 19 (0.37) 59 (1.15) 5119 (100.0)

Abbreviations: N = number of patients in the population in the specified treatment group; n = number of patients
in each shift category; TZP = tirzepatide; ULN = upper limit of normal.

i v 23—+
AS1 TO YU N—BEO LT IV —HRBEOEN %K 2.7.44-56 |Z/R LT,

o RXN—ZXT A DY NR—PHE

(ULNELF) ThoT=,

o EHEBBBED Y NS—EHEIL
VAN

z D8NG

tirzepatide 10 mg A% : 48.71%. tirzepatide 15 mg ¥ : 46. 85%)
o N—XTF A4 DY NR—BfEA ULN LA F T, #5Bk

2.64%, tirzepatide 15 mg £f : 4.20%) .
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X, #1714 (3.34%) THh -7z (tirzepatide 5 mg ﬁi :

I%. tirzepatide BEDOWWERE DIT L AL (86.56%) THRMEHIFAMN

. tirzepatide BEDOWERE D 49.56% CTHRUEFPANICHERF S TR
I% tirzepatide A & 23 W0 IE E{K 2> o 7= (tirzepatide 5 mg A : 53.15%,

ZULN @ 35l 5 fELLT &7 o T

3.17%. tirzepatide 10 mg #f :
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tirzepatide

o RX—=RTFA DY N—EEH ULN LLF T, FEHHEHEIC ULN O 558 10 fFLLF & 72 -o
T-HBRE X, Bt 77 B (1.50%) Toh o7z (tirzepatide Smg B : 1.12%. tirzepatide 10 mg
#f : 1.88%, tirzepatide 15 mg #f : 1.52%) .
Z O 77T FIOFEIZ, tirzepatide FEFH TR E 72fR 0 (3720272 (tirzepatide 5 mg #f : 19 i,
tirzepatide 10 mg & : 32 4], tirzepatide 15 mg #f : 26 f5i) . 77+ S BB HEFEFLIZLDY
BREOE G LRI LTz, 2D 56105 6 2 611% CEC I X D BPERER & HE S vz
(ISS [#%5.3.53.1 ] Section4.7.5.3 DFRZZHD Z L) , 1HNIFER TIZRW & H
ESINT, 520 261, BEBEEAEFZICLVIEREOEEEZHIEL, TOHBOEE
BEIXER SN2 o7, S5, 16X p-7 2 7 —BEEO Y =Bl L5
LC, RIS EMOMETIC XL v 56 B BIZIRBRERO# 52 F 1k LT,

o N—=ZXTA DY, —PEN ULN LT T, BE5HIAEIC ULN O 10 5 & 72 - 7o R
L, #1241 (0.23%) Toh o7z (tirzepatide 5 mg Ff : 0.06%. tirzepatide 10 mg # : 0.35%,
tirzepatide 15 mg £ : 0.29%) .

ZoO 1261055 16i1% CECIZ & 0 @EER L HIE Sz, 361% CECIZ LV R TIX
RWNEHE STz, 1HNZY S—BE ER LR R CHBREEA FEFR RS SN
B, ZOBOEFENT Y N—BHEOBEDGED bivlc, APERE I TIBREEO K 5 M O
BRZ5E T Uiz, 3BNIRERESR O LA L IZBEO W Tl G2 L, 8
BEAEFZOAIHIRE SN2 o7, 20 4611, BHEREEAFEFROAIFOWE
Ta < MBEEORG N ORREREZ 5T T Lz, SEAIIEISS (5 5.3.5.3.1 IH) Section 4.7.5.4
DR ZZIRDZ &,
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£274456 YIX—EOHTI)—HBOEHN (AS2)

Maximum Postbaseline, n (%)
>IXULN  >3xULN  >5xULN

Maximum to to to
Treatment Baseline <IXULN <3xULN <5xULN <10xULN >10xULN Missing Total
TZP5mg <IxULN 865 516 (30.34) 54 (3.17) 19(1.12) 1(0.06) 17 (1.00) 1472
(N=1701) (50.85) (86.54)
>1xULN 35(2.06) 129(7.58) 34(2.00) 14(0.82) 9 (0.53) 4 (0.24) 225(13.23)
Missing 4(0.24) 0 0 0 0 0 4 (0.24)
Total 904 645 (37.92) 88(5.17) 33(1.94) 10(0.59) 21(1.23) 1701 (100.0)
(53.15)
TZP 10 mg <IxULN 803 564 (33.14) 45(2.64) 32(1.88) 6(0.35) 18 (1.06) 1468
(N=1702) (47.18) (86.25)
>1xULN 26 (1.53) 143 (8.40) 37(217) 21(1.23) 5(0.29) 2(0.12) 234 (13.75)
Total 829 707 (41.54) 82(4.82) 53(3.11) 11(0.65) 20 (1.18) 1702 (100.0)
(48.71)
TZP15mg <IxULN 774 600 (34.97) 72(4.20) 26(1.52) 5(0.29) 14 (0.82) 1491
(N=1716) (45.10) (86.89)
>1xULN 29 (1.69) 132(7.69) 34(1.98) 15(0.87) 9 (0.52) 4(0.23) 223 (13.00)
Missing 1 (0.06) 1(0.06) 0 0 0 0 2(0.12)
Total 804 733 (42.72) 106 (6.18) 41 (2.39) 14 (0.82) 18(1.05) 1716 (100.0)
(46.85)

TZP_ALL <IxULN 2442 (47.70) 1680  171(3.34) 77(150) 12(0.23) 49 (0.96) 4431 (86.56)
(N=5119) (32.82)
>1xULN 90 (1.76) 404 (7.89) 105(2.05) 50(0.98) 23 (0.45) 10(0.20) 682 (13.32)

Missing 5(0.10)  1(0.02) 0 0 0 0 6(0.12)
Total 2537 (49.56) 2085 276 (5.39) 127 (2.48) 35(0.68) 59 (1.15) 5119 (100.0)
(40.73)

Abbreviations: N = number of patients in the population in the specified treatment group; n = number of patients
in each shift category; TZP = tirzepatide; ULN = upper limit of normal.

ERESR DRRRFHOHERS

AS2 TR OHEE S T B EIE DO RIFHIHERS 2[4 2.7.4.4-9 (T~ T, £/, 7I7—F
B KX OV A —BAE ORI T ORI R 2R 2D BK) % 1SS (5 5.3.5.3.1 H) Table 1SS.146 (1§
FHATL) O Table 1SS.147 (FEHEH(T) (/R L7z, ZHUH D Table IZi%, X—AT A VinbHOE
fb& (UL T UL ROZEICRE G DT,

o N—=2XT A OME p-7IT7—BEEDY S—EEIX, BEHFEBTHEEIL T (ISS

(45 5.3.5.3.1 78] Table 1SS.4.146, Table 1SS.4.147) ,

o TN tirzepatide FE S . K GBI OAFHMIR AR (&G 12, 24, 40, KU 52 JHKF) @
Mg p-7 27 —BEA Y N—BEOFHEITR—AT A L L TR o T2, T3
THIERPANICHERF S LTz,

P-7 X7 —BEOR—=ZT A )b D ER&EIL, HERBEOWTOMER A TE,
tirzepatide 10 mg #£ K% U8 15 mg #£C 5 mg #f & bk L TR & o7,

UR—=BDRX—RTF A nHO EFEIL, tirzepatide DHEREWVIEE Lo T,

o  MIFHD p-7 I T —BEEWY AN—BEOPMEIL, 5 24 BEFIEFREBICEL, £
D& ITH G- 52 W F THAH)—E OIRREIZAHERF S U7z,
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Baseline 12 2 40 52
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TZP5mg v TzPiomg —&— TZP15mg

Abbreviations: TZP = tirzepatide.

Note 1: Mean estimates (+/- error bar) are LS means (+/- SE) calculated on log scale from MMRM model and
back-transformed to original scale. MMRM model: log(Actual Measurement) = log(Baseline) + Study
Identifier + Treatment + Time + Treatment*Time (Type |11 sum of squares). Variance-Covariance structure
(Actual Measurement) = Unstructured.

Note 2: ANOVA model for baseline measures: log(Actual Measurement) = Study Identifier + Treatment (Type
111 sum of squares).

Note 3: Total Geometric mean of baseline is used for the calculation of Ratio to Baseline.

B 2.7.4.4-9 HEEROETESIN-EATHEOCREFNMHERE (AS2)
ER®:p-7I5—E., THE: YIR—F AS2D p-7 I F—P LY N—PHEOEIF 25O
% . 1SS (%5 5.3.5.3.11H) Figure 1SS.4.10 }2 O® Figure 1SS.4.11 {27~k L 7=,

R LR DEEER

AS2 T, IR LR UTREIIC BT 5 HEFRIL, SOC THIRIA KO [5HHEE )
LY BESIE,
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2.74

% 274457 BEBFROLREXIEZEICEET Z2EEER (AS2)

HR IR A2 etk

n (%)
TZP5mg | TZP 10 mg TZP TZP ALL
FEARGE Preferred Term (N=1701) (N=1702) 15 mg (N=5119)
(N=1716)

U S —E N Lipase increased 64 (3.76) 60 (3.53) 90 (5.24) 214 (4.18)
7 X7 —EHI Amylase increased 29 (1.70) 24 (1.41) 32 (1.86) 85 (1.66)
FERERIR Pancreatic enzymes 13(0.76) |  21(1.23) 23(134) | 57(L11)

increased
i ) R —Y I iE Hyperlipasaemia 8 (0.47) 8 (0.47) 9 (0.52) 25 (0.49)
w7 27— P E Hyperamylasaemia 5(0.29) 4 (0.24) 5(0.29) 14 (0.27)
TH BRI Digestive enzyme

erensed 4(0.24) 2(0.12) 2(0.12) 8 (0.16)
U N—BHE Lipase abnormal 1 (0.06) 1 (0.06) 0 2 (0.04)
TIT—BRE Amylase abnormal 1 (0.06) 0 0 1(0.02)
RSl Enzyme level increased | 1 (0.06) 0 0 1(0.02)

Abbreviations: N = number of patients in treatment group; n = number of patients with at least 1 TEAE,;
TEAE = treatment-emergent adverse event; TZP = tirzepatide.

e RN BRI D S R A FF RN 3RS ST,

e GPGL#BE (tirzepatide 10 mg #f) : U X—FHMEOT 2 7 —BBIMNEH L, WIhd
RELZNEE CHoT-,
A2V —== TREOT I 7—BELOY N—EEIZIEFE Cho7n, 85 HAIT I

wﬁ%@ﬁLN@3%ﬁ\Uﬂ—ﬁﬁﬁUUWDw%%KLﬁL\Uﬂ—t%m&UT

R T—BHMOEERAEEGNRE SN, IO OFERIWERETH -T2, &5
HE. CT A% v o OfER., BEOIEMI ROV I 72T, I ONCREE O R FEEAE

%ﬁ*@@@@mwahtomﬁ%%xméﬁﬁ IO BN o T, AWERE X

CEC (T &V R TIT A L HE Sz, AREEREITIRBEE OB G R OEBREZ7E T L,

c PR CHEE RN A RBL LT,

A7V == 7RO T I 7—BEIZIER Tholonn, U /3—BfliE ULN £ 2 Tz,
87 HHEIZT X 7 —EEA ULN @ 2%, U \—EfE2 ULN © 3 {52 EH- L, HEEET
EE PR EMAHRE SN, 169 HE, 77 —BffiIZ ULN ® 35, U —EfH
ITULN D 55 THY . CT AF v - OfE R BER O ATREMEIIERSN SNz, b o
%%&i?ﬂ%ﬁ@ﬁf‘%o 7‘:0 AR E TR OB G R ORB AT T Lz, 77 —8fA
KON =B L M OB BIZE M O KRBT CITIER £ TR L Tz,

e GPGM Bk (tirzepatide 5 mg #)

o JEBEE LA OAFFRICIDIEHEDOR G T ILOFLBKLOEGIT. UTFDLEY Tholz,

U X—BHINN : tirzepatide 5 mg £ 2 5] (0.12%) . tirzepatide 10 mg #f 3 5l (0.18%) .
tirzepatide 15 mg # 1 41 (0.06%)

- JEFEZREEIN : tirzepatide S mg #F 1 5] (0.06%) . tirzepatide 10 mg #f 2 5] (0.12%) .
tirzepatide 15 mg #f 2 41 (0.12%)
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- 7 X 7 —BHN : tirzepatide 5 mg &f 0 4. tirzepatide 10 mg &% 0 51, tirzepatide 15 mg &¥: 2
Bl (0.12%)

- TH{LEEEEEIN ;- tirzepatide 5 mg B O 14, tirzepatide 10 mg #f 1 5] (0.06%) . tirzepatide
15 mg #¥ 0 5

iR LA OFEFRIC LV IBBREOR G 2 H 1k U gE B b 72 < | tirzepatide JHI & % i@
C T, JRBREKIC K 2 AR D ivia o7z,

274425723 £ 2R UE 3HERERTO tirzepatide & XTBEDHLER

%2 RO 3 fHFRBR T, tirzepatide 5mg #E. 10mg A, KON 15mg Bf, A ONZxf PSR

(GLP-1 ZH MBS : 727 7 LF K 075mg, 7 =27 27 /VF R 15mg, B~ Z/LF R 1mg.
I GLP-1 ZHMBNFENIE : A RV TIONT I ARV TINFX TTER) HO®RE
B AGT DI FE DAL B OB &2 K 2.7.4.4-58 (TR T, RKFICEO-HRBRIL, BT L ICEHHE
SNTHEGMEN R D (26~104 ) . ARIT. X—RA T A 26 EEFHER A E TOZE(L
B O P YA L OV LR, W NGB AR OV OFEATRE T ULN B X% ULN @ 3 50
WEAR A 9 D BB OFIE 2 25 Lz,

GPGF i, B5HIHA 12 W & EWZ & GBS ERIC X 0 R & B b 7o e 23
WiehroleZ & ROVERIKIHE ORRE=2 U 77 03 XL K 5 il CHeE S V7=
2D EANED N7l Einh, RERIZED RN T,

GLP-1 A RAEBNZE D xRS
o Tirzepatide Ff CRRO LTz p-7 X T —BEL Y N—BED LRI, GLP-1 Z A R{FH)
O X IREERE S HEEL L T
e Tirzepatide £ C p-7 2 7 —VEXIT Y /S—E{EHM ULN O 3 {FBTh > - BRE OEE
I%. GLP-1 A MAEThIEO XS CHLL L T,
GLP-1 ZAFAAEBIZELIA Dxf FRIE
o pTIT—BHEERI NN—BHEOR—RT A Db OE{LEIL, tirzepatide £ TH GLP-1
SR RVEBNFE O xF FSEHE & it L TR & o Tz,
o p-7IT—BELY S—EEA ULN XX ULN O 3 G Th o I #BRE OFIE I,
tirzepatide #¥ THE GLP-1 S A AR FENHE O ek FHERE & el L TR & o Tz,
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LY3298176 (2 LR Ip) 274 BRIRAYZANE
tirzepatide
% 274458 F2HRUVE IEHARTOERERROESHBEDERREDEL : tirzepatide & xTHREE
(GPGB i#E&. GPGL iB&. GPGO i#E&. GPGH iE&. GPGM iAE&. GPGK iRXE&. GPGIAER. REMBRITIREM)
TZP 5 mg TZP 10 mg TZP 15 mg Comparator
PBL PBL PBL PBL PBL PBL PBL PBL
Max Max Max Max Max Max Max Max
Median2 >1 x >3 x Median2 >1 x >3 x Median2 >1 x >3 x Median2 >1 x >3 x
Study CFB ULN ULNb CFB ULN ULNb CFB ULN ULNb CFB ULN ULND
(Comparator) N (1U/L) n (%) n (%) N (1IU/L) n (%) n (%) N (1U/L) n (%) n (%) N (1U/L) n (%) n (%)
p-Amylasec

GLP-1 RA Comparators
GPGB
(dula 1.5 mg) 55 7.0 14 (25.5) 0 50 145 11 (22.0) 0 53 9.5 13 (24.5) 0 54 11.0 11 (20.4) 0
GPGL
(semal.0mg) 470 6.0 101(215)  2(0.4) | 469 7.0 111(23.7) 15(3.2) | 470 7.0 117 (24.9)  9(1.9) | 469 6.0 94(20.0)  6(1.3)
GPGO
(dula0.75mg) 159 6.0 32(20.1) 1(0.6) | 158 7.0 21 (13.3) 0 160 8.0 35(21.9)  3(L9) | 159 4.0 20 (12.6) 0
Non-GLP-1 RA Comparators
GPGH
(degludec) 358 6.0 95(26.5) 9(25) | 360 7.0 100 (27.8)  9(2.5) | 359 7.0 93(25.9)  4(11) | 360 1.0 49 (13.6)  2(0.6)
GPGM
(glargine) 329 5.0 110(33.4)  9(2.7) | 328 8.0 130(39.6) 12(3.7) | 338 9.0 144 (42.6) 12 (3.6) | 1000 1.0 214 (21.4) 15(15)
GPGK
(placebo) 121 5.0 23(19.0) 3(25) | 121 6.0 29(24.0)  1(0.8) | 121 6.0 25(20.7)  1(0.8) | 115 0.0 5 (4.3) 0
GPGI
(placebo) 116 5.0 22(19.0) 27 | 119 7.0 20 (16.8) 0 120 7.0 25(20.8) 1(0.8) | 120 1.0 13 (10.8) 0

186



LY3298176 (2 T¥E fRI%)
tirzepatide

2.7.4 [RRHYZE M

TZP 5 mg TZP 10 mg TZP 15 mg Comparator
PBL PBL PBL PBL PBL PBL PBL PBL
Max Max Max Max Max Max Max Max
Median@ >1 x >3 X Median2 >1 x >3 x Median2 >1 x >3 x Median& >1 x >3 x
Study CFB ULN ULNb CFB ULN ULNb CFB ULN ULNb CFB ULN ULNb
(Comparator) N (IU/L) n (%) n (%) N (1U/L) n (%) n (%) N (1U/L) n (%) n(%) | N (IU/L) n (%) n (%)
Lipase

GLP-1 RA Comparators
GPGB
(dula 1.5 mg) 55 7.0 15(27.3)  5(9.1) 50 10.5 14 (28.0) 4 (8.0 53 14.5 21(39.6) 2(3.8) | 54 6.0 14 (25.9) 4(7.4)
GPGL
(sema1.0mg) 470 7.0 198 (42.1) 29 (6.2) | 469 9.0 222 (47.3) 40(85) | 470 9.0 229 (48.7) 42 (8.9) | 469 9.0 215 (45.8) 28 (6.0)
GPGO
(dula0.75 mg) 159 9.0 65(40.9) 11(6.9) | 158 10.0 61(38.6) 10(6.3) | 160 11.0 85(53.1) 14(8.8) | 159 7.0 54 (34.0) 7(4.4)
Non-GLP-1 RA Comparators
GPGH
(degludec) 358 8.0 171 (47.8) 33(9.2) | 360 8.0 181 (50.3) 32(8.9) | 359 10.0 191 (53.2) 32(8.9) | 360 0.0 106 (29.4) 12 (3.3)
GPGM
(glargine) 329 7.0 187 (56.8) 36 (10.9) | 328 11.0 216 (65.9) 42 (12.8) | 338 11.0 211 (62.4) 52 (15.4)| 1000 2.0 390 (39.0) 61 (6.1)
GPGK
(placebo) 121 6.0 42 (347) 6(5.00 | 121 7.0 50(41.3) 5(41) | 121 12.0 43(355) 6(5.0) | 115 2.0 24(209) 2(17)
GPGI
(placebo) 116 9.0 52 (44.8) 10(8.6) | 119 9.0 58 (48.7) 10(8.4) | 120 11.0 57 (475) 7(5.8) | 120 -1.0 29(242) 4(3.3)

Abbreviations: CFB = change from baseline; dula = dulaglutide; GLP-1 RA = glucagon-like peptide-1 receptor agonist; Max = maximum; N = number of patients in treatment

group (safety analysis set); n = number of patients in category; PBL = postbaseline; sema = semaglutide; TZP = tirzepatide; ULN = upper limit of normal.

a Median change from baseline to time of primary endpoint assessment for each study. Unit is IU/L except for Study GPGB, which is U/L. GPGH/GPGM/GPGO: 52 weeks;
GPGK/GPGI/GPGL: 40 weeks; GPGB: 26 weeks.
b >3xULN for GPGB, and >3xULN for other studies.

¢ Pancreatic amylase for all studies except GPGB, which is total amylase.
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tirzepatide

2744258  BENDBOFER
EWNE 3B TH 5 GPGO 7Bk Tl CEC I X B HIERIER & /e - A EEL 111F:D 5
B 1A CEC T Lo CRMEMER L e Siviz, GPGP ik CIIpER A FF4 742 CEC 1T X
DANERIG & 7o T2in, BMERER L HE SN FRIT R -T2,
B HBAR I W ORERESE T ULN @ 3 5L Lo EH 23380 b g OEI& 13K~
77
55 2 FH B OGS 3 AHFAIR C D tirzepatide DFESN IO ZRMED T/ RUTL T DO & B0 Th 5,
HRREAEESR
o  Tirzepatide #£ 61 il (1.13%) THI LA EFG 64 1A, PERDOEEWNZLY CECIZ X
HHIEMNE L 20T,
- Tirzepatide #£ 13 %5 (0.24%) 1% CEC T & V) BWMERESR & E STz, 1BPERER SUTAR
B & e E ST BRI R Do T

- CECIZ X v feiE Sui=2WEEZR 2, tirzepatide BEM] CARBMIIRD e o7z,
- A3 FNTERD SN AMERERIT, TR TREIFEETH T,

- CECITZ XV FlE SN TR OBRFER CHIE L2 BI=R (B1/100 A4) 1%, 4 tirzepatide
#EC 0.23 f51/100 N4, FEHExHRSEOFAF C 0.14 f51/100 N T o 7=, @VERER OlRE
B O L7238 (/100 A4E) 1%, 4 tirzepatide # T 0.23 /100 A\4FE, FEHK G HEEK
PFERET 0.11 B/100 METH -T2,

mER
e Tirzepatide ¢ 5-1% p-7 X 7 —BEL OV N—BED EFHIZEHE LTz, AS1 TN AS2 C,
R=Z2F A4 O p-7 I 7 —EfEN ULN LLFC, #5BLE%IC ULN O 35H & 72 - 7o R
FOESIILLTDOEBY ThoTz,
ASl AS2

Analyte TZP _ALL  Placebo TZP 5 mg TZP 10 mg TZP 15 mg TZP ALL

P-amylase 0.7% 0% 1.1% 1.4% 1.2% 1.2%

Lipase 3.6% 0.9% 4.4% 4.9% 6.0% 5.1%

- B GBRAAE I IEREFE Y ULN @ 35 B A U 7o gBRE £0X, 4 tirzepatide B T 7' 7 &R
BEL LR LT o 7203, tirzepatide £ Tl tirzepatide A& %18 U CIRBRIEICEIET 5
ARENIFRD Sz o T,

e  Tirzepatide #ETlX, ASL TH 4G 12~40 #KF, AS2 THh 12~52 HIFIC, JERESRE O F-HIfE
bi%ﬂ LD TORIZINSOHIEOKD Y £ THER—EICHERF Sz, ASL T,
AR O MO BBEMM IS, PR OMEITE T L7z,
e Tirzepatide #f TR OV ERESE OED EFIE, GLP-1 ZFIRVEEBNFE O X FREERE L JEl L
T,

AR E LT, BB EMIC LY 3®E SN2 XE CEC 1T &V HEE SN BER FFRORE
BWEE . KOMRERE THMEE L2 RIIR (BI/100 NF) 6. 77 ARG 33 38 KR G- &
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LY3298176 (2 ZHE R %) 2.7.4 FRIRMYZEME
tirzepatide

bl LT tirzepatide B 52 X AEROFELY 27 O EFIIRB SN0, WTNOERERT
b, BERORBEIGITIKN > T,

274426 BRIREEOREM

FOR IR & L CH a6 2 BRI C RIS X, FRIE D 1%~2%% 5 5/ Th
% (Wells et al. 20154F) . 7 > b & W2 IFRRRFER Tl GLP-1 22 IR/EE3E ) FUR IR C il
JEEDU A7 & EREIED Z LRI TWS (Tryjillo 2020) ., L2rL, Z#HE T, B T
1% GLP-1 X ARVEEN SN FRAR C MER OV 27 %2 FRSEDH 2 L2 EMT 5T — X 1T/,
flE LT, 2019 4FITRmC & L TRE S NIE AR E Ak — MIFFETIE, GLP-1 A R/EEHE 2§
B &hfz 30,000 NEOHERE T, R a 7 RN~y F o 73 L3 EEE L b LT, FRIRE D
FERY 2N ERT B O T R I o 7= (Liang et al. 2019) , [AIEEIC, B KIFAR4E
EZ bt IEGRER T4 . GLP-1 LR MEAEBNSE DM AN v b = Al EH T C a1 B
WL BT A RO BN o 7= (Hegediis et al. 2018, Bethel et al. 2019, Liang et al. 2019)

PR R B D 22 M D FF Al
FORIRBE D2 2RI, BUF OFRER 2 A TRkl L 72,
o IJEERRMBRT O
o HLIRMR C @R ST HMR IHT ¥ DA & 5
o NV F=UHE
C KD R—=A T A OGO N T 2 Y — R
- B GBI ITHEXTE 35 ng/L T, =R T A 255 50%LL LN

2744261  FEERKRHBRTORR
F v W 2 RIS AENERBR T, tirzepatide [T HREE & Fhik LT I EEEAS BRI
C iy (MMM OY) DALz (5F 26.6525H) . 7 v M THRONTZHRER C
e EIg DFE AL DYENNZ, TR OFFpitE GLP-1 2 A FEIE THiE ST » h TORMRIROFT
(Bjerre Knudsen et al. 2010, Byrd et al. 2015) & —%tL CTu 7z, Tirzepatide D% /L% Hu 7= 6 » A
G- wERER T, FRRIR C Mila~D B3GR HiLT . 2 ORERIL GLP-1 B R/FEIEE
TOH N EHWTZHAERORES: (Bjerre Knudsen et al. 2010, Vahle etal. 2015) & —Z L CTu /=,

2.7.4426.2  Tirzepatide BFFEH®D ) R 7 &
TRBRIRIEE 13, FORIRBIE O R 2MEDEEN ) 27 /RIS 572, tirzepatide o A Bl
7T ARIZLLT OHEZIT -T2,
o UTOREEERNLIZ,
- HURERBERRE (5 2 M OVES 3 MRARER CUI B R MEN X IAIRAEE 2 ) D SRR X BE T
JEEHT 5B

c A7 V== T XIFIN— AT A CTRIEDLIE VY b = AMEDFRO b BE
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LY3298176 (2 ZHE R %) 2.7.4 FRIRMYZEME
tirzepatide

- B2 FEERER R TN GPGM #BR  (eGFR 78 60 mL/43/1.73 m2 LA EDRE) TlE. Mmigh L
k=B 20 ng/L LA Lo B

- 3MERBR TR, MIF ALY b=l 35 ng/L LA

o HURIRBERRNE, HIEA ST X TCORRIEZRET S L L LT

o NV I=UMEOHERE=F ) VR FEm LT, HELEINVY b=l EFIZHEYE T
DB IHFIRIROBFEME (REOHZAITINSWFRIE) OBREEZIT, LEIZS U TIER
D HE S SR e I B NP B

2.7.4.4.2.6.3 FIRAE C MR BA RV RIRISELES
C HIETER K OV R PRV IEE 1T . MedDRA HLT [EEM: HFURIREZEY ) Ot PT THURER C
B 2RV TRETE LTz,

2.7.4.4.26.3.1 {E~%DRER
GPGO K N GPGP BT, HURAREMEIEL: & O C M@ T s S oo 7=,

2.7.44.2.6.3.2 A=y

5 2 AR OVEE 3HEFRER CId, HUIRIRBERRE 2 5 2o R IR & OVFOIRAR C I R 58 H i
727> 7= (1SS [ % 5.3.5.3.1 ] Table 1SS.4.150 [AS1] . Table 1SS.4.151 [AS2] . Table
ISS.4.152 [AS3] ) .

2744264 HhILLh= lE

Iy b= AEERIET D BAJIL, tirzepatide 25 HUIRAR C ML OREREIC 2 % M4 T REME: %
TS 2 ETH D, HURAR C MIROMEE~DORET, FURER C MG A T FR R
DFBLA T AREMEN B D

GPGM ik (eGFR 2% 60 mL/43/1.73 m? Klfi O#liRE) KO OMOF 3 MR CIL, H\IES
kDI b= Al3 35ng/ll LA EE 72D | X=X T A % 50%LL L X 7oA I XTRRE D
Beh &I LTe,

GPGM B Ci LFEichnz., eGFR 2% 60 mL/43/1.73 m? LL ECh H48#E ¢, miFhLry k=
EN AT U —= 2 7D 50%LL E EF L, iiEA Y b = AEOHMERHEDS 20 ng/L LA L 35 ng/L
i DY, 1 HLUPIZHE 2 36 U7z, ARVEEAIEEM XV & 10%LL B L Twv
2. HURIR~OEE 2 BIER O REEMEZBRINT 2 72010, HERE I1LEMO N WRE 25217
NOWRHEIC L 5 BRMIBIR 2520 5 2 L et ans, § 3BTk, miEs Ly b= En
A Y == THED 50%LL EEH- L, »oilig vy b= AEOMxHEA 35 ng/L LA EDOHE
BIONDWRE 2521, NOWRHEIC L 2EBIRE%Z 15 2 L g sns-,

27442641 BERABEBEOHAILS FZUE
274426411 & < D ER

N2 T A U ROFBERGBZO TV b= AEEfRT L. FANIBUE U722 EEl - 715k
FHORGERE LT,
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el

R

GPGO RABk
GPGO R TIL, T X TCOHRE CREFMEOMIEI LY F=flX 20ng/L LT ThoTe
(GPGO iBRipER e (55 5.3.5.1.8 ] Table GPGO.8.95) .
M Ay b= HEMOFFEFERITRE SR o7,

GPGP Bk
GPGP i BR COM N Y h=EDOR—AT A VLR GBBEORRME~DO BT 3 ) —Hi %
GPGP iRBRiRER IG5 (55 5.3.5.2.1 TH) Table GPGP.5.23 (/R L 7=,
e Tirzepatide BEDOHERE DKy (99%HH) T, X—A T A VOfKfE (20ng/L LLTF) M
GBaa2 \CHERF STz,
o Tirzepatide 5mg #¥D 1 ] (SGLT-2 [HEHKZMEH) 25, X—=RA T4 DN b= A0
20 ng/L LA FC, BG5BT 20 ng/L # 35 ng/L UL FiZ72 72,
o BHPHLAR DI N = AED 35 ng/L B TH o o EBRE 1T\ o Tz,

Tirzepatide 15 mg FEIZHEID 1T v, BAMBERE FHEE LTF 7YV DU EALH L Tz 1
BT, 78 HBICRE DM P AL b= HINAFE LTz, KELRITREE TH T,

Tirzepatide 10 mg FEIZEI D AH1F Hav, A MAERE FFE LT SU AL Tz 1 #IT, 85
HEICREDS LY b= MAENFH LTz, AFERIEL393 HHICHEIE L,

IS 2 HE. WL ALY b =B 35 ng/L Kl T D76, IRBREFEMFEEO R EIC
eV, BRI O G2 I Ledyo 7z (GPGP RBRIEBRIEREE (58 5.3.5.2.1 TH] 158Gt
mE W) .

274426412 A=y
FIMT T BRI RRROHEMEIT (AS1)

AS1 TOHNY F=MEDON—=AT A (RKE) »O&EERKE (RKE) ~oB7 Y —
R Tl BRE ORI N, BEFBEZORX—RATA VO T ITY —ICHE -T2

(£ 2.7.4.4-59) .

Tirzepatide BED 2 FiliX, X—RAF A DALY b= EM 35ng/L LLF T, &5BA%RORK
B 35 ng/L # 50 ng/L LLFCTodH - 7=, Tirzepatide BEDORBID 1 filiL, X—ATF7 A DIV k=
iE (e KME) 7285 35ng/L AR T, & 5BAA1E DR REIL 50ng/L #8 100 ng/L L FThH o7z, T
D DOYEERE ORI 2 5K 2.7.4.4-61 [T,

BHBE% DOV b = AED 100 ng/L B TH - IR E 1T W e o 72,
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LY3298176 (2 ZUHEIRY%) 274 FRIRANZ 2
tirzepatide
£ 274459 ALY E=UEOATI—HEBOEN (AS1)
Maximum Postbaseline, n (%)

Maximum >20to  >35t0  >50to
Treatment Baseline <20ng/LL <35ng/ <50ng/ <100ng >100ng Missing Total

(ng/L) L L /L /L
TZP 5mg | <20 231 (97.5) 1(0.4) 0 0 0 3(1.3) 235(99.2)
(N=237) >20 to <35 0 1(0.4) 1(0.4) 0 0 0 2(0.8)

>35 0 0 0 0 0 0 0
TZP 10 mg | <20 229 (954) | 2(0.8) 1(0.4) 0 0 52.1) 237 (98.8)
(N=240) >20 to <35 1(0.4) 2(0.8) 0 0 0 0 3(1.3)

>35 0 0 0 0 0 0 0
TZP 15 mg | <20 232 (96.3) | 2(0.8) 0 0 0 6 (2.5) 240 (99.6)
(N=241) >20 to <35 0 0 0 1(0.4) 0 0 1(0.4)

>35 0 0 0 0 0 0 0
TZP_ALL | <20 692 (96.4) | 5(0.7) 1(0.1) 0 0 14 (1.9) 712 (99.2)
(N=718) >20 to <35 1(0.1) 3(0.4) 1(0.1) 1(0.1) 0 0 6 (0.8)

>35 0 0 0 0 0 0 0
Placebo <20 227 (96.6) | 4(1.7) 0 0 0 4(1.7) 235 (100.0)
(N=235) >20 to <35 0 0 0 0 0 0 0

>35 0 0 0 0 0 0 0

Abbreviations: N = number of patients in the population in the specified treatment group; n = number of patients
in each shift category; TZP = tirzepatide.

AERB D= DE 3 HABRDO SN (AS2)
AS2 TOHNY F=UfEON—=2ATF A4 v (RKE) »b&EERKEE RRHE) ~oh7TY —
R TIE, BRE ORI N., BEFBEZ LA T VO T I —ICEEo 2
(#2.7.4.4-60)
Tirzepatide F£D 10 B3, RX—ATF A DI/ h=fEN 35ng/L LLF T, $HBRHE DORK

fE75 35ng/L # 50 ng/L LA F Th o7, WEGHBBEOINL Y F=MEICR—ZT A4 0D 50%L
O ERPRBRBO NIRRT TRD 1 FlZRNT, b OWERE O Z 2 2.7.4.4-61 12577,

GPGL &5 : Tirzepatide 10 mg BEICEEMEAEIN Sz O <. ~—A2F7 A4 DHL b
=UEIX 25ng/L ThHolz, WL h=fEOE—21X 169 HH® 37ng/L T, 314 HH (L2
DOHBIZIE) 1T 19ng/L ThHoTo, AWREIXIRFIEOL 5 R ORBREET Lz, hry b=
ME EASUTHRIRREEICBE T 2 5 EFRITRD bR o Tz,

Tirzepatide F£D 6 3, X—RA T A L DH/V> F=fEN 35ng/L LLTF T, HHRRIAHZ DK

2 50 ng/L #8100 ng/L LA F CTH o7z (7 2.7.44-60) ., £7-. 1 HITHEEBELEEIZ 100 ng/L B O
vy b= AMEDRED Bz (F 2.7.4.4-61)
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R274460 HILY FZUEQHTI)—HEBDOEN (AS2)
Maximum Postbaseline, n (%)
Maximum >20to  >35to  >50 to
Treatment Baseline <20ng/L <35ng/ <50ng/ <100ng/ >100ng/ Missing Total
(ng/L) L L L L
TZP 5mg | <20 1647 (96.8) | 19 (1.1) | 1(0.1) 0 0 23 (1.4) 1690 (99.4)
(N=1701) | >20to <35 1(0.1) 5(0.3) | 3(0.2) 1(0.1) 0 0 10 (0.6)
>35 0 0 0 0 0 0 0
TZP 10 mg | <20 1649 (96.9) | 17 (1.0) | 3(0.2) 0 0 21(1.2) 1690 (99.3)
(N=1702) | >20to <35 2(0.1) 5(0.3) | 2(0.1) 0 0 0 9(0.5)
>35 1(0.1) 0 0 0 0 0 1(0.1)
TZP 15 mg | <20 1661 (96.8) | 25(1.5) | 1(0.1) 3(0.2) 1(0.1) 19 (1.1) 1710 (99.7)
(N=1716) | >20to <35 1(0.1) 3(0.2) 0 2 (0.1) 0 0 6 (0.4)
>35 0 0 0 0 0 0 0
TZP ALL | <20 4957 (96.8) | 61 (1.2) | 5(0.1) 3(0.1) 1 (0.0) 63 (1.2) | 5090 (99.4)
(N=5119) | >20to <35 4(0.1) 13(0.3) | 5(0.1) 3(0.1) 0 0 25 (0.5)
>35 1 (0.0) 0 0 0 0 0 1 (0.0)

Abbreviations: N = number of patients in the population in the specified treatment group; n = number of patients
in each shift category; TZP = tirzepatide.

Ny b= EPBREBAHRIZ 50%LA E ER U, HEXHMED 35 ng/L LA ETH - -8R E

% 3 MRER T, HEBRBIC VLY b= fED

50%LL E FH L. By b= AEORRHEN

35ng/L LLETH -7z tirzepatide BED 16 FlOIF @A 2.7.4.4-61 \TRT, 7236, XFHEETIL 4 f1

(S ARV TITNTIRE:
Z O 4 BIOFEMIL ISS (35 5.3.5.3.1 TH) Table 1SS.4.157 (Z/x L7z,
EIZRZY U CRFE ST iBs
7% 2.7.4.4-61 |\Z52H D H 5 tirzepatide FED 16 HlD 9 5

¥ = ED 1.0~29.7 ng/L IZ[AIE L=, 7RV D 1 Bilix, By b= M0k

1 41,

(ENAYIVI RV

A LAY Y TIEURE 3]

2 2 AHRBR I,

15 Bl D% BLER

BB OKBECELNIZZD, By b= EOFREEN 20> T2,

Z D16 FNIRE N BYE (13 41) KOWREE (9f) T, SHRTm kR TREFEAR ED
PEHEZEHL W, 2V b= EEBNMEE 5K Th D (dHerbomez et al
Wt 22 Tz, EORR, 4 FlIILIER

2007) .

16 {5 5 il
FTRTHY .,

1 Bz

LREAAR RO 72
= m o RREEPEFRIRIER: 2 292 FORIR AR AV S e, Zofe

(Z HHR RO

W

H

7

FLOFEUEIZFZ Y LT,

N NN DYE

MM E Tichv

S e O%

BeHBAMEE D AN N =B 100ng/L B CTH -T2 1, 5 BRICHAESI N Ivy b=

mﬁlsgmf%ot:&#% TRBRHE Y R AT X2 D% OB IR A XA ZE &l L7z,
AEZHIE LT, JEBEE OB OffECH IR123020 b T R A T v b= AR D

LD LI o Te 2

wak_&\&U%

Enb,
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LY3298176 (2 HLBEIR M)

tirzepatide

2.7.4 BERM

el

R

%+ 2.7.4.4-61 IREBBRRICHALY FZUENS0%UEERL, ALY PV EDQMIEN 35 ng/L L ETH>-#EEE (F 2 HRUE 3 HiER)

Thyroid-Related AE

Treatment

Discontinued due

Patient Characteristics Calcitonin (ng/L) Reported to Calcitonin
Study PBL Safety
Treatme Age | Tobacco | Study % Peak | Follow-up Comments
Patient ID nt Sex | (yr) | use (Y/N) | Day | CFB | Value Value Y/N PT (EAFE Y/N
Blood calcitonin
[ Tirzepatid Day increased (ifi.H1 77 /L Patient reported
[ ] e5mg | I | Y 281 66 | 43.4 22.6 Y > k=) Y concomitant use of PPL.
Blood calcitonin
increased (1fiLH # L
¥ k=)
I Tirzepatid Day thymus enlargement Subsequent thyroid
[ ] e5Smg H | <l Y 170 58 38.0 12.3 Y )EwN) Y ultrasound was normal
Blood calcitonin
I Tirzepatid Day increased (Ifi.H 77 /L Subsequent thyroid
[ ] e 5 mg [ | | N 100 133 51.4 28.0 Y > k=) Y ultrasound was normal
I Tirzepatid Day Patient reported
| ] e5Smg | B Y 679 52 37.2 23.3 N N concomitant use of PPL
Patient discontinued study
drug on Study Day 29 due
to AE of flatulence. Peak
[ Tirzepatid Day calcitonin was at safety
[ esmg | 1| 71 Y 481 193 | 39.0 N/A N N follow-up.
Blood calcitonin
I Tirzepatid Day increased (Ifi.H %7 /L Subsequent thyroid
B | -0 | W | 4 Y 164 82 353 23.9 Y ¥ b= Y ultrasound was normal
Calcitonin level returned to
] Tirzepatid Day normal level (27.3 ng/L)
H | -om: | H | SH N 278 681 | 453 27.3 N N after stopping PPI
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Patients with Postbaseline Increase in Calcitonin Greater Than or Equal to 50% and an Absolute Value Greater Than or Equal to 35 ng/L in Phase 2 and 3 Studies

Treatment
Discontinued
Thyroid-Related AE due to
Patient Characteristics Calcitonin (ng/L Reported Calcitonin
Study PBL Safety
Patient | Treatmen Age | Tobacco Study % Peak | Follow-up Comments
ID t Sex | (yr) | use (Y/N) Day CFB | Value Value Y/N PT (EAFE Y/N
Blood calcitonin
[ ] Tirzepatid increased (ifi.H1 77 /L Subsequent thyroid
B -0 H | sk Y Day 85 66 39.1 21.0 Y ¥ k=) Y ultrasound was normal
I Tirzepatid Day Patient reported
B -0 | | ol N 275 179 36.8 25.2 N N concomitant use of PPI.
Blood calcitonin
B | Tirzepatid increased (1fLH A L
N 5o | 1 | 5 N Day 83 | 321 56.0 17.9 Y k= BN Y
Repeat calcitonin on Day
Blood calcitonin 175, 6 days after the peak
B | Tirzepatid Day increased (LA /L value was measured, was
N -5n | H | 5 N 169 126 38.8 19.9 Y k= BN N improved to 32.1 ng/L.
Calcitonin returned to
baseline levels of 29.7 ng/L
on Day 284. No thyroid
follow-up was performed.
[ ] Tirzepatid Day Patient reported
E -5 [ ] 7l N 171 83 52.6 38.9 N Y concomitant use of PPI.
Blood calcitonin Subsequent thyroid
increased (fi.H %7 /L ultrasound showed left
b=, thyroid nodule. Imaging
I Tirzepatid Day Thyroid mass (HIRAR revealed a colloid nodular
I 5o | | d Y 177 128 62.4 30.9 Y JEX)) Y goiter

195




LY3298176 (2 UpEIR ) 2.7.4 FRIRMYZEME
tirzepatide

Patients with Postbaseline Increase in Calcitonin Greater Than or Equal to 50% and an Absolute Value Greater Than or Equal to 35 ng/L in Phase 2 and 3 Studies

Treatment
Discontinued
Thyroid-Related AE due to
Patient Characteristics Calcitonin (ng/L Reported Calcitonin
Study Tobacco PBL Safety
Treatme Age Use Study % Peak Follow-up Comments
Patient ID nt Sex | (yr) | (Y/IN) Day CFB | Value Value YN | PT (EXFE Y/N
PI felt the calcitonin result
(Day 170) was incorrect. The
re-test from Day 175 result
was 1.5 ng/L. Due to this, PI
[ ] Tirzepati Day did not perform additional
B o5 | | 7R N 170 | 16500 | 166.0 1.0 N N follow-up.
Repeat calcitonin on Day 373
which was 6 days after the
date of peak value
] Tirzepati Day measurement was normal at
I  cs5me | W | Y 367 775 53.4 10.6 N N 6.9 ng/L.
Blood calcitonin
[ Tirzepati Day increased (Ifi.H 7 Multiple repeat measures after
I | o5l A Y 175 237 67.0 29.0 Y | /b b= HE00) N the peak value trended down.

Abbreviations: AE = adverse event; CFB = change from baseline; eGFR = estimated glomerular filtration rate; F = female; 1D = identification; M = male; N = no; PBL =
posthaseline; PPl = proton pump inhibitor; PT = preferred term; yr = year; Y = yes.
Note: The 4 patients in the comparator group who had a postbaseline increase in calcitonin >50% and an absolute value >35 ng/L are included in Table 1SS.4.157

196




LY3298176 (2 HKEjRIp) 2.7.4 FRRMZ M
tirzepatide

By h=ENOEEESR

W2 KO 3MRBRAE L T, B4 pITR ALY N BINOFEREN R L, =
D40 BHDH B, 9BITEGRBEZEDO I NY h=fEOE—27 3 35ng/L LLETHY, X—RX T A
VNG 50%LL LD EFENRS Ll (£ 27.4.4-61) . EY O 31BN, HERBHOILY h=
AMED ¥ — 27 78 35 ng/L K T o 7= (20 ng/L i 35 ng/L Kifli : 861, 20 ng/L LLF : 23 %)

2744265 HBRIREEDZEMEDFER

ENE 3 FHRER T 5 GPGO KN GPGP iR, HURMREMEERE & O C MlaiE kL s &
Niginotz, BEERBHO LY b= AHD 35ng/L B ToH - T2 E 1T 2o 72,

Tirzepatide D55 2 #H ) OV 3 FEFER T RURIRBE D Z 2O BE fffmiL, LTFTo LB T
bl

o ART, HURIRBERRE T CHlmIE R Z A 2 HBRE TR bR o7,

e Tirzepatide #f T EGBALEEIC LY b= lDS 50%LL B EF L, #a%HMEA 35ng/L LA ET
o TIEFIE, FHIE SRR o 72 161 & RO CHRERIRE 5 Ofkgio 1 1L 12 b & 3 F
HETHNLY h=EMETFTLTEY, Ay b= E10 ERICHERZ2ERR S D LT
Bz ool

e Tirzepatide ® 7 » F & W\ 2 FM O AEHERER TIX, EIEMASR O GLP-1 &K /EH)
LU THARM O BT AN HE S0, b FOBKHER CIIRkO =7

RO N>, L, B 2L 3FHRBROWIRIIE W2 L6 tirzepatide
& FRIRAR MR O BEE L C D WD U R AR 2255 L T,

IS DFERND | tirzepatide 512 L o THUIRRBIAGE, C MR, K OFHGHI72 711
VR UEEROREBRY A7 BZHEINT S L0 D =BT U REERD b o 7o, Tirzepatide % #
HINTBETOMFE ALY F=EOEBE=4 U o 7 UIHIRREE R AL, BRI
BETRV MRS ORE, SEFIN 2 S ANBEREFRLED U A 71227205 % AlReNE
LHY., TOHAEEIAHTH D,

274427 {El¥E
2744271 BEBE
IS 12 MBS RS T3 K D IR ARFOERE R Y AV K+ Th 5, RMFEORIY X 7 1% fﬁ
ETIR SAUIE A SEER SN TV D MBERE THD S b, A4 AU U XUTA A Y o
(SUEZe L) TERY EWZ ERHRE STV S  (Zammitt and Frier 2005, Heller et al. 2020)
GLP-1 SR WNEEH IR EDA > 7 VT U BEHK KT SGLT-2 FILEFOMHIC K DK D FEH
FIE 1IMRD TRV (Frier 2014) , GLP-1 SZAREENEIL, 70 =t — Z{EAFRYIT g~ & DA > A
U5 /)A%{EL L. 75355314 % (Campbell and Drucker 2013) I BEfE 23ME ik
OFIFAICEE L7 & X120, GLP-1 S A RVESh KT IE 72 f s 1E H MRS sE L 34 L 72 (Aroda and
Ratner 2011, Christensen et al. 2014, Korsatko et al. 2018) , GIP 3 A VAU V' KNI )V T3 2 D55
W RIFTHEL, v a—XEFRTH D, GIP ITMBEFEAEWE Z X FEICA R Y 3%
e U, MBS 2N IE 5 SUTR W & X B 7 v b I3 A& EdEd 2 (Christensen et al. 2014)
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T2DM H#E TlE., GIP ZHEKL D GLP-1 ZHERDOT = 7 /)7 T=A ME, RIMEORI Y X 7 M
BN ERTFHIETWS (Samms et al. 2020)

2744272 EmMHEOFFE
W SR Z AT L, LR o7 AU —I2p¥E LT,
o HJE(RIMBE (EFITHE 2.7.44273HAESHOZ L)
o IMHEAA 54 mo/dL A DA M S 1% HE A b

- IMUHEAE 54 mg/dL AT o> 4 R oA S 13 ERE A T ARG af A

o IMAEAE 70 mg/dL LA AR E S 1% B AR i
- MBEAE 70 mg/dL DA oD A& FEIARK A S0 B0 A% P AR A

1 RRLANIC e L CHEBL L 7RI X3~ C 1 FoFERE AR L, Kb EIEED SN T2F
LTI,
MMz T, GPGH Bk TliL, CGM TH b7 MAEEME ML O FEPHN Th d i 2~ LT,

Bz e MUOBERE T 3K % 55 F BR AR RF O IUBE AR AT

BTG U MR FIR DR K DB AW T 5 72, RIS T — 2 (387 72 1 i s 3K
DG ZBE LB A CTHBE Y & Lis, Fio b FoR 54 MG+ 2 Bm R, 1BRED
B GG O b b P EIERHGIE RN S DL AF 2 —Th-> T, IRBREOHEFIE
BompEa s m h—LOHERFTH - THIHYID & Uiz, #Hiiz e bR PO At O A K2
M2 W RIMEfENTIX, 257 —4% & LCISS (5 5.3.5.3.1TH) Section 4.7.7 {2/~ L7z,

KA DHERDR LS

3 AR TR 2V T T 7 R FIIC K DI RBRIC L o TRR D Z 0D,
tirzepatide DIEIMFE Y 2 7 OFEAIL, £ RBR TOAmE FICESNT WD, AE TR LRI
T2, 274410 [SR LBV SARBROTE R I & MR FRICE SN T SUTEEY
T HBATRBN O EOWE BT REF T I A — AT ESNTER Ui, BEOEB <X
W Tk L OPFRIE S AR UL 2R — R 2 OB Ed o AT, B bIEFIKOS LRI
iEad— e, ZOREO PR FCORIBEORHEA ORIt L L.,

Bl LT, A R AL PR FC tirzepatide % 55 S 4U7 #BE O RMAET — 4 13, GPGL #t
B, GPGH RBROEIEEM, KUY GPGP RO I EM TR LTc, ZOHAE, S bIEFIEKO
%2\ GPGL #BRD T — #7238, A MBI UPFH T TO tirzepatide £ 5- ORI D 2T — % & L
THWHN S,
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Japan Phase 3 Trial

Abbreviations: OAM = oral antihyperglycemic medication; SGLT-2i = sodium-glucose co-transporter 2
inhibitor; SU = sulfonylurea.

[ 2.7.4.4-10 Tirzepatide D% 3 tHERRAEBR THOERMMET — 2 DIRTAE

2744273  EEKMEE

FERERMAE L, KA T 7 7 T Db S L < X% OO FFRALE M OB & 23
T D EEDORBFIEREFEE ORBL L ER Lz, BEIERMAET, EEREIEREL S ST
EOMRMEIIEZ £ D Z LD D, T H DRI L TV D & ITMAEE O RIE S HE L
ATREPEAY B 03, MR AR BIE S MBHEDO EFLIC L 2 £ B X DN HEE, 2D DRERIME
ML VBl SR Sz Z L O+a7eRile Lz,
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27442731 EEEMEORRINE

EI BRI R e OVgAh S 3 ARRRER C O ESERMLBE O BHEIE 2. OFRIENNCE 2.7.44-62 TR T,

FE B[R L OS5 3 AHRRER TIX AR 5119 B3 tirzepatide % B S 4u, 10 f5l (0.20%) T 12
HoOEIEMRMPENRE SN2, 20 10 BloS 5 5 6] (0.10%) 54 AV > 7I 0¥ T
SURDHHFIE T TH Y . WTNLbA | HEOBEGEARME 2 38 L7z, Tirzepatide Ff D B IERIAE
DFHY 27 13E > T2,

GPGO J& O* GPGP g T, HSERMIEIIHE S otz

£ 274462 REMKREOREMORETZAMEI COEEEMBEOEN
(F =2 MAERETEDOERARRKRDEMEZR )

Background | Study
Therapy (Comparator) Parameter TZPSmg | TZP10 mg | TZP 15mg | Comparator
GPGK N 121 119 120 115
None .
(Placebo) n (%); Episodes 0 0 0 0
. GPGL N 470 469 470 469
Metformin ]
(Sema 1 mg) n (%); Episodes | 1 (0.21); 1 0 1(0.21); 1 0
Metformin + | GPGH N 356 360 359 358
SGLT-2i (Insulin degludec) n (%); Episodes 0 0 1(0.28); 1 0
Metformin + | GPGH subset N 112 118 112 116
SGLT-2i (Insulin degludec) | n (%); Episodes 0 0 0 0
. GPGH subset N 244 242 247 242
Metformin . .
(Insulin degludec) | n (%); Episodes 0 0 1(0.40); 1 0
Metformin + | GPGM N 329 328 338 1000
SGLT-2i + SU | (Insulin glargine) n (%); Episodes | 1(0.30); 1 0 3(0.89); 5 11 (1.10); 15
On SU GPGM subset N 189 181 179 537
n
(Insulin glargine) n (%); Episodes | 1 (0.53); 1 0 1(0.56); 1 6(1.12); 10
GPGM subset N 140 147 159 463
Not on SU . . .
(Insulin glargine) n (%); Episodes 0 0 2 (1.26); 4 5(1.08); 5
Insulin GPGI N 116 119 120 120
glargine = | ) ebo) %); Episod 0 2(1.68;2 | 1(0.83);1 0
metformin acebo n (%); Episodes (1.68); (0.83);

Abbreviations: N = number of patients in the population with baseline and postbaseline value at the specified
time point; n = number of patients with hypoglycemia; SGLT-2i = sodium-glucose co-transporter 2 inhibitor;
Sema = semaglutide; SU = sulfonylurea; TZP = tirzepatide.

27442732 EfEEMAEZ FIE L -BKEBREICET 58MER

FE RIS 2 J8 B U 7= WEBRE OB O tirzepatide D e B2 3 2.7.4.4-63 1R,

Tirzepatide AED 10 I CHEL L7z EAEIRMAE 12 0 5 B 7 fRFMERF ARG S0 210
EE AR AL U7z, Tirzepatide 15 mg £ 2 FlD 4 1%, THIZ X W IRERFEDOR 5.2 ik
L7228 L, LRI tirzepatide &Y Smg TH o7z, ZO 261D 5 6 1 1% EE & A%
FHL LTz & X tirzepatide DRG0 5 5 AE L TEY ., © 9 1 HillT tirzepatide D H&H
a6 1R RE L7212 3 RO EAE RIS 2581 L 7=, Tirzepatide B D%V 8 il CHILL -
HE RIS 8 LRITIRBRIE DB G-Il L7225, 84l & HIRBRIEDI G LU A 52 T LT,
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+ 2.7.4.4-63 FEEMEORITFIOD tirzepatide D= HE

Highest TZP Dose Prior to Severe Hypoglycemia Episode(s)

Treatment Group 2.5 mg 5 mg 7.5 mg 10 mg 12.5mg 15 mg
TZP 5 mg 0 2 NA NA NA NA
TZP 10 mg 0 1 0 1 NA NA
TZP 15 mg 1 4a 1 0 0 2

Abbreviations: NA = not applicable; TZP = tirzepatide.

a  One patient in the 15-mg group reported 3 episodes of severe hypoglycemia after discontinuing study drug at
a dose of 5 mg, and 1 patient in the 15-mg group reported 1 episode of severe hypoglycemia after
discontinuing study drug at a dose of 5 mg.

Mz T, EAERMEEO W TREMED & 2 FRZHRFET 572010, HFRBRTHRE SNIEAFFR LD
HELRAFFRNO, FHE, BEELIKRE. FEMEO W, TADA . RITETORRE, KT,
B ORI D PT Z4R5R LT, B ISRAE S e BE R 3 222 o 72,

55 3 AR TEEIR MRS 2 R L 7R OBLE 2 45 IR OGBS L F1 R Lz, 56 248
PR I EEIR AR IE8 B e o Tz,

2744274  IN¥EE 54 mg/dL KGO K M EE X 1% EE (K 104
27442741 EmMEDHKFENE R UFKER

% 3 FHEER C O MBI 54 mo/dL AT O fUbE SO EE(R A DR BLEIS L OHE (LEHT-
DICERES) %, DRAMEEE U CHEH L7- bk T3 2 & 123 2.7.4.4-64 1277,

274427411 HtREE
BERMER L, A PRI, XX SGLT-2 [HEEK

MBS FHA BT LTy, b L<IE SGLT-2 PERO R UTIHEMM T TA hALI v %
W TW gk Ti, tirzepatide #£ T M 54 mo/dL A OO AR Mg S X EEAR g oD F8 B &
AR OREBRRITE 72, OFAEIEL LT SGLT-2 EREZ AWV TV 4B E TIIEH L -
77

e GPGKEER (PFHIMRIERL) Bl L

e GPGO#ER (DAL L) @ 0%~1.25%, 0~0.012 {} ~4F

e GPGL#BR (A F7R/LIY) :0.21%~1.70%, 0.0046~0.0212 {1,/ 4F

e GPGH &l (X hAR/LI & SGLT-2 HEHDOHM) : 1.69%~2.68%. 0.016~0.026 {4,

GB
e GPGP#RER (V774 KK Il
o GPGP#Br (SGLT-2 fHESK) : FHARL

SUEK, ARV IRy X7V =FE

DFARIEE LT SU K, A RT Y ZIUF 0 E7 Y = REE FV T8 T,
tirzepatide #f CO MAEE 54 mg/dL A O M 1L EEAR Mg DR BLEN S Je OVREBL=R A3 Ll it i
Mol

e GPGMRBr (SU#K) :9.94%~13.76%. 0.14~0.16 {1 4F
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e GPGI#BR (A1 AV 7T NF) :1417%~19.33%. 0.43~0.64 {4
e GPGP#BR (SUZE) : 0%~6.98%. 0~0.068 1 4F
e GPGP#ER (/') = F#) :0%~4.76%, 0~0.048 {4 4F

FTVN ORI T a-TNav F—EHER
BEREE L LTF 7Y U D UVEET -7 v a s X —PIEE AL VTR E (GPGP #ER)
T, tirzepatide FE CIILBE{E 54 mo/dL AT O AR MR ST EAEIRMBE X R B L2 o 72,

274427412 XTI L DR
7R
M 54 mg/dL A OAR IS S X ESE AR MRS DR BEI G K OB IL, tirzepatide AE & 77 &
REECHEIL T,
o GPGK Gl : tirzepatide #E%HL /2 L, 77 &AL LB (0.87%. 0.03 {4, 4F)
e GPGI B : tirzepatide #f 14.17%~19.33% (0.43~0.64 {4 /4=) . 77 & R#EfE 12.50% (0.44
/)

GLP-1 SR IEB)3KE
R L UTHIHEE 54 mg/dL AT O AR fbE ST EAEAR Mg DR BUEIS K OFEBLERITAKR D> o 7228
tirzepatide 15 mg #E T~ 27V F R 1mgBER T = F 7 /LF R 075 mgBE L bl L CEno 7z,
e GPGL i : tirzepatide 5 mg #F 0.85% (0.0094 {4 4F) . tirzepatide 10 mg #¥ 0.21% (0.0046
/%) | tirzepatide 15mg A% 1.70% (0.0212 4 4) . &~ 27 /L5 K 1mg £t 0.43%
(0.0047 {4/ 4)
e  GPGO #B# : tirzepatide 5 mg AEFHi72 L. tirzepatide 10 mg AEFHL72 L. tirzepatide 15 mg #¥
1.25% (0.01214 ) | 727 7 NF F0.75 mg #EFRBL2 L

A R Y K
MAEE 54 mg/dL AT OAR A S ESEAR M O BLE G K O EBLERIL, tirzepatide #f CTHRMEA
VA ARIERE L i LT R o T2,
e  GPGH % : tirzepatide f 1.11%~2.23% (0.0108~0.0290 {4 4) . A > AV > FINT
7 & 7.26% (0.1013 {4 4F)
e GPGM &%k : tirzepatide ¥ 6.10%~8.81% (0.08~0.10 1 4F) . A v AU v FILF R
19.10% (0.32 {1/ 4F)
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2.74

= 2.7.4.4-64 [M#HEE 54 mg/dL RFEDEMHER (T EEEMBEDEL
(BRERARBELEMOZBRPRETHE T, HE-LOERTEOERARABEOERZEKR<)

HRIR Y

el

R

Background | Study
Therapy (Comparator) Parameter TZP5mg | TZP10mg | TZP15mg | Comparator
Global Phase 3 Studies
N 121 119 120 115
None éTi:a(bo) n (%); Episodes 0 0 0 1(0.87); 3
Agg. Rate/year 0.00 0.00 0.00 0.03
N 470 469 470 469
Metformin ?SZEZ 1 mg) n (%); Episodes | 4 (0.85); 4 1(0.21);2 | 8(1.70);9 2 (0.43); 2
Agg. Rate/year 0.0094 0.0046 0.0212 0.0047
Metformin £ GPGH N . 36 360 339 358
SGLT i (nsulin degludec)  |" (%); Episodes | 5 (1.40);5 | 4(1.11);4 | 8(2.23);11 | 26 (7.26); 38
Agg. Rate/year 0.0134 0.0108 0.0290 0.1013
Metformin GPGH subset N 112 118 112 116
re GLT-IZi (insulin ;eglu decy | (06) Episodes | 2(L79:2 | 2(169)2 | 3(268)3 | 10(862);14
Agg. Rate/year 0.0171 0.0161 0.0259 0.1149
N 244 242 247 242
Metformin SESGLJ'IT”S;E;T; decy |1 (06) Eisodes | 3(123):3 | 2(083):2 | 5(202)8 | 16(661); 24
Agg. Rate/year 0.0117 0.0081 0.0304 0.0948
Metformin + GPGM N . 329 328 338 1000
SGLT-21+SU | (Insulin glargine) n (%); Episodes | 29 (8.81); 46 |20 (6.10); 43| 27 (7.99); 55 | 191 (19.10); 492
Agg. Rate/year 0.09 0.08 0.10 0.32
N 189 181 179 537
onsu ﬁ:jj'l\i/'nsgfiztine) n (%); Episodes | 26 (13.76); 43 | 18 (9.94); 41 |23 (12.85): 46| 116 (21.60); 335
Agg. Rate/year 0.15 0.14 0.16 0.41
N 140 147 159 463
Not on SU ﬁﬁihﬂf;f;ﬁ;ne) n (%); Episodes | 3 (2.14);3 | 2(1.36);2 | 4(252);9 | 75 (16.20); 157
Agg. Rate/year 0.01 0.01 0.04 0.22
Insulin GPGI N 116 119 120 120
glargine = (Placebo) n (%); Episodes | 18 (15.52); 61 |23 (19.33); 49|17 (14.17); 41| 15 (12.50); 44
metformin Agg. Rate/year 0.64 0.50 0.43 0.44
Japan Phase 3 Studies
N 159 158 160 159
None ?[;JCI;;)OJS ma) n (%); Episodes 0 0 2(1.25); 2 0
Agg. Rate/year 0.000 0.000 0.012 0.000
N 148 147 148
1 0AM ?NPOC;Z) n (%); Episodes | 1 (0.68); 1 1(0.68); 1 | 3(2.03);3 NA
Agg. Rate/year 0.006 0.007 0.020

Abbreviations: Agg. = aggregated; BG = blood glucose; Dula = dulaglutide; N = number of patients in
population with baseline and postbaseline value at specified time point; n = number of patients with
hypoglycemia; NA = not applicable; OAM = oral antihyperglycemic medication; Sema = semaglutide;
SGLT-2i = sodium-glucose co-transporter 2 inhibitor; SU = sulfonylurea; TZP = tirzepatide.

27442742

I #EE 54 mg/dL KD EEMEMAE R (X EAEREE M HE

% 3 AHRBR TOMAEE 54 moldL A 007 R B 3 13 B E A7 G ks o J8 BLEN & J OV =R
LEHTZ 0 ICHHE) Z0PHEELE Ul L2 T3 2 & 10# 2.7.4.4-65 12~
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274427421 tRAEE
PEAMIEZRZ L, A PRI, XX SGLT-2 HEEK

MBERE TEE A2 OFH L CunZeuny, & L <X SGLT-2 BERO G XUIFEHFH T TA b v %
W T W HERFE Tl tirzepatide #E T MAEE 54 mg/dL A 0> 4 B IS X BAEA P b
DOFBEIE K ORHRITE o 7, PFAFE L LT SGLT-2 FESRKE AV T g Tl
L7ghoT-,

o GPGK#ER (JFHMIEARL)  HERL

o GPGO#ER (JFHFIEL) FB2 L

e GPGL#BR (A FE/LI ) @ 0%~0.21%. 0.000~0.002 {1, /4F

e GPGHER (X FA/LI & SGLT-2 BEFHDOPIA) : 0%~0.89%, 0.000~-0.0086 4,4

e GPGP#ER (77 A NI Bl

o GPGP#BR (SGLT-2 fHESR) : FHL

SURK, ARV TIAFY, X7V =FE

BEARIE L LT SU TS v AU v I ZHNTWI-gBRE T, tirzepatide B TD
MAEE 54 mgldL A 0> 72 I b S 13 F A AR G i o0 FE B E A& Je OV B 23 hilie i i < L OF
FAREE LT/ ) = REZA W TV BRE TIIRE Lo 7,

e GPGMRBr (SUHK) :2.21%~4.23%, 0.04~0.05 {1 4

e GPGIRBR (S AV Z7FLF¥) :3.36%~6.90%, 0.04~0.26 1 4F

o GPGP#BR (SUH) :0%~6.98%, 0~0.068 {1 4

o GPGP#ER (/U =F%) :3BRL

FTVYDUET a- N a X —PRHEK
BEREE L LTF 7Y U DU T a-7 v a s X —PIEEAE TV -k s (GPGP R ER)
TlX. tirzepatide £ CHBEHE 54 mg/dL A 0 4 S IUBE XX BEEAR M X R BL L 72 0o 72,

274427422 XHHEEE & DL
7R
MHEAE 54 mg/dL 2R3 0> 72 AR A 13 BE A TR IS O FEELEIA K OV BL=R 1, tirzepatide #F
LT TRARBETHELEIL T,
o GPGK#Hk : tirzepatide #. 7' 7 B ARFEOWVTNHIHH L L
e GPGI#&Bh : tirzepatide ¥ 3.36%~6.90% (0.04~0.26 - 4F) . 77 &REfE 6.67% (0.23 1
/)

GLP-1 X EIEBHE

e LT, MFEE 54 mgldL A o> 4 R i S0 S A& T b o0 FEELE A e OV BRI,
tirzepatide #£ CE~ 7 /v F N 1mg K ONT =7 Z/VF K 0.75 mg #f & b U CTHEBLL Tuiz,

e GPGOER (FHIMRILEZL) : FHRL
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e GPGL #&B# : tirzepatide £f 0%~0.21% (0.00~0.002 {:/4E) . &~ 27 /LF K 1 mg#f 0.21%
(0.002 4/ 4F)

HEp A R Y VRE
MBEAE 54 mgldL A 0O 42 AR b S0 BRE A& R IUNE O R BLEI A L OSB3, tirzepatide #f
CEMEA AV APERE L B L TR o 72,
e  GPGH 7B : tirzepatide A% 0%~0.84% (0.000~0.011 {4 /4) . A > AV > T T NT 7Bt
1.96% (0.021 1/ 4F)
e GPGM kB : tirzepatide #f 1.52%~3.04% (0.03 {4/ 4E) . A L AV v T T )X R
10.50% (0.16 1 /4£)
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2.74

HR IR A2 etk

3 2.7.4.4-65 [M#EE 54 mg/dL KEDOEEEMPE X (X EERBEMFEDEL
(BRERARBELEMOZBRPRETHE T, HE-LOERTEOERARABEOERZEKR<)

Background | Study
Therapy (Comparator) Parameter TZP5mg | TZP10mg | TZP 15 mg | Comparator
Global Phase 3 Studies
N 121 119 120 115
None ;TaeceKbo) n (%); Episodes 0 0 0 0
Agg. Rate/year 0.00 0.00 0.00 0.00
GPGL N 470 469 470 469
Metformin (Sema 1 mg) n (%); Episodes 1(0.21);1 0 1(0.21);1 1(0.21);1
Agg. Rate/year 0.002 0.000 0.002 0.002
Metformin+ | GPGH N . 3%6 360 359 358
SGLT-2i (Insulin degludec) n (%); Episodes 0 0 3(0.84); 4 7 (1.96); 8
Agg. Rate/year 0.000 0.000 0.011 0.021
Metformin +| GPGH subset N . 112 118 112 116
SGLT-2i (Insulin degludec) n (%); Episodes 0 0 1(0.89); 1 2(1.72); 3
Agg. Rate/year 0.000 0.000 0.0086 0.0246
N 244 242 247 242
Metformin | CFCH subset n (%); Episodes 0 0 2(081):3 | 5(207);5
(Insulin degludec)
Agg. Rate/year 0.000 0.000 0.0114 0.0197
Metformin + GPGM N 329 328 338 1000
SGLT-2i £ (Insulin glargine) n (%); Episodes | 10 (3.04); 13 | 5(1.52); 15 | 7 (2.07); 15 |105 (10.50); 237
SU Agg. Rate/year 0.03 0.03 0.03 0.16
N 189 181 179 537
on su ﬁ:iwnsglt;;ne) n (%); Episodes | 8 (4.23); 11 | 4 (2.21): 14 | 5(2.79); 10 |65 (12.10): 160
Agg. Rate/year 0.04 0.05 0.04 0.20
N 140 147 159 463
Not on SU ﬁ:sclj'l\i/lnsglt;istine) n (%); Episodes | 2(143);2 | 1(0.68):;1 | 2(1.26):5 | 40 (8.64);77
Agg. Rate/year 0.01 0.00 0.02 0.11
Insulin GPGI N 116 119 120 120
glargine = (Placebo) n (%); Episodes | 8(6.90); 25 | 4(3.36);4 | 8(6.67); 17 8 (6.67); 23
metformin Agg. Rate/year 0.26 0.04 0.18 0.23
Japan Phase 3 Studies
N 159 158 160 159
None GPGO n (%); Episodes 0 0 0 0
(Dula 0.75 mg)
Agg. Rate/year 0.000 0.000 0.000 0.000
N 148 147 148
GPGP .
1 0AM (None) n (%); Episodes 0 0 3(2.03); 3 NA
Agg. Rate/year 0.000 0.000 0.020

Abbreviations: Agg. = aggregated; BG = blood glucose; Dula = dulaglutide; N = number of patients in
population with baseline and postbaseline value at specified time point; n = number of patients with
hypoglycemia; NA = not applicable; OAM = oral antihyperglycemic medication; Sema = semaglutide;
SGLT-2i = sodium-glucose co-transporter 2 inhibitor; SU = sulfonylurea; TZP = tirzepatide.

2744275
2744275

A

M #E{E 70 mg/dL LLF DR M A% X 1% E e K 10 4

EmEDRERE S RURBEER

%5 3MRFABR TOMPEE 70 mg/dL LT OARMLBE ST BEAEARMAE OB ETIE R OFEIR LFEHT
DITFHEE) ZBFRREE S U TR L7z bEpE T3 2 L 105% 2.7.4.4-66 12”7,
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274427511 tRAEE
PEAMIEZRZ L, A PRI, XX SGLT-2 HEEK

MBERE A O LTy, SGLT-2 FLESKOOFH XUIFEIH FTA MBI v E2H 0T
7. B L<IE SGLT-2 [HEIHKDO A2 PFH L T =g Cik, tirzepatide #%COIMBEE 70 mg/dL
VLR AR i b S FEAREAR LS O 58 BIEI A K O BRI o T,

o GPGK#BE (JFAMIE/RL) : 5.79%~8.40%, 0.21~0.22 {4

e GPGO#ER (DFAFIEZ2L) : 0%~5.00%, 0~0.077 {4 4

e GPGL#BR (A FR/LI V) @ 7.23%~11.91%, 0.14~0.34 {1 /4F

e GPGH#MR (A MR/ & SGLT-2 FHFEFHKDHFH) : 5.36%~15.25%, 0.09~0.82 4

e GPGP#&BER (V7774 K#) :0%~10.00%, 0~0.11 4 4

o GPGP#li (SGLT-2FHEZE) :0%~4.76%. 0~0.044 4

SURK, ARV TIAFY, X7V =FE

BERIE L LT SU XTI A v AU v ZIAF U ZHNTWI-gBRE Tl tirzepatide B TD
IR 70 mg/dL LA T AR S S 1 SE A i o FE BB & K O BLSR 23 LRI i1 > > 7=, GPGP #&
BRCiE, PRARIEE LT SUBKIEZ Y = RIRAE IV T BB CIRIfUFEE 70 mg/dL LA T DK
(A S SRR MBS DR BLE G K OV B A B AR )~ - 72,

e GPGM&Br (SUIK) : 49.72%~54.75%, 1.98~2.51 4 4

e GPGIRBR (S AV Z7F/F) :60.0%~63.03%, 7.73~8.79 {1 /4F

o GPGP#BR (SU#K) :18.60%~23.26%, 0.38~0.52 {1 /4F

e GPGP#&RER (7/'V=F%) :9520~23.81%, 0.32~0.53 {4

FTVVPUEUT a- T a v F—PHER
BERPEIE L LTF T Y U DU IL -V a v X —BHEKEZ AW T W BRE T,
tirzepatide ¥ C D MLBFE 70 mo/dL A O AR S0 B EAR MUBE O R BLE & M O BLRITIK o 72,
e GPGP#EER (F7 VU IU3) @ 0%~4.76%, 0~0.045 ff /4F
e GPGP#RBR (-7 Vo X —PHER) : BHARL

2.7.4.42751.2 XHHEEE & DL
7F &R
e GPGK 3B : MfEfE 70 mg/dL LLF AR ifn 4 S 13 B AE AR f 4 O R BLEI & & O BLER 1T
tirzepatide #¥ (5.79%~8.40% [0.21~0.22 {4 4] ) T 7 kAH (0.87% [0.06 7 4] )
L L CEno T,
e GPGI #ABx : MM 70 mg/dL LA T AR ks 3 0d B AE A I HE 0 8 BB A I OV BLR 1%,
tirzepatide #£ (60.00%~63.03% [7.73~8.79 £ 4] ) & 77 &H#E (60.83% [6.63 {4~
F£]) THEEIL TV,
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GLP-1 2K IEB)KE
IMFEME 70 mo/dL LA T o0 AR s 513 B AE AR Mg O S B EI & K O BLEIT, GPGL 7Bk Tl
tirzepatide 15 mg #f Tt~ 27 /LF F 1 mg #f & g L T <. GPGO 7 Tl tirzepatide 10 mg # &
N15mgBETT 27 7 /F R 0.75 mg BE & Bl L Cinro 7z,
e GPGL B : tirzepatide 5 mg #f 7.23% (0.18 {1, /4F) . tirzepatide 10 mg &¥ 7.46% (0.14 f%:
/) | tirzepatide 15 mg #f 11.91% (0.34 {4 4F) . B~ 7 /LF R 1mg#¥ 7.68% (0.21 1+
/)
e GPGO 7B : tirzepatide 5mg #EFEHL72 L, tirzepatide 10 mg # 1.90% (0.018 {4, 4F)
tirzepatide 15 mg #f 5.00% (0.077 f/4) . 7 =7 7 /LF K 0.75mg #f 0.63% (0.006 4,
)

A R Y R
MAEE 70 mo/dL LA T OAK M SO % EEA MUBE O S8 B EI S M O BIERIL, tirzepatide #f CHREEA
VA ARIERE L il U TR o T,
e GPGH B : tirzepatide #f 8.43%~14.48% (0.13~051 4E) . A VAV Y TINT
B 47.49% (3.19 1 4F)
e GPGM il : tirzepatide #f 32.62%~37.57% (1.14~1501F:4) . A1 > AV > FTLF
# 64.10% (5.18 {4 4F)
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2.74

+ 2.7.4.4-66 IMHENE 70 mg/dL LATF DKM #E X (L EEEMAEDER
(R=RSA VERZXEMORBEEHNRBR TR I T, F-LOERTROERFABROERER)

HRIR Y

el

R

Background | Study
Therapy (Comparator) Parameter TZP 5 mg TZP 10 mg TZP 15 mg Comparator
Global Phase 3 Studies
N 121 119 120 115
None E:g:bo) n (%); Episodes 7 (5.79); 23 10 (8.40); 23 10 (8.33); 24 1(0.87); 6
Agg. Rate/year 0.21 0.21 0.22 0.06
N 470 469 470 469
Metformin ZZS;: 1mg) n (%); Episodes | 34 (7.23); 78 35(7.46); 62 | 56 (11.91); 145 | 36 (7.68); 88
Agg. Rate/year 0.18 0.14 0.34 0.21
N 356 360 359 358
Metformin + | GPGH n (%); Episodes | 30(8.43); 50 | 49 (13.61); 188 | 52 (14.48); 127 | 170 (47.49);
SGLT-2i (Insulin degludec) 1197
Agg. Rate/year 0.1337 0.5062 0.3353 3.1916
. GPGH subset N 112 118 112 116
Metformin . .
+ SGLT-2i (Insulin n (%); Episodes 6 (5.36); 11 18 (15.25); 102 | 16 (14.29); 38 | 61 (52.59); 355
degludec) Agg. Rate/year 0.0939 0.8222 0.3282 2.9133
GPGH subset N 244 242 247 242
Metformin (Insulin n (%); Episodes | 24 (9.84); 39 31(12.81); 86 | 36 (14.57); 89 |109 (45.04); 842
degludec) Agg. Rate/year 0.1519 0.3477 0.3385 3.3256
. N 329 328 338 1000
Metformin .
SGLT-2i + GPGM n (%); Episodes | 112 (34.04); 580 | 107 (32.62); 722 | 127 (37.57); 809| 641 (64.10);
su (Insulin glargine) 7882
Agg. Rate/year 1.14 1.38 1.50 5.18
N 189 181 179 537
on su GPGM subset n (%); Episodes | 98 (51.85); 559 | 90 (49.72); 660 | 98 (54.75); 714 | 377 (70.20);
(Insulin glargine) 5339
Agg. Rate/year 1.98 2.33 2.51 6.52
N 140 147 159 463
Not on SU GPGM subset n (%); Episodes | 14 (10.00); 21 | 17 (11.56); 62 | 29 (18.24); 95 264 (57.02);
(Insulin glargine) 2543
Agg. Rate/year 0.09 0.26 0.37 3.62
Insulin N 116 119 120 120
glargine £ Eiljfilebo) n (%); Episodes | 70 (60.34); 737 | 75 (63.03); 809 | 72 (60.00); 847 | 73 (60.83); 669
metformin Agg. Rate/year 7.73 8.19 8.79 6.63
Japan Phase 3 Studies
N 159 158 160 159
GPGO .
None n (%); Episodes 0 3(1.90); 3 8 (5.00); 13 1(0.63); 1
(Dula 0.75 mg)
Agg. Rate/year 0.000 0.018 0.077 0.006
N 148 147 148
1 0OAM ?’\TOC;Z) n (%); Episodes | 15 (10.14); 33 10 (6.80); 28 17 (11.49); 33 NA
Agg. Rate/year 0.21 0.18 0.22

Abbreviations: Agg. = aggregated; BG = blood glucose; Dula = dulaglutide; N = number of patients in
population with baseline and postbaseline value at specified time point; n = number of patients with
hypoglycemia; NA = not applicable; OAM = oral antihyperglycemic medication; Sema = semaglutide;
SGLT-2i = sodium-glucose co-transporter 2 inhibitor; SU = sulfonylurea; TZP = tirzepatide.
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27442752 M¥EE 70 mg/dL LA T D& EHME M #E X |3 F JiE 7% 6 K 1 %5
% 3 AR ToOMABEE 70 mg/dL LA T 7 MR RS S 13 BE A7 K Mk o J8 BLEI & M OV ER =R
QAFEHTZ0ICHHEE) ZOFHRE S UTHEA L s T2 L 105 2.7.4.4-67 1271,

274427521 tRAEE
PrRA%EER L, A PRIV, XTI SGLT-2 REEK

MR T A G L Cuhany, & L<IE SGLT-2 FLERO A UTIEIHA FTA b v %
AW T g-BR#E Tl tirzepatide £ TOIMAENE 70 mg/dL LA T DA FEME Hf 13 B A& P ARG i b
DOFBEIE K ORHRITE o 72, PFAFE L LT SGLT-2 FLESRKE AV T g Tl
L7ghoi-,

o GPGK B (fFHMEIE/RL) :2.48%~3.36%, 0.064~0.073 {4

e GPGO#ER (DFAFIEZL) : 0%~1.25%, 0~0.03 {4

e GPGL#BR (A h7R/LI ) : 2.55%~4.68%. 0.037~0.096 f: 4

e GPGH &l (X hAR/LI & SGLT-2 HESDHFH) : 0.89%~4.24%, 0.009~0.089 {4,

G8
e GPGP#ER (v 77 F A N¥) :0%~5.00%. 0~0.053 {4
o GPGP#BR (SGLT-2 fHESR) : FHAL

SURK, ARV TIAFY, X7V =FE

BEARIE L LT SU TS v AU v ZIAF U ZHNT W gBRE Tl tirzepatide B TD
MAEE 70 moldL A< 0> 4 I i b S 13 B A& PR i oD F B Je OV LR A3 LR A i 7> o T
GPGP R TIx, OFAIELE LT SU EX X7 U = REEZ HWTW = #5RE CIXmpEE 70 mg/dL
s OARMAE S F FESE AR MHE DO FEBLE G K OFE B L AR - 72,

e GPGMR&Br (SU#K) :19.34%~24.58%. 0.54~0.80 f1:4E

e GPGIRER (f AV Z7T0NFr) :1833%~23.53%, 0.88~1.99 {4 4F

e GPGP#&B: (SU) :0%~6.98%, 0~0.16 {4

e GPGP#RBER (/U ="F%) :0%~5.00%, 0~0.048 {4 4

FT7TVIVUEL a- TN a v X —PHER

PEABRE L LTF 7Y ) VBT oo/ v a v X —BIERE AV CO 7 #E  (GPGP i)
TIE. tirzepatide Ff TOIMBEIE 70 mg/dL LLF o4& FHE bl S X AEAR LBE D FEHEI & S OFEBLR
I L 2o T,

274427522 XTHRZEE & DR
7R
o GPGK &k : MpEfE 70 mg/dL LA T A& B g S 1% BE A& PR b D FE BLEI A S OFE B
(X, tirzepatide B (2.48%~3.36% [0.064~0.073 {4 4E] ) TF TR (0%) & Lok
LTE»oT,

210



LY3298176 (2
tirzepatide

e GPGI

RUBEIRIR)

2.74

HR IR A2 etk

AR ¢ MBEME 70 mg/dL LU A& R fotfE 313 EAE A R MRS O S BLEI & L O FE R

I%. tirzepatide #f (18.33%~23.53% [0.88~1.99 {4 4] ) & 77k RE (19.17% [1.30
/48] ) THEEL TV,

GLP-1 2K IEB)KE

2R L LT, MPEE 70 mg/dL LU o4& R b 03 BE AR FRVEC ITBE o0 F8 BRI & M OV BLER I,
tirzepatide 15 Mg Bt CE~ 7L F FImgREL YT = F 7 VF R 0.75 mg #E & L L CTRmno 7z,

e GPGL 7B : tirzepatide 5 mg #¥ 2.55% (0.040 - 4%) . tirzepatide 10 mg #¥ 2.77% (0.037

. /4F) | tirzepatide 15 mg & 4.68% (0.096 {4:4F) . &~ 27 /LF K 1 mg#f 2.13% (0.040

i/ 4F)

e GPGO il : tirzepatide 5 mg #EFEHL 72 L. tirzepatide 10 mg #EFEi72 L. tirzepatide 15 mg #¥f

1.25% (0.031F4) . T =27 Z/VF K075 mgBEEie L

A R Y RE
MFEAE 70 mg/dL LA 0> 7 R A S0 FE 7 G i B oD S8 BB & R OV BRI, tirzepatide #F
THFEA A Y PRIERE & R L TR o T
e  GPGH B : tirzepatide #f 1.69%~3.62% (0.019~0.085 £ 45) . A VAV Y TINT
¥ 22.35% (0.837 {4 4F)

e GPGM il : tirzepatide % 12.50%~15.68% (0.33~0.47 14 4) . A AV ¥ J T LF

BE 42.40% (2.16 1/ 4)

% 2.7.4.4-67 IMFEE 70 mg/dL LLT QKRR M #E X (X EAERBIEMAEDEL
(R=RSA VEREHDOERBRMKRTHET., F-LOEETEOERRABREDERERL)

Background Study
Therapy (Comparator) Parameter TZP 5 mg TZP 10 mg TZP 15 mg Comparator
Global Phase 3 Studies
N 121 119 120 115
None GPGK (Placebo) n (%); Episodes 3(2.48); 7 4(3.36); 7 4(3.33); 8 0
Agg. Rate/year 0.064 0.065 0.073 0.00
N 470 469 470 469
Metformin EBSF;?nI; 1mg) n (%); Episodes | 12 (2.55); 17 13 (2.77); 16 22 (4.68); 41 10 (2.13); 17
Agg. Rate/year 0.040 0.037 0.096 0.040
. N 356 360 359 358
Metformin + GPGH n (%); Episodes 6 (1.69); 7 11 (3.06); 19 | 13(3.62); 32 | 80 (22.35); 314
SGLT-2i (Insulin degludec) (%); Ep (1.69); (3.06); (362); ( )
Agg. Rate/year 0.0187 0.0512 0.0845 0.8372
. N 112 118 112 116
Z$12“+ ﬁzﬂﬁgﬁmwn@wEmm% 1(0.89):1 | 5(424):11 | 4(357);5 | 24(20.69); 85
Agg. Rate/year 0.0085 0.0887 0.0432 0.6975
N 244 242 247 242
Metformin ﬁﬁﬁﬁ:ﬁm@ n(%): Episodes | 5(2.05):6 | 6(248):8 | 9(3.64):27 | 56 (23.14); 229
Agg. Rate/year 0.0234 0.0323 0.1027 0.9045
Metformin + GPGM N . 329 328 338 1000
SGLT-2i £ SU | (Insulin glargine) n (%); Episodes | 44 (13.37); 168 | 41 (12.50); 181 | 53 (15.68); 254 (424 (42.40); 3287
Agg. Rate/year 0.33 0.35 0.47 2.16
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Background Study
Therapy (Comparator) Parameter TZP 5 mg TZP 10 mg TZP 15 mg Comparator
N 189 181 179 537
GPGM subset .
On SuU (Insulin glargine) n (%); Episodes | 39 (20.63); 163 | 35 (19.34); 152 | 44 (24.58); 228 (255 (47.49); 2254
grarg Agg. Rate/year 0.58 0.54 0.80 2.75
N 140 147 159 463
GPGM subset .
Not on SU Ummmlwim)lw%xEmmms 5(3.57); 5 6 (4.08); 29 9 (5.66); 26 |169 (36.50); 1033
grarg Agg. Rate/year 0.02 0.12 0.10 1.47
insulin alarai GPGI N 116 119 120 120
nsulin glargine
giarg h (%); Episodes | 27 (23.28): 140 | 28 (23.53); 87 | 22 (18.33); 192 | 23 (19.17); 131
+ metformin (Placebo)
Agg. Rate/year 1.47 0.88 1.99 1.30
Phase 3 Japan Studies
GPGO N 159 158 160 159
None n (%); Episodes 0 0 2 (1.25);5 0
(Dula 0.75 mg)
Agg. Rate/year 0.00 0.00 0.03 0.00
GPGP N 148 147 148
1 0AM (None) n (%); Episodes 1(0.68); 1 2(1.36); 3 4 (2.70); 8 NA
Agg. Rate/year 0.006 0.020 0.054

Abbreviations:

2744276
GPGH

Agg.. = aggregated; BG = blood glucose; Dula = dulaglutide; N = number of patients in
population with baseline and postbaseline value at specified time point; n = number of patients with
hypoglycemia; NA = not applicable; OAM = oral antihyperglycemic medication; Sema = semaglutide;
SGLT-2i = sodium-glucose co-transporter 2 inhibitor; SU = sulfonylurea; TZP = tirzepatide.

CGM [CE D B ¥

HERD 52 W O 7 2 %5 ¢ Tlx, SCGLT-2 FHESKOOFH UIIEHH T TA FFLI v

AL CEY ., tirzepatide 5mg, 10mg, XX 15mg, b LIZA RV » TIONT 7 25 S
7z T2DM BB Z R L LT, 24 BB oIl 7 v 7 7 A V2 INE Uiz, WAL, %5 0, 24,
KON 52 HREDOFTIC, CGM %247 HE Bk 10 HIM) 255 L7-, 3t 243 i) Rl AT §E72 CGM
T2 FH Tz, GPGH iR D COM TABAE i F i & 55 5.3.5.1.5 THIZIRfT L7z,

2744276.1

1 47 fiE ANME i #E 1 T & > 1=l

#1552 IF D 24 WFEI D 5 5| HERFE DS MFEME 54 mo/dL A, U MAEE 70 mg/dL LU T TiE
TINDEMAEIL T > 72efll (4r. FE) KOZEORFRORG OR/h ZFRFEHMEIL, &
tirzepatide #f CA > AV » T NT IR L L TR o 7 (3 2.7.4.4-68)
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F 2.7.4.4-68 %5 52 @AM 24 BRI D 5 B MAEEHE M #EE T H - F-05hE
(GPGH 5%, CGM &)

Glucose Value TZP 5 mg TZP 10 mg TZP 15 mg Insulin degludec
Unit of Measure (N=61) (N=46) (N=70) (N=52)
LS Mean (SE) LS Mean (SE) LS Mean (SE) LS Mean (SE)
<54 mg/dL (3.0 mmol/L)
Percentage of time 0.14 (0.06) 0.11 (0.06) 0.14 (0.06) 0.39 (0.12)
Minutes 2.03 (0.87) 1.52 (0.79) 1.94 (0.814) 5.67 (1.79)
<70 mg/dL (3.9 mmol/L)
Percentage of time 0.64 (0.18) 0.95 (0.25) 0.81 (0.20) 2.39(0.42)
Minutes 9.21 (2.57) 13.68 (3.53) 11.60 (2.89) 34.39 (5.98)

Abbreviations; CGM = continuous glucose monitoring; LS = least squares; N = number of patients who were
randomized and received at least 1 dose of study drug with evaluable CGM data; SE = standard error; TZP =
tirzepatide.

2744277 EMEOHER
ENE 3B Th D GPGO & U GPGP 3B Tlx, HJEMKMIHIIHRE Shieh 7=, GPGO
Br (GFREIEZR L) TlE., tirzepatide BEOKIMAE D RHEIE K OBHEIFIKLS ., T 277 0F K
0.75mg FE L FHEIL TW/e, #& 0 s ~IE 1 A2 0 LTz GPGP R Tid, FRIRAIZE
D& HARIMEE (MBI 54 mo/dL AT O AR M ST EAES M) 23, SU KA GFH L7 tirzepatide
5mg #¥ 1 #l (0.7%) KON tirzepatide 15mg #f 3 il (2.0%) . W7 U = FEEZHH L7
tirzepatide 10 mg & 1 1 (0.7%) THE S22, U CTRIMIEDOIIEIE O BRI L .
g |2 B3~ 2 87 7o 7 T AL AR S e o 72,
OFEfRMTIZZE S < tirzepatide |2 & 2AKMBEDFHBLY 2 7 OFHEOEE ofEmmIL, LFO LD
Th D,
o I 2FKLOVE 3MFRBRTIE, 10 #IT 12 RO EEKIMEESHE S, s 1046095
5 G TS X 5, BBIRHCHBRE N A A Y v F T VX 2 NT SU FE % tirzepatide
EOPFRFEEE LTHOY W, ZRbDZ 20, tirzepatide % # 5 S 7-wBraE <o
FRERMLIED U 2 7 13ED - 7=,
o RAKMICEMRO S D IKMpE (MAFIE 54 mg/dL R ORMFE ST EAEAR MR DFEILY 2
713, UTFTOEED ThoTo,
- Tirzepatide ZA > AV > I AF U T SUKE G L7z & &, Z o fiklEke: T35 L
DOOF L & bl L C BRIRINZER O & HRME DRI X 7 RNEnolc, ZORER
X, GLP-1 ZFEFHETHLRED LN B D TH D,

- BRRECER O H DKM ORI Y 2 7 (X, tirzepatide & GLP-1 Z AR IEEIEK (&~
NFR1Img, T=770F K0.75mg) THELL T\,

- ERRMNCERO B HIMFEOFRILY A 71X, tirzepatide & ¢ 5- S U795 T, KA
VAR UPRIER ST TR L i L TR o T2

INHDOT =X 5, T2DM BETO tirzepatide % 5-12 B3 2 (RMBEDOIEL U 2 7 (TR 2
LIRS NIz, Tirzepatide % 5-12 & o BIEIR MM IM ThH o7, AR & LT, tirzepatide (2 X 51K
MBEDFILY A7 1%, GLP-1 ZAMRIEENEE L L T/,
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LY3298176 (2 HKEjRIp) 2,74 FRIRMZEAVE

tirzepatide
274428 EEFHMSLE
B CHERTICHUE U7 B 5D < EERMeME @ MbE 23 58 B U 7o B 13, 8o I sl 1

T LD UIV AF 2 —16K) 23207z, B 2 HRBRTIE, VAT 2 — a2 o
FIXRBRROZLE 2R 1L L, RBRITGE T 5 2 L2k Sz, 8 SRR T, L AXx2—ih
WD IEANTIAELE] 0 (11 ST IRBRIRICIEIN U CTALF &, BRBRE 13 1R5R S5 31 8 £ CH Rl
BE SN KA Y a— L EEE LTz, TXTOE 3HRBRT, LAXF2—J5EELTO
GLP-1 Z AR VEEh R, DPP-4 FLESK K O pramlintid  ([EIFS IR K& OVESA S 3AHFRER) o i3
NHARATE Lz, VAT 2 —1aKOH 1IBRIER DL AF 2 —1ak & L THARTORERIL, &%

ﬁ%®%%£%%ﬁi%ﬁ%@:k

FRBRT, BRI E

L Z2WBRE (T LT, TRBRE SRR S L A % 2 —1BIR OB &

%mﬁéﬁﬁkbf%wk\%mﬁﬁmhtﬁﬁ%ﬁﬁ%m%®%ﬁ%\%21@%9K£%L
7

EYEO BB I bERE TR EAT 256813, VAF2—aREITHRI Do
7

& 2.7.44-69 FEHIHE L-EEFHEESOIBEOEEDEN
>270 mg/dL >240 mg/dL >200 mg/dL HbAlc >8.5%

Study (>15.0 mmol/L) (>13.3 mmol/L) (>11.1 mmol/L) - (=69 mmol/mol)
GPGBa Weeks 0-6 Weeks 7-26 NA NA
GPGFb Weeks 0-6 Weeks 7-12 NA NA
GPGKe¢ Weeks 0-6 Weeks 7-12 Week 13 to end of study By and after Week 24
GPGLd Weeks 0-8 Weeks 9-16 Beyond Week 16 Week 24¢
GPGHd. f Weeks 0-8 Weeks 9-16 Beyond Week 16 Week 24¢
GPGMd. g Weeks 0-8 Weeks 9-16 Beyond Week 16 Beyond Week 24h
GPGld Weeks 16-24 Weeks 25-32 Beyond Week 32 Week 24¢
GPGOI Weeks 0-8 Weeks 9-16 Beyond Week 16 Week 24¢
GPGPi Weeks 0-8 Weeks 9-16 Beyond Week 16 Week 24¢

Abbreviations: BG = blood glucose; FBG = fasting blood glucose; HbAlc = hemoglobin Alc; NA = not

applicable; SMBG = self-monitored blood glucose.

Average FBG over at least 2 weeks (>4 values/week) exceeds threshold.
Average FBG over at least 2 weeks (>3 to 4 values/week) exceeds threshold.
Any FBG in 1 week for 2 consecutive weeks exceeds threshold (4 values/week).

Average daily BG from once-weekly 4-point SMBG over 2 consecutive weeks exceeds threshold.
With improvement in HbAlc from Week 12 to Week 24 that was <0.3%.
For the insulin degludec group, the above criteria were only applicable after Week 16.

For the insulin glargine group, the above criteria were only applicable after Week 12.

Two consecutive measurements separated by >8 weeks any time beyond Week 24.

BG by weekly 1-point SMBG before breakfast over at least 2 consecutive weeks exceeds threshold.

- OO Q = O©o o O T @

ERAE oL M i LHE 0D B

BAERHEE S MBE (X, LAUT O RAEZ VL CRME L 72,

o  HJEFFGMESMBHC LV LA o IR EZ T T BREOES
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LY3298176 (2 ZHE R %) 2.7.4 FRIRMYZEME
tirzepatide

FREFFGEIE 5 Mg O FLVE TR & LS FRNCHBUE L2 2 & ROMBRE OIR R s iR E <
BB Z b, AETIE, F 3MHMBRTL 2% 2 — RIS E - = EIERHEVE & I 2 385k = &
WCER LT (3 2.7.4.4-70)

o if 3 FHRAERZE U T, tirzepatide #F CHIERHIIMESMIEIZ LV L AF 2 — 1B 21T 721K

B OEIAIE 0%~3.3% TH - 7=,
o HEJERFEMERMPFIC KV LA X 2 — IR A ST T8RS OFIG L. tirzepatide #E T 7 &
INFEK OY GLP-1 S AR FENEERE & bl U TR o 72,

FRBCTHOOLNZ L AF 2 —JREOEIL, AREBROBERERE IR L, EERHE
EMLBEFIC X2 L AF 2 — 15O —%& 13 ISS (55 5.3.5.3.11H) Table 1SS.4.219 |2/ ~x L7=,

£2744-70 EI3WRHBRTLAX1—AEICE--EMEOEN

Study Background

(Comparator) Therapy Parameter | TZP5mg | TZP10mg | TZP 15 mg | Comparator
GPGK None N 121 121 121 115
(Placebo) n (%) 2 (1.7 4 (3.3) 2 (1.7 29 (25.2)
GPGL Metformin N 470 469 470 469
(Semaglutide 1 mg) n (%) 7(1.5) 6 (1.3) 6 (1.3) 13 (2.8)
GPGH Metformin + N 358 360 359 360
(Insulin degludec) SGLT-2i n (%) 4(1.1) 4(1.1) 6 (1.7) 2 (0.6)
GPGM Metformin + N 329 328 338 1000
(Insulin glargine) SGLT-2i + SU n (%) 1(0.3) 1(0.3) 3(0.9) 5(0.5)
GPGI Insulin glargine N 116 119 120 120
(Placebo) + metformin n (%) 1(0.9) 0 1(0.8) 5(4.2)
GPGO None N 159 158 160 159
(Dulaglutide 0.75 mg) n (%) 1(0.6) 0 1 (0.6) 9 (5.7
GPGP N 148 147 148

(None) 10AM n (%) 0 0 0 NA

Abbreviations: N = number of patients in treatment group; n = number of patients with events meeting specified
criteria; NA = not applicable; OAM = oral antihyperglycemic medication; TZP = tirzepatide.

FEMEAT TO L A % o —IRIRICE - Lo BERRReE s I O FEHEIE ORI 2 LT IR LT,

Summary and Analysis of Severe Persistent Hyperglycemia Leading to Rescue Therapy (AS1) Table 1SS.4.216
Summary and Analysis of Severe Persistent Hyperglycemia Leading to Rescue Therapy (AS2) Table 1SS.4.217
Summary and Analysis of Severe Persistent Hyperglycemia Leading to Rescue Therapy (AS3) Table 1SS.4.218

2744281  EEFGMESOEOHRER

EINE 3HHHERToH 5 GPGO ik, GPGP iz &de 73 BROEH 3R Z 8 U T, tirzepatide
FECHEIERHRMEEMATIC LY L AR 2 —IaR AT R ORISR » 72, 2 b OFE R
5. tirzepatide i F & BEIERFGENE B MUBE 0O R BIEME 1 IoRIR S 2 o T2,
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tirzepatide

274429 DOEROREM

2744291 EE

2.7.4.429.1.1 GLP-1 2 RAEENE

DIER OB GLP-1 ZBERIEBN KD D7 T AT T =7 N TH DN, AR RIT TR
1% GLP-1 ZRIRAEERFEDSFADO T TH R > TWAREEMENH D (Lorenz et al. 2017) . IiiEHA
MEDE T, ROZIUEES 1TV IEE- M EOK T &, GLP-1 ZFMBIEEIE O iR AR T
WESNTWD (Sun et al. 2015, White and Baker 2016, Trujillo et al. 2020) ., #E{E 2 b FREAER
DA ZFENT T, GLP-1 ZBERIEEEE N 7 T AR & ek LU ¢, IUEIME A 5 mmHg, #A5EH ML
JEA4 1 mmHg KT &2 2 &EAEE SN TS (Wangetal. 2013)

27442912 JEBRIRERER R U R HABR PR ZEBREKER T O tirzepatide D FE

Tirzepatide /0L REERE~DEL, VL& W23 (tirzepatide 2 0, 0.05,
X% 0.15 mgkg THRIEG) KORE# G HMERER (tirzepatide 2 0, 0.05, 0.15 X% 0.5 mg/kg
T1H AT 6 5 ARERS) TiHliL7,

B[R 538k Cld, tirzepatide 0.05 mg/kg LA b F & T A% O BN K OV RAE = B A7
DAL T3, tirzepatide 0.15 mg/kg TlLIRaRM i+ & O M)ED F&H- | W NZIREDK T 23Z 4
FIR GBI, tirzepatide 73 MATENAEIZ A MAT T RIREME DS /R SHL7z, JRAEMIIM 1T, tirzepatide
0.15 mg/kg BETHRY 11% B U722y, WHEHIIEDO IR oo 7o, SEHMEDZE(IE, 4L
SREIIED 2 & BIBTria—E L T, L%, tirzepatide 0.05 mg/kg #E&L TN 0.15 mg/kg HF
T, N FNHKRK 21bpm (18%) KN 27bpm (23%) MU 7=, HARAEEE FFHEEI,
tirzepatide 0.05 mg/kg #£C 592 mmHg/sec (22%) . 0.15 mg/kg #£C 608 mmHg/sec (18%) F TIX
Tl mRESEEEFEEZ, GHEEOMEMRIEETH Y | LDEOAMREORE L 2T 5,
Tirzepatide O:LAE NMLEICKT 2 BELERT 5 &, REEE A EEOL(MITITHIN
LEEZZ BT,

1 7 AR 6 % HXEHRGFMERER T, tirzepatide 0.15 mg/kg #£ & TN 0.5 mg/kg BE T LAER O
MR STz, Tirzepatide Y /UICHEIE G, & L<IX 1 » A X 6 » HREKERS L7k <,
fIE QT Mk (QTe) ~D IO L iL7e o> 7=, Tirzepatide (FHxm =L (300 uM) TH
hERG &Eift & [HEE T, NEIKGER Y 27 MEWZ LAVRIE STz,

Tirzepatide @ -8 i R FEFLFER TIL OB OEEIMMBTED iz, RS & T2DM £F5 %=
x5 & U7 Hilal e 5 akln OV & ER (GPGA #BR) TiX. tirzepatide $¢5-12 £ 2.0 8D
FHEARAFRI RN AN | SRR &KUY T2DM B OWT U Ch R S 7z, IHE £ SO 3 HRaR
HIMJFELZ | tirzepatide 512 X D ERRIICE RO & 5 ZITRD e otz LDERT—Z O
AT T, SEMICBEHY 5 QTCcF DIER DIEBEILE %2}%73375)0 2o HARAND T2DM BH % x5
& Lo i (GPGC#ER) Toh. L LIZpT s dlE Shi,

27442913 DMERDEREH DT

DMILE SR Y A7 ISEOEEERE 2 )BT L7255 3 AR (GPGM #BR) % & T tirzepatide D EFIR
B~ v 7T A CLDMEROLZEMEEFHET 272012, UL TOREEEZ AW CafEmM R 7T 7a—F
EITo 72,
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide
INA B A (IERA M), SRR i+ K OSRA 250

C A Z YA ATEACTRE U, 5 2 AHRRER TR 3 [EhEERe, 5 3 AEEER T 2 R
E LTz, MUEE, 553 FHRER T3 A Bl EF 2 WV TRIE L7,

o A%k, PRAIME. QRSHE, KUQTMIME (QTCF #&ie) 12X 2 LERODE &ML

e SMQIT &V FrE ST EEMEAEER M N OGRS O A FHESR

o 2HMHKUE 3FHRBRTIX, EERLMERA X N (MACE) ZAMIHIEZ B2 Cilil
L7z, AMTHIERB S, IRBRIKIESE & B2 280 ATR 3 2 18R 2R M R TR S T,
MACE O FgARIFEAM K OWEFHAEAT OFE R LA FICEER L, SO A A & T 1
RLUTE (8535331

ENRER & WEARER Tl tirzepatide DRFIEICKIT 5B ENRD b, ZD=, kA
EIZOW T HARAYEERE & A ARANLS OEM % %G Z NGB O F RN 21T\ VWE L7z

(%2.744292325) . LLNOEMZ XS LT,

o  HARA#ERH (GPGO #RBR, GPGP 5, GPGK i, GPGIithk)

o ARANERAE 2R AS2

2744292 FELNA RIS A OB
ARIETIE, %2 ORER (GPGO Bk, GPGP ik) . AS1I LN AS2 TO/NA X)W A 2 DR—
AT A b EGRME% DB A IRT,

27442921 URHEEA M £
274429211 & < DERER
GPGO B
N AT A ORAEIIEOFEER, #EHERTTRELL TWe (GPGO RBRIAHRIE 1G5
[% 5.3.5.1.8 ] Table GPGO.5.40) .
e  Tirzepatide 5 mg #f : 130.2 mmHg
e  Tirzepatide 10 mg #f : 130.0 mmHg
e  Tirzepatide 15 mg #f : 132.2 mmHg
e T 2770 F K0.75mght : 130.6 mmHg

IHE I E OSEEIL, 3T D tirzepatide #EL T =27 Z7/LF R 0.75mg BECR—R T A
MOARTF L7 (1X2.7.44-11) o WHEHIIEDN—2F A 29 b OFEL T EORKIEZ LU TFIC
NG I

e  Tirzepatide 5 mg £f : -7.2 mmHg

e  Tirzepatide 10 mg £f : -9.7 mmHg

e  Tirzepatide 15 mg #f : -11.0 mmHg

e T =2T7J7NF K0.75mght : -2.7 mm Hg
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tirzepatide

Beh 52 HIFOUWAEIMIED X —RF A D OFEK T &1L, % tirzepatide #f T-6.5
~-11.0mmHg, 7 =7 Z7/LF K 0.75mg # T-1.4 mmHg TH Y . tirzepatide #ETT = 7 7 /L F R
0.75 mg fE & il L TR &E o7,

ZREVEDORBIEWIE O KEERFONHE M TE 13— AT 4 > L0 HIE< . WHEMEDR—2Z
A UL REMNOBBIEWIN E COYHIELEIL, TNTORGRETHRE 52 HEFE g LT/
IhoT,
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X 2.7.4.4-11 RHEHAIMEORRFHEIL (REMBIRRER)
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

GPGP R

NR—R T A > OIFGEH MO AN, tirzepatide BE THAL L T 7= (GPGP iRBRIAER KA FE
&# [555.3.5.2.1 ] Table GPGP.5.37) .

e  Tirzepatide 5 mg #f : 130.5 mmHg

e  Tirzepatide 10 mg #f : 130.3 mmHg

e  Tirzepatide 15 mg £f : 128.9 mmHg

INGHE T DO SELMEIL, WIALD tirzepatide BECHN—ZA T A4 U BIR T L7 (X2.7.44-12)

AR E D R—RF A b ONFHR T EO R KM Z LLFIZRT (GPGP aRBR TG B FEH &5
# [#5.3.5.2.1 5] Table GPGP.8.121) .

e  Tirzepatide 5 mg #f : -6.8 mmHg

e  Tirzepatide 10 mg #f : -10.2 mmHg

e  Tirzepatide 15 mg £f : -8.7 mmHg

o5 52 RO UMM DR— 2 T A 7B OFER N &I, -5.1~-102 mmHg THh > 7=,
LM DB BIEWIR O KB O UUHE M 1T _X— 2 T 1 > 10 KL< . IWHEHIIEDR— 2 Z
A O REREOBBIEHM E TOFEHENEIL, T3TOD tirzepatide FE TH G- 52 i If & bbifg L
T/INEhoTz,

140

130

120

LSMean +/- SE for Systolic Blood Pressure (mmHg)

110

T T T T T T T T T T T T
Baseline 4 8 12 16 20 24 32 40 48 52 SFU

Weeks

| TZP5mg ——— TZP 10mg —— TZP 15mg_|

Abbreviations: LSMean = least-squares mean; SE = standard error; TZP = tirzepatide.

X 2.7.4.4-12 WEEIMEOERMEL (REERITHREH) (GPGP &HER)
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tirzepatide

2.7442921.2 CiR=R: i
% 3T T B R RBBROHEAFT (ASD)

AS1 TOX—Z T A OWHEHIIEDOFEEIE, 77 ARk L % tirzepatide FEE CTHELELL T
7= (ISS [%55.3.5.3.1 TH] Table ISS.4.226) .

e  Tirzepatide 5 mg #f : 132.5 mmHg

e  Tirzepatide 10 mg #f : 132.8 mmHg

e  Tirzepatide 15 mg £f : 131.7 mmHg

o 7 &AREE: 133.8 mmHg

WA H L O S, F T tirzepatide FEXR N T B ARFETR—2 T A L) Bk AY IR
TLZ (KM2.744-13) o IAEHIMEDN—2F A b OFEUR T EIL, #5 40 #EFETOKR
57 OFHMEER T, WD tirzepatide FE S 77 BARREE LEg L TR E 0o 72,

WL DR =2 F A 7 b O T B O R KMEZ LT8R,

e  Tirzepatide 5 mg #f : -6.5 mmHg

e  Tirzepatide 10 mg #f : -6.8 mmHg

e  Tirzepatide 15 mg £f : -9.2 mmHg

o T EAREE:-2.9mmHg

AR X, WD tirzepatide #ECHEEMEDBRBIEHIMIC EH L, X=X 7 A HEIZUT
LAV
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tirzepatide

Change from Baseline in Systolic Blood Pressure (mmHg)

T T T T T T T T T T
Baseline 4 8 12 16 20 24 32 40 SFU

Weeks

TZP5mg —*— TZP10mg —— TZP15mg Placebo |

Abbreviations: LS Mean = least-squares mean; MMRM = mixed-model repeated measures; SE = standard error;
SFU = safety follow-up; TZP = tirzepatide.

Note 1: Mean estimate (+ error bar) are LS Mean (+SE) calculated from MMRM model: Variable = Baseline +
Study Identifier + Treatment + Time + Treatment*Time (Type III sum of squares). Variance-Covariance
structure (Change from Baseline) = Unstructured.

Note 2: * - P-value for TZP versus Placebo comparison less than 0.05.

X 2744-13 WHEHMEDSA—RS 14 UHhLDELE (AST)

ML DT D D 3HRBROHFENT (AS2)

AS2 TOR—RA T A v OUUKEHIMLE O FHEIX, 4 tirzepatide BER THELLL Tz (ISS [55
5.3.5.3.1 7] Table 1SS.4.227) ,

e  Tirzepatide 5 mg #f : 131.4 mmHg

e  Tirzepatide 10 mg #f : 132.0 mmHg

e  Tirzepatide 15 mg £f : 131.7 mmHg

PWHEEIILEDN—ZF A b O T REIT, &5 16 HKEN G 52 HKFE TIE tirzepatide
10mg O 15 mg BET Smg E& bl L TR E <. &G 24 HRF RO 40 IR Tl tirzepatide 15 mg
BECI10mgREE LB L CRE D -T2 (¥2.7.4.4-14)

IGEHIME DR =2 F A 23 b OFEEHE T EORARME A LL TR T,

e  Tirzepatide 5 mg #f : -5.5 mmHg

e  Tirzepatide 10 mg £f : -7.0 mmHg

e  Tirzepatide 15 mg £f : -7.8 mmHg
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Change from Baseline in Systolic Blood Pressure (m mHg)

T T T T T T T T T T
Baseline 4 8 12 16 20 24 32 40 52

Weeks

TZP5mg —¥— TZP10mg —4— TZP15mg |

Abbreviations: LS Mean = least-squares mean; MMRM = mixed-model repeated measures; SE = standard error;
TZP = tirzepatide.

Note 1: Mean estimate (+ error bar) are LS Mean (+SE) calculated from MMRM model: Variable = Baseline +
Study Identifier + Treatment + Time + Treatment*Time (Type III sum of squares). Variance-Covariance
structure (Change from Baseline) = Unstructured.

X 2744-14 WHEHMEDSA—RS14 UMb DELE (AS2)

274429213 GLP-1 2K EEE & DLLER
VT KL DL

GPGL R CTlE, UWiE M E OB OIR T2 b, 45 tirzepatide FEDN—Z T 1 b
DK T BT K CT-53~-7.3 mmHg CTh-o7=, B~ 7 VF REEOWMFIIMEDR—RZF A >
D DOFEE T EITHR R T-4mmHg Th o7z, &G 40 WEFON—2 T A b O T &I,
tirzepatide ¥ T-4.8~-6.5mmHg, &~ 27/ F FET-3.6 mmHg Td o7z (GPGL iABRVGERKAFEHL
e [455.3.5.1.4 ] Table GPGL.5.69) .

F 2T INVF KL D
52.744292.1.1 T GPGO REx A B HRDZ L,

27442922 YRARAA M £

274429221 18 < DEHER

GPGO R
N— 2T A OPERMIMEOFLIEIL, F5REFETHEELL Tz (GPGO sRBRIG Bt 5 &
(% 5.3.5.1.8 ] Table GPGO.5.40) .
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e  Tirzepatide 5 mg #f : 82.4 mmHg

e  Tirzepatide 10 mg #f : 82.6 mmHg

e  Tirzepatide 15 mg #¥ : 83.9 mmHg

e T 277N F K0.75mght : 82.1 mmHg

PEEEHAIMNE O SEIMEIX, X T D tirzepatide FEL OT =7 7 /VF K 075 mg FECR—RA T A
MHIRT Lz (2.7.4.4-15) , JERBIMEDR—R T A L b OB T &I, #b- 52 @R E
TOKREGT OFHEFE AT, WD tirzepatide BEH T = 7 7 /LT K 0.75 mg BF & g L TRE 0
> 72 (GPGO RBRIAHRIR LM S & (2 5.3.5.1.8 TH] Table GPGO.8.131) .

PEBRIIMIE DR — 2 T A 27 b OSFIHE T B O KMEZ LT IZRT,

e Tirzepatide 5 mg £f : -3.7 mmHg

e  Tirzepatide 10 mg £f : -4.9 mmHg

e  Tirzepatide 15 mg #¥ : -5.9mmHg

e T 2T7J7NF F0.75mght : -1.7 mmHg

B 5 52 BEFOYLRMME D EHEDR—AT A b OB &I, 4 tirzepatide #f T-3.2
~-56mmHg, 7 =7 Z7/VF K 0.75mg T 0.1 mmHg TH Y . tirzepatide FTT = 7 7/ /L F K
0.75 mg fE & i L CTR&E Do 7,

ZaVEDOBRBIEWIM OPEY )T O FHEIT =R T 4 > L0 K<, JEMMEDR—2F
A U N REMDOBRBIZHIF E TOZLEZ, WThoORGRETHHRG 52 #RFL g L TXIE
EoBIRWINRENST,
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GPGP &5

R—=Z T A ORI M EOEEEIL tirzepatide FEM THELL TV e (GPGP #RBRTGERFATEH
&# [555.3.5.2.1 ] Table GPGP.5.37) .
Tirzepatide 5 mg #% : 80.0 mmHg
Tirzepatide 10 mg &% : 80.1 mmHg
Tirzepatide 15 mg #f : 79.4 mmHg

LRI OFEEIL, WTALD tirzepatide FECHRX—RA T A4 U BIR T L7 (¥ 2.7.4.4-16)
PRI EDN—ZF 4 b O T &L, &5 52 R E TORES OFHIRF A T, tirzepatide
10 mg #f & tirzepatide 15 mg #£73 tirzepatide S mg #E L W KX 7)1 o7 (GPGP BRI IG5 E

(% 5.3.5.2.1 ] Table GPGP.8.121) ,

PERHIMED =T A 926 OSEUR T B O KRB A DL NIRRT,
Tirzepatide 5 mg #f : -2.9 mmHg
Tirzepatide 10 mg # : -4.2 mmHg
Tirzepatide 15 mg # : -3.8 mmHg

Be b 52 O PEIE ML E DO FEHEDOR—Z T A b DK FEIL, -2.7~-3.6 mmHg TH 7=,

22 D% BRI ORI M E O SEMEIET_N—A T A X0 B, FEMIME D R—2 Z
A VI REMDOBRBIEHM E TOZELEILX, 73T tirzepatide Ff TH G- 52 WIKf & b#g L TR
EL EDLL RS T,

LSMean +/- SE for Diastolic Blood Pressure (mmHg)

90 1

85

80 4

751

70

65

&%ﬁgﬁ EEE W

T T T T T T T T T T T T
Baseline 4 8 12 16 20 24 32 40 48 52 SFU

Weeks

[ TZPS5mg ———— TZP 10mg _—— TZP 15mg |

Abbreviations: LSMean = least-squares mean; medication; SE = standard error;
SFU = safety follow-up; TZP = tirzepatide.

X 2.7.4.4-16 #IREAMEDERMEL (REMEFEITHREH) (GPGP &HER)
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tirzepatide

274429222 CiR=R: i
% 3T T B R RBBROHEAFT (ASD)

AS1 TOX—R T A OPEMIMEDOFEEIE, 77 ARk L % tirzepatide FEE CTHELELL T
7= (ISS [%55.3.5.3.1 TH] Table ISS.4.226) .

e  Tirzepatide 5 mg % : 79.5 mmHg

e  Tirzepatide 10 mg #¥ : 79.6 mmHg

e  Tirzepatide 15 mg #¥ : 79.7 mmHg

o ' ZEAEE: 81.1 mmHg

PEARIILE OFEIEIL, $XTD tirzepatide FEX T T B ARFETRN—RZ T A L) kAR
Tl (K2744-17) o SERMIMEDOR—RF A 2935 OFER T EIE, KE5 ORI <
T tirzepatide 5 mg #, 10 mg B, MOV 7B ARRECTHELL L T /2, Tirzepatide 5 mg A& TN 10 mg
FEDPLRIMEDN—Z T A b OYER T &N 7T BARREE g L TR E Do 7ol AT
Wiphnotz, —J7, %5 12 #EFE TIE tirzepatide 15 mg B & 7T B ARBETHEHELL Tz, &5
16 R L RMEOBBEWIN £ Tl 1| FRRZFRE tirzepatide 15 mg 287 7 B ARRE & iz LT
RTENREDST,

PEBRIAME DR =2 T A 7 b OSFIHE T B O R KMEZ LT IRT,

e  Tirzepatide 5 mg #f : -3.6 mmHg

e  Tirzepatide 10 mg #f : -3.2 mmHg

e  Tirzepatide 15 mg #f : -4.1 mmHg

e 7 7&ARE:-2.1 mmHg
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T T T T T T T T T T
Baseline 4 8 12 16 20 24 32 40 SFU
Weeks
TZP5mg —¥—— TZP10mg —4€— TZP15mg Placebo ‘

Abbreviations: LS Mean = least-squares mean; MMRM = mixed-model repeated measures; SE = standard error;
SFU = safety follow-up; TZP = tirzepatide.

Note 1: Mean estimate (+ error bar) are LS Mean (+SE) calculated from MMRM model: Variable = Baseline +
Study Identifier + Treatment + Time + Treatment*Time (Type III sum of squares). Variance-Covariance
structure (Change from Baseline) = Unstructured.

Note 2: * - P-value for TZP versus Placebo comparison less than 0.05.

X 274417 $HREIMEDASA—RS A4 UL DELE (AST)

MELB DT D D 3HRBROHFEMNT (AS2)

AS2 TON—RA T A » OYLRHME DO FELE X, tirzepatide FEH] T L T2 (ISS [
5.3.5.3.1 TH] Table 1SS.4.227) ,

e  Tirzepatide 5 mg % : 79.2 mmHg

e  Tirzepatide 10 mg #¥ : 79.8 mmHg

e  Tirzepatide 15 mg #¥ : 79.5 mmHg

PEARHIME D _R—R T A 6 O T &, KB Ol RE s C . tirzepatide £ CTHALLL
LTz (X2.7.4.4-18) , Tirzepatide 10 mg #£% T 15 mg BEDOPLIEHM DL T &3 tirzepatide
5 mg BE & bl U CR X Do T2l U3 22 v o 72,

PRI E D=2 T A 96 OEER T 'O R KAE 2 LL IR T,

e  Tirzepatide 5 mg #f : -2.3 mmHg

e  Tirzepatide 10 mg #f : -2.8 mmHg

e  Tirzepatide 15 mg #f : -2.9 mmHg
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Change from Baseline in Diastolic Blood Pressure (m m Hg)

T T T T T T T T T T
Baseline 4 8 12 16 20 24 32 40 52

Weeks

TZP5mg —¥— TZP10mg —— TZP15mg |

Abbreviations: LS Mean = least squares mean; MMRM = mixed model repeated measures; SE = standard error;
TZP = tirzepatide.

Note 1: Mean estimate (+ error bar) are LS Mean (+SE) calculated from MMRM model: Variable = Baseline +
Study Identifier + Treatment + Time + Treatment*Time (Type III sum of squares). Variance-Covariance
structure (Change from Baseline) = Unstructured.

X 27.4.4-18 #REIMEDASA—RS A UHhLDELE (AS2)

274429223 GLP-1 2K EEE & DLLER

VT KL DL

GPGL R ClE, FLIRHIMEDFEEOIR T2 b, 4% tirzepatide FEDN—Z T 1 D
OVHUE N EITIHRK T-21~29mmHg THh o7z, B~ NF REOILERIMTEDRX—RF 1
D DOFEE T EITHR KR T-1 mmHg Th o7z, &G 40 WEFON—Z T A b O T &I,
tirzepatide #£C-1.9~-2.9 mmHg, &~ 7 /L F FEET-1 mmHg Th -7 (GPGL RERIEBRMAIEH
&[4 53.5.1.41H] Section4.2.1.5.12) .

F 2T TNVF R e DB
5274429221 D GPGO R A SR Z L,
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tirzepatide

27442923 Rz
274429231 & < DERER
GPGO B
N=A T A OO, BGREH THELL T/ (GPGO sBRIRBRIRIE L& [
5.3.5.1.8 IH] Table GPGO.5.40, Figure GPGO.5.17)
e  Tirzepatide 5 mg #f : 72.8 bpm
e  Tirzepatide 10 mg £f : 72.9 bpm
e  Tirzepatide 15 mg £f : 72.8 bpm
e T 2T 7NF R0.75mght : 73.0 bpm

WRFAEL D SEYIMEIL, tirzepatide RE CHEN B WIE EEh-oT (K2.744-19) , T=2T7 7 VF K
0.75 mg # T HARFELOELE OB FTRO bivTe, T X COHE G TE % — I IR
7R WRFAEL DEEIN DS Z8 D BTz, MR D R — R T A b ONFLIHIN &L tirzepatide 5 mg #f Tl
T 2T NT K075 mg & REREZ DT, tirzepatide 10 mg FEL DN 15 mg BT =7 7
AT K 075mg BEL VD HKREMN-72 (GPGO RBRTABR R FE WS E [ 5.3.5.1.8 ] Table
GPGO.8.131) ,

NRAAEL DR =2 T A 3 B OIFEIHGIN & D e KA A LL R IR,

e  Tirzepatide 5 mg &% : 5.9 bpm

e  Tirzepatide 10 mg #f : 8.1 bpm

e  Tirzepatide 15 mg £f : 9.7 bpm

e T 2T V)T KO0.75mghf : 4.2 bpm

B 5 52 IRFDOR—R2Z A 2D O &L, tirzepatide FET 3.3~7.5bpm THY, 727
ZvF R 0.75 mg #£ T 2.4 bpm T - 72,

ZEMOBRBIEH B ORI EL O EEMEIX, tirzepatide FETRX—RA T 14 X0 A L, kA%
D= T A B REVRDRBIEMIN £ TOVHLEIL, T XTOREHTRE 52 HiF L
g LT/ E Do T,
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X 2.7.4.4-19 ARIBBOBEHFNEIL (REMBITXRER)
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tirzepatide

GPGP R
N—=2F A DRI D F-EEIL tirzepatide FEH] T L T /e (GPGP iBRIGERRIE IS &
(% 5.3.5.2.1 ] Table GPGP.5.37) .
e  Tirzepatide 5 mg #f : 73.4 bpm
e  Tirzepatide 10 mg £f : 73.3 bpm
e  Tirzepatide 15 mg £f : 73.2 bpm

WRFAELOFEIET, WD tirzepatide FETHN—A T A ip ML (X2.74.4-20) . F
NTORGHE TR G% —ESRITRERFA 2R OO v, IO EEEDOR—Z F
A D OENEIL, 8BS 52 HRFE TO R OFHIRE AT, tirzepatide D & EWVIE E R
o7z (GPGP RRBRIABRAE G @A 3 (GPGP RBRIABRIEFE M S & [ 53.5.2.1 ] Table
GPGP.8.121) ,

NRIEEL D N—Z T A 273 b DL & D e KA % LL R IR,

e  Tirzepatide 5 mg #f : 6.6 bpm

e  Tirzepatide 10 mg #f : 8.2 bpm

e  Tirzepatide 15 mg £f : 9.7 bpm

WTNOREHTHHEE 52 HEFIZR—A T 4 )b OO i, &5 52 HEFO
INEX, 4.0~83bpm TH-o7=,

VDR BIEMIM ORI O FYMEIL, tirzepatide 10 mg X TN 1S mgBECR—RX T A4 LD
L, N—=2 T A U BREMEOBRBIEWIN E COZEEITT T tirzepatide Ff TH G- 52
e & i L C/h &S o Tz,

90

80 1

70 4

LSMean +/- SE for Pulse Rate (beats/min)

60

T T T T T T T T T T T T
Baseline 4 8 12 16 20 24 32 40 48 52 SFU

Weeks

| TZP5mg —*—— TZP 10mg__——#—— TZP 15mg_|

Abbreviations: LSMean = least-squares mean; SE = standard error; SFU = safety follow-up; TZP = tirzepatide.

X27.4.4-20 ARIDBOBEFHEL (REMEBITARER) (GPGP HER)
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274429232 CiR=R: i
% 3T T B R RBBROHEAFT (ASD)
AS] TOR—ZF A > DRI O FEEEIL T T B REEL tirzepatide FER THELL L T /= (ISS [55
5.3.5.3.1 TH] Table ISS.4.226) .
e  Tirzepatide 5 mg #f : 74.0 bpm
e  Tirzepatide 10 mg £f : 73.7 bpm
e  Tirzepatide 15 mg £f : 75.1 bpm
o T &AREE: 751bpm

7T RBETIINRBEDON—=2 T A 6 DB BEOHBIC, BIRITEO bR Rho T

(% 2.7.4.4-21) . RO FHMEIT, T_TOD tirzepatide FE TG 4 WEFSHEM L, 5 40
W E TN—2 T A 22 D IETHER LTz,

NRIE DR =T A 23D OB E DR KEIL, LU O 0 & 5HEH TR - Tz,

e  Tirzepatide 5 mg #f : 3.3 bpm

e  Tirzepatide 10 mg #f : 5.2 bpm

e  Tirzepatide 15 mg #f : 4.8 bpm

e T AEE: 1.0bpm

M OBRBIEIM ONRM B O EEHEIX, 4 tirzepatide BETX—A 714 2 L0 L 2 bpm D
L7,
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T T T T T T T T T T
Baseline 4 8 12 16 20 24 32 40 SFU
Weeks
TZP5mg —¥—— TZP10mg —4— TZP15mg Placebo‘

Abbreviations: LS Mean = least-squares mean; MMRM = mixed-model repeated measures; SE = standard error;
SFU = safety follow-up; TZP = tirzepatide.

Note 1: Mean estimate (+ error bar) are LS Mean (+SE) calculated from MMRM model: Variable = Baseline +
Study Identifier + Treatment + Time + Treatment*Time (Type III sum of squares). Variance-Covariance
structure (Change from Baseline) = Unstructured.

Note 2: * - P-value for TZP versus Placebo comparison less than 0.05.

274421 RIBBOR—XZA4 ohoDEILE (AS1)

MELB DT D D 3HRBROHFEMNT (AS2)

AS2 TOXR—RZ A VIREDNRFAE DO E¥IME 1, tirzepatide FERE] THEMLL L T 7= (ISS [
5.3.5.3.1 5] Table 1SS.4.227) ,

e  Tirzepatide 5 mg #f : 74.0 bpm

e  Tirzepatide 10 mg £f : 74.0 bpm

e  Tirzepatide 15 mg £f : 74.2 bpm

WRFAELDFEIEIL, § T D tirzepatide 7 THG- 4 WD LU, &5 52 HlFFE TX—2 7
A EBADMETHB L (X2.744-22)

IRFVEL DB T tirzepatide D HI &G IZE WIS L . HEKAFAERNRBO bz, &
tirzepatide #f TILE N Z ORI EHH TR DO RX—2 T A 3D ORI & TR K &
Role, ZFOBRNAAE O EMEIL, T X TORERETREFAIIHED L, F& GO ZITIERIED
& G-F THEFF STz,

NRIAEL DR =T A 73 b DR FEINE Db KA 2 L IR T,

e  Tirzepatide 5 mg #f : 4.3 bpm
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e  Tirzepatide 10 mg #f : 4.9 bpm
e  Tirzepatide 15 mg £f : 5.7 bpm

Change from Baseline in Pulse Rate (beats/min)

T T T T T T T T T T
Baseline 4 8 12 16 20 24 32 40 52

Weeks

TZP5mg —*— TzPiomg —— TzPi5mg |

Abbreviations: LS Mean = least-squares mean; MMRM = mixed-model repeated measures; SE = standard error;
TZP = tirzepatide.

Note 1: Mean estimate (+ error bar) are LS Mean (+SE) calculated from MMRM model: Variable = Baseline +
Study Identifier + Treatment + Time + Treatment*Time (Type III sum of squares). Variance-Covariance
structure (Change from Baseline) = Unstructured.

X 274422 RIBBOR—XZA4 oMo DEILE (AS2)

REHLB DT D OF 3HABROHF T (AS2 O B RAPERE DOA)

55 27442913 HTEDE L7 & 912, EWNHBRCTIEIMIBOR—Z T 1 b OBELENRK
Ehololod, HARANPEERE o OV H RN ZBRON TR D 3 1] 2 5t GBI 0 W 7 fighr & 5
it L7z,

HARNPERE CTOR—=R T A ORI OFEIEIX, tirzepatide FEF THEELL Tz (ISS [E
5.3.5.3.1 TH] Table 1SS.4.229) ,

e  Tirzepatide 5 mg £f : 73.4 bpm

e  Tirzepatide 10 mg #¥ : 73.3bpm

e  Tirzepatide 15 mg £f : 73.2 bpm

235



LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

IRFENL. 9T tirzepatide BE CH 5 4 BN O L, #5 52K E TR—ZA 74 v % |
[Fl> THER L7z (X2.7.4.4-23)

AS2 DFER L RIS, IR D R—RZ T A b OBIINE T4 tirzepatide BE TR 72 > Tz,

NRFEE D N—=Z T A 273 b DL & D e KA % L FIR"

e  Tirzepatide 5 mg #f : 6.1 bpm

e  Tirzepatide 10 mg &f : 7.9 bpm

e  Tirzepatide 15 mg #f : 9.5 bpm

AS2 DKL & LT AS2 @ HARNEM TR D R—RA T A D OEIIES K E )

ST,

Change from Baseline in Pulse Rate (beats/min)

T T T T T T T T T T
Baseline 4 8 12 16 20 24 32 40 52

Weeks

TZP5mg —v— TZP10mg —— TZP15mg

Abbreviations: LS Mean = least-squares means; MMRM = mixed-model repeated measures; SE = standard
error; TZP = tirzepatide.

Note 1: Mean estimate (+ error bar) are LS Mean (+SE) calculated from MMRM model: Variable =
Baseline + Study Identifier + Treatment + Time + Treatment*Time (Type Il sum of squares). Variance-
Covariance structure (Change from Baseline) = Unstructured.

2.74.4-23 FRBBOR—RASA oML DEILE (AS2 DARAEEREDH)

RAEHEOZHDE IHBRROUEMT (B ARAERE 2RV 72 AS2)
HARNRERE 2 R\ T2 AS2 TOR—RA T A  ORIIE DO EHMHEIL, tirzepatide B THELL L T
W7z (ISS [#5.3.5.3.1 ] Table 1SS.4.228)
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e  Tirzepatide 5 mg £f : 74.1 bpm
e  Tirzepatide 10 mg £f : 74.2 bpm
e  Tirzepatide 15 mg £f : 74.4 bpm

ARFERIE. 9T D tirzepatide Bf TH G- 4 BB LHIIM L, #5 52l E TR—2 T 1 V%
ADMETHRB L (X2.7.44-24)

AS2 OFEF L FIERIZ, IR D= T A 6 OFEEIH NSO F KBTS tirzepatide Ff TR
2o Tz, TR DR—R2 T A 026 O E D i KB 2 UL IR T,

e  Tirzepatide 5 mg #f : 3.8 bpm

e  Tirzepatide 10 mg #f : 4.0 bpm

e  Tirzepatide 15 mg #f : 4.6 bpm

HAS ANBEBR G 2 R\ - AS2 TITNRFEL D R— 2 T 1 b OSBRI &L AS2 DKL &
e L TN E Do T,

6

T T T T T T T T T T
Baseline 4 8 12 16 20 24 32 40 52

Weeks

TZP5mg —v—— TZP10mg —— TZP15mg

Abbreviations: LS Mean = least-squares means; MMRM = mixed-model repeated measures; SE = standard
error; TZP = tirzepatide.

Note 1: Mean estimate (+ error bar) are LS Mean (+SE) calculated from MMRM model: Variable = Baseline +
Study Identifier + Treatment + Time + Treatment*Time (Type III sum of squares). Variance-Covariance
structure (Change from Baseline) = Unstructured.

274424 FRBBDOR—XS4 U bDEILE (BARABERE ZRLV= AS2)
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274429233 GLP-1 ZBHFBE L DHE
B INF R L DL

GPGL B CTlx. NRFIEL D FEIMEIL tirzepatide BETR— R 7 A U BHEIN L, £ tirzepatide #E D
R T A S DN EIII KT 3.7~45bpm TH o7z, B~ 7 F REETH IR\ DO
WEOHEMMARO B, IR\BEOX—A T A4 o O EITR KT 4.6bpm ThoTz, &
D% T X TOHRGHE TR ORI 2B 23580 b, &5 40 HFEFOX—2 T 1 )b D
YIHEN &I, tirzepatide B T 2.3~2.6 bpm TH Y, B~/ /LF REET 2.5bpm TH o 7=, IR D
TR EEIN (T H G REH TR & 2R EIT R0 o 72 (GPGL MBRIGBRRIE iy & (5 5.3.5.1.4 1]
Section 4.2.1.5.12)

F 2T INVF KL DB
52.74.42923.1 H GPGO REx A BRDZ L,

2744293 N ANV A VDEFEE

RERHIE HF O WT D DOF-AMIRE L TANA Z YA 2 O BLE ARG O AV T e BRE Hoa 37 L 7=,
ISA B A DIED D EDOFAMIIFEAN— 2 T A WM O Fe/MED b $ 5-BRME% D F/IME £ T
DEEE AW, HINEOFRIZIZ, NX—2 T A VI ORKEN D=2 T 1 L PUBEORK
EE TORILEEMN T, NAZNY A L ORFENBD LN HRE ZRFET DI DDKNT
A —Z OBMEZ L FITRT,

NIRA—Z #iBH

YN H9) f E 90 mmHg L F RN _—2 T A )35 20 mmHg UL EOIKTF
140 mmHg P b fr Q8 N— 2 5 A 735 20 mmHg UL B> F 5

PR i E 50 mmHg BA N OV X—2 7 A 35 10 mmHg PA EORT
90 mmHg P | L U8 R— 2 5 A 715 10 mmHg M o> |5

IR WA ORE R T 100 bpm #

T 5 2 KE 0 C 100 bpm i

95 3 KEC 100 bpm i

W THLNO BT 130 bpm

WP IO TX—2F A )35 20 bpm B ORI

B9 D 2B TR— AT A D5 20 bpm OB

3BFRMTN— 2T A )5 20 bpm O

WO ST 100 bpm B8 & OVS— 2 F A L )35 15 bpm LL_E OB

WO ST 50 bpm il L X — 2 T 1 75 15 bpm LL_EOJED

2.7.4.4.2.9.3.1 URHEHA M R UHEER £ M £
274429311 18 < DEHER
GPGO R
BRE LT, N—=R T A OULHEHTILE & OGRaR ] 5 13 50 O g5 A RN T -
Too A BVHA L TEFEAEZ R LIRS OFIE I IHGHEH THEELL Tz,
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M5 40 1.

2.74 FRRAZE2NE

e 5-BAAA T4 OO NG 1 28 B i iE 0 JEHE (140 mmHg LA B OVS— A T A > 75 20 mmHg
PLED EH) 1284 LIBRE OB A 1X, £ tirzepatide BEE G L CTF =7 7 /LF K 0.75 mg £f

DYERE T~ (F2.7.4.4-71)

FE5RH i

e 5-BR A1 O YRR E 2N B ARE O KLU (50 mmHg LA R R OV— 2T A > 25 10 mmHg UL
FOET) 123 L7853 1 tirzepatide 10 mg #ED 2 flOATH 7= (3K 2.7.4.4-71) , RERY
IR TSR BT RE 1% 3 Bl CTh -7z, RBRFIZIE 235580 b= E 137
27 NF ROISmgBEDO 2B THY . 2B 1 FlITHEEFG L AW ST,

£ 274471 IHEHOERCIEHOENRSBEOEEICZY LI-BBREOEN
(REMEBIREH) (GPGO ER)
n (%)
TZP S m; TZP 10 m TZP 15 m Dulaglutide
Parameter Analyzed (N=159)g (N=158) ; (N=160) ; 0.7% mg
(N=159)
Baseline
SBP
Low: <90 mm Hg 0 0 0 0
High: >140 mm Hg 34 (21.4) 44 (27.8) 54 (33.8) 42 (26.4)
DBP
Low: <50 mm Hg 0 0 0 0
High: >90 mm Hg 33 (20.8) 36 (22.8) 43 (26.9) 38 (23.9)
Postbaseline
SBP
Low: <90 and CFB <-20 mm Hg 3(1.9) 5(.2) 8 (5.0) 0
High: >140 and CFB >20 mm Hg 15(9.4) 3(1.9) 6 (3.8) 21 (13.2)
DBP
Low: <50 and CFB <-10 mm Hg 0 2(1.3) 0 0
High: >90 and CFB >10 mm Hg 30 (18.9) 15 (9.5) 23 (14.4) 34 (21.4)

Abbreviations: bpm = beats per minute; CFB = change from baseline; DBP = diastolic blood pressure; n =
number of patients in the specific category; N = number of patients who were randomized and received at
least 1 dose of study drug; SBP = systolic blood pressure; TZP = tirzepatide.

Note: Percentage is calculated based on number of patients at the time point.

GPGP &5
WS # B i 2

NR—2 T A > OGN B H S E O IEEIZFL Y Lo OFIG 1%, 4 tirzepatide FEH T

HERLL T\ (F%2.744-72)

$5¢ 5Bl A % 00 IR 91 1fn = 0D e RAB 208 B i B 3% S LT B D FIE 13X, tirzepatide 5 mg BET
bmE <. 10 mg BEM& OV 15 mg #E TR - 72,
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PLERHA M FE

NR—R T A OYLHEH DS BF S E O FEHEITEE Y LT #BrE OFEI S 1L, tirzepatide FER] THH
LT (%2.744-72)

$¢ 5-BRAE TR O PRI LT O Fie KAE A B H B o0 L MBI 3% Y L 7o 0BG 13, 45 tirzepatide
FEFCHLLL T,

R 274472 WHEHMERCIRADENARZEOREIZKRY LEEBREOEN
(REMBITHRER) (GPGP HER)

n (%)
Parameter Analyzed TZP S mg TZP 10 mg TZP 15 mg
(N=148) (N=147) (N=148)
Baseline
SBP
Low: <90 mmHg 1(0.7) 0 1(0.7)
High: 2140 mmHg 36 (24.3) 32 (21.8) 31(20.9)
DBP
Low: <50 mmHg 0 0 1(0.7)
High: 290 mmHg 24 (16.2) 25(17.0) 27 (18.2)
Postbaseline maximum
SBP
Low: <90 and CFB <-20 mmHg 1(0.7) 3(2.0) 2(1.4)
High: >140 and CFB >20 mmHg 21(14.2) 4(2.7) 13 (8.8)
DBP
Low: <50 and CFB <-10 mmHg 3(2.0) 1(0.7) 2(1.4)
High: >90 and CFB >10 mmHg 24 (16.2) 20 (13.6) 22 (14.9)

Abbreviations: bpm = beats per minute; CFB = change from baseline; DBP = diastolic blood pressure; N = total
number of patients in specified treatment arm; n = number of patients in specified category; SBP = systolic
blood pressure; TZP = tirzepatide.

Note: Percentage is calculated based on number of patients at the time point.

274429312 Gr &R
% 3T T B RRRBBROHEAFT (ASD)

N R T A 2 AFHE G- B AE S OO WA B ML S AR BRI T 3 S B O FEHE IS 3 U TR
FIEIL, £ tirzepatide B & 77 B ARBECRE R AT o7z (£ 2.74.4-73)
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274 BRI

+2.7.4.4-73 R5HMKRICIEALER CHGRHAMEAREBEOEEZZS L-HBREDEYN

(AS1)
n (%) TZP_ALL
TZP 5 mg TZP TZP TZP_ALL | Placebo vs Placebo
Threshold criteria for (N=237) 10 mg 15 mg (N=718) (N=235) p-value®
Abnormal BP (mg Hg) (N=240) (N=241)
SBP
>140 and CFB >20 12 (5.1) 14 (5.9) 15 (6.3) 41 (5.7) 19 (8.1) 0.212
<90 and CFB <-20 2 (0.8) 3(1.3) 3(1.3) 8 (1.1) 3(1.3) 0.837
DBP
>90 and CFB >10 19 (8.0) 20 (8.4) 15 (6.3) 54 (7.6) 22 (9.4) 0.392
<50 and CFB <-10 2 (0.8) 2 (0.8) 3(1.3) 7(1.0) 1(0.4) 0.420

Abbreviations: BP = blood pressure; CFB = change from baseline; DBP = diastolic blood pressure; N =

number

of patients in population; n = number of patients with event; SBP = systolic blood pressure; TZP =

tirzepatide.

a  p-values are from Cochran-Mantel-Haenszel test of general association stratified by study.

HELRB DO DE IHRBROHEMHENT (AS2)

WS 390 L SR R 300 = 703 SR A D B YE IS R% 2 L 72 iR DI BT

RPNl (322.7.4.4-74)

. tirzepatide FEfE] TR &

+ 274474 HREFBRICIFEROER MRAMENREEDQREEICEZY L-EREDEN

(AS2)
n (%)

Threshold criteria for TZP S mg TZP 10 mg TZP 15 mg TZP_ALL
Abnormal BP (mg Hg) (N=1701) (N=1702) (N=1716) (N=5119)

SBP
>140 and CFB >20 131 (7.7) 96 (5.7)* 105 (6.1) 332 (6.5)
<90 and CFB <-20 18 (1.1) 32 (1.9)* 31 (1.8) 81 (1.6)

DBP
>90 and CFB >10 191 (11.3) 162 (9.6) 155 (9.1)* 508 (10.0)
<50 and CFB <-10 17 (1.0) 20(1.2) 17 (1.0) 54 (1.1)
Abbreviations: BP = blood pressure; CFB = change from baseline; DBP = diastolic blood pressure; N = number

of patients in population; n = number of patients with event; SBP = systolic blood pressure; TZP =

tirzepatide.

*  P-value <0.05 versus TZP 5 mg.

27442932 BRIA%K
2.7.4.4.2.9.3.2.1 & < D ERER
GPGO 5

R—=2 T A ONFAENIHEERE O Ky CIHIERPFNTH 72, A XAV A VB ERE ThHo
T sRE OEIG IR SRR THEEL L W (82.7.4.4-75)

e BRAATE (CIRFA % S

A= WOy e ' A
WRFAES B =

241

RMEDFEHE (50 bpm KFH M IR —RA T A b 15 bpm PLEDIET)
. tirzepatide 10 mg Bt OV = 7 7 /L F K 0.75 mg BETH 1 HlIZFBO BT,
HOHENE (100 bpm K N, ERPNR—AF A 2 nHD 15 bpm LLEOHENN) |




LY3298176 (2 BUMEFRYF)
tirzepatide

% LIz oFIE
EHER L TEno T,

274 BRI

K 2.744-75 RAMHAEREEOEECEKY L-HREDEN

1%, tirzepatide #f (10.1%~11.4%) T7 =7 7 /LF K 0.75mg & (4.4%)

(R2MFETREH) (GPGO HER)
n (%)
TZP 5 m; TZP 10 m TZP 15 m; Dulaglutide
Parameter Analyzed (N=159)g (N=158) ; (N=160) ; 0.7% mg
(N=159)
Baseline
Pulse Rate
Low: <50 bpm 1 (0.6) 2(1.3) 0 0
High: >100 bpm 1(0.6) 1 (0.6) 0 1 (0.6)
Postbaseline
Pulse Rate
Low: <50 and CFB <-15 bpm 0 1 (0.6) 0 1 (0.6)
High: >100 and CFB >15 bpm 16 (10.1) 18 (11.4) 18 (11.3) 7 (4.4)

Abbreviations: bpm = beats per minute; CFB = change from baseline; n = number of patients in the specific
category; N = number of patients who were randomized and received at least 1 dose of study drug; TZP =

tirzepatide.

Note: Percentage is calculated based on number of patients at the time point.

GPGP &5

R—=2 T A OB IR O K&y CHREFRPENCTH - 72 (3£2.74.4-76) .

VO CHRFAE DS B A %

B UTBRF TN 2o 7o, RIS R

5 ® 15 bpm LL_E o> HaHN)

(ZF%Y LT #iRE OflIE

L< (9.5%) . tirzepatide 15 mg #ECmiro 7o (16.9%) o

K 2744-76 FRABAHELSAEREMEOEEIIEZY L-HREOEN

N—2 5 A

R UTCHRBRFE L T B Ch o 7o, BGBIMGTR RO 25 R 0 L4 1254
éﬁmﬁﬁ (100 bpm #B K OLL ER AR— 2T A 2 h
X, tirzepatide 5 mg # & 10 mg BEDOHLERE T

(REMBAIREH) (GPGP HER)
n (%)
Parameter Analyzed TZP S mg TZP 10 mg TZP 15 mg
(N=148) (N=147) (N=148)
Baseline
Pulse Rate
Low: <50 bpm 0 0 1(0.7)
High: >100 bpm 1(0.7) 32.0) 2(1.4)
Postbaseline maximum
Pulse Rate
Low: <50 and CFB <-15 bpm 0 0 0
High: >100 and CFB >15 bpm 14 (9.5) 14 (9.5) 25 (16.9)

Abbreviations: bpm = beats per minute; CFB = change from baseline; N = total number of patients in specified
treatment arm; n = number of patients in specified category; TZP = tirzepatide.
Note: Percentage is calculated based on number of patients at the time point.

242




LY3298176 (2 BUMEFRYF)
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2.74 FRRAZE2NE

274429322 CiR=R: i
B I3IMT T e R RABROIFEMNT (ASD

IRAAEL S BB O FIEIZF2 Y LT gR B OFIE1X, 77 B AR L ik LT tirzepatide 10 mg #f
KON 15mg BECEMN-o T2 (£2.744-77) . 77 8AREL tirzepatide 5 mg FE TITIR X 7@ L7
Mole, WTNLORHIIRER TH . IRAELDY 130 bpm ZH 2 2 BG O FEMEITFE Y T HHBRF 1TV Ve
Nl

R 274477 RERMMRICIKIDBNEEEDOREEICEZS LE-HEEBREDOELRN (AS1)

n (%

TZP 5 mg TZP TZP TZP_ALL Placebo
Threshold criteria for pulse (N=237) 10 mg 15 mg (N=718) (N=235)
rate (bpm) (N=240) (N=241)
>100 at any visit 17 (7.2) 23 (9.7) 39 (16.3)* | 79 (11.1) 16 (6.8)
>100 for >2 consecutive visits 52.1) 93.8) 12 (5.0) 26 (3.6) 5(2.1)
>100 for >3 visits 52.1) 6 (2.5 13 (5.4)* 24 (3.4) 4 (1.7)
>130 at any visit 0 0 0 0 0
CFB >20 at any visit 23 (9.7) 29 (12.2)* | 36 (15.0)* | 88 (12.3)* 15 (6.4)
CFB >20 for >2 consecutive 5@2.1) 9@3.8) 7(2.9) 21 (2.9) 5(2.1)
Visits
CFB >20 for >3 visits 4 (1.7) 6 (2.5 7 (2.9)* 17 (2.4) 1(0.4)
>100 and CFB >15 at any visit 11 (4.6) 14 (5.9) 24 (10.0)* 49 (6.9) 10 (4.3)
<50 and CFB <-15 at any visit 1(0.4) 0 0 1(0.1) 0

Abbreviations: CFB = change from baseline; N = number of patients in population; n = number of patients with
event; TZP = tirzepatide.
*  P-value <0.05 versus placebo.

MELB DT D D 3HRBROHFENT (AS2)
IRFAEL DS B D FEVEIZRE Y L 7R OFIA 13, tirzepatide 15 mg # T 5 mg B Y 10 mg £
LU HE<, tirzepatide 10 mg #ET SmgREL D b mn-o7- (3£2.7.4.4-78)

274478 RERMMRICIRIDBNEZEDORELEICEY L-HEBREDELR (AS2)

n (%)

Threshold criteria for pulse rate TZP S mg TZP 10 mg TZP 15 mg TZP_ALL
(bpm) (N=1701) (N=1702) (N=1716) (N=5119)
>100 at any visit 136 (8.0) 140 (8.3) 183 (10.7)*,** 459 (9.0)
>100 for >2 consecutive visits 36 (2.1) 3722 55(3.2) 128 (2.5)
>100 for >3 visits 35(2.1) 38(2.2) 48 (2.8) 121 (2.4)
>130 at any visit 0 0 0 0
CFB >20 at any visit 164 (9.7) 183 (10.8) 257 (15.0)*,** 604 (11.8)
CFB >20 for >2 consecutive visits 22 (1.3) 44 (2.6)* 75 (4.4)* ** 141 (2.8)
CFB >20 for >3 visits 21(1.2) 35(2.1) 70 (4.1)* ** 126 (2.5)
>100 and CFB >15 at any visit 85 (5.0 78 (4.6) 121 (7.1)*,** 284 (5.6)
<50 and CFB <-15 at any visit 5(0.3) 4(0.2) 2(0.1) 11(0.2)

Abbreviations: CFB = change from baseline; N = number of patients in population; n = number of patients with

event; TZP = tirzepatide.
*  P-value <0.05 versus TZP 5 mg.
** P-value <0.05 versus TZP 10 mg.

243




LY3298176 (2 BUMEFRYF)
tirzepatide

2.74 FRRAZE2NE

RELBDO-ODOE IHRBROHEHT (AS2 D B ARANYEERE D)
HARNEERE CTlX, X—=2 74 b OB OZ L&D 20 bpm Z 48 2 7R OEIA 1.
tirzepatide 15 mg A T S mgBEAX DN 10 mgBEL D ©E -T2 (F£2.7.4.4-79)

274479 RERMMRICIKIABNEEEDEEICEZY LHBREOERN

(AS2 D BAANHERE)
n (%)

Threshold criteria for pulse rate TZP S mg TZP 10 mg TZP 15 mg TZP_ALL
(bpm) (N=349) (N=348) (N=351) (N=1048)
>100 at any visit 43 (12.3) 45 (12.9) 64 (18.2)* 152 (14.5)
>100 for >2 consecutive visits 15 (4.3) 15 (4.3) 24 (6.8) 54 (5.2)
>100 for >3 visits 16 (4.6) 15 (4.3) 22 (6.3) 53 (5.1)
>130 at any visit 0 0 0 0
CFB >20 at any visit 45 (12.9) 56 (16.1) 92 (26.2)*,** 193 (18.4)
CFB >20 for >2 consecutive visits 7(2.0) 12 (3.5) 28 (8.0)*,** 47 (4.5)
CFB >20 for >3 visits 6 (1.7) 8(2.3) 27 (7.7)*,** 41(3.9)
>100 and CFB >15 at any visit 25(7.2) 31(8.9) 48 (13.7)*,** 104 (9.9)
<50 and CFB <-15 at any visit 1(0.3) 0 0 1(0.1)

Abbreviations: CFB = change from baseline; N = number of patients in population; n = number of patients with

event; TZP = tirzepatide.
*  P-value <0.05 versus TZP 5 mg.
** P-value <0.05 versus TZP 10 mg.

BB OO DO 3HRBROUEMIT (B ARABRE 2R\ 72 AS2)
HARANBEERE 2 BR\N 2 AS2 TOR—AT A D ORRIERDZEAL &S 20 bpm %48 X 72 9B
DEIEIL, tirzepatide 15 mg #E T Smg LN 10 mg #E XLV £ 5 <, tirzepatide 10 mg £ C 5 mg #f

X bEmno7z (£2.7.4.4-80) .

& 274.4-80 REFKBRICIKIMHAEEEOEEIZEKY LE-HBREDEN

(BARANWERE ZFRL = AS2)

n (%)

Threshold criteria for pulse rate TZP S mg TZP 10 mg TZP 15 mg TZP_ALL
(bpm) (N=1352) (N=1354) (N=1365) (N=4071)
>100 at any visit 93 (6.9) 95 (7.1) 119 (8.7) 307 (7.6)
>100 for >2 consecutive visits 21 (1.6) 22 (1.6) 31(2.3) 74 (1.8)
>100 for >3 visits 19 (1.4) 23 (1.7) 26(1.9) 68 (1.7)
>130 at any visit 0 0 0 0
CFB >20 at any visit 119 (8.9) 127 (9.4) 165 (12.1)* 411 (10.1)
CFB >20 for >2 consecutive visits 15 (1.1) 32 (2.4)* 47 (3.5)* 94 (2.3)
CFB >20 for >3 visits 15 (1.1) 27 (2.0) 43 (3.2)* 85 (2.1)
>100 and CFB >15 at any visit 60 (4.5) 47 (3.5) 73 (5.4)** 180 (4.4)
<50 and CFB <-15 at any visit 4(0.3) 4(0.3) 2(0.2) 10 (0.3)

Abbreviations: CFB = change from baseline; N = number of patients in population; n = number of patients with

event; TZP = tirzepatide.
*  P-value <0.05 versus TZP 5 mg.
** P-value <0.05 versus TZP 10 mg.
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2744294 IDER/NT A—42 RUDEE

Tirzepatide DEGIRBHIE 7' 7T L% L CTLER/ T A—4 (LiEEk, PREME) ZeHMiiL, ~
—ATA b OELEE AS] KO AS2 TIREMZ LICER L., £z, BB T o.0EX
INTA=Z P ORI LIBRE B E R BR S 2R G LICEN L,

LERINT XA—5 LENREEOERE

QTCcF FBPE 1 450 msec A, ZCE : 470 msec
480 msec #
500 msec 4

B ¢ 330 msec A, 2o 340 msec ATl

NR—2F A 5 30 DM

NR—2F A 5 60 HDIEE

NR—2F A N5 TS DR

QT [#ka 500 msec #

QRS R 120 msec UL _F
60 msec A

PR 1l 220 msec VL _E
120 msec AT

220 msec LA _ED3D 0%~25% DIt

220 msec LA _F793D 25% D IER:

DA% 100 bpm #A

100 bpm DN F I DI TN— R T A )75 15 bpm LA E DN

50 bpm A > DN FUNDRER TR— R F A 25 15 bpm LA EOJED

2.74.4.294.1 DA%
274429411 Gr &R

AS1 OV AS2 Tl LEMBRAEN OGO LA OEEIL, 5B tirzepatide D ]
ENEHWIEHEML, IRMEOREEE—-HL Tz (ISS [% 5.3.5.3.1 ] Table 1SS.4.230,
Figure 1SS.4.16, Table 1SS.4.231, Figure ISS.4.17) .

DA D BT OFEATHRER T, 77 B AREEL tirzepatide #F (AS1) . XIiX tirzepatide @ H &£ ]
(AS2) THERMICERD & HEWIRD Hiveh-7- (1SS [55 5.3.5.3.1 TH] Table 1SS.4.232,
Table 1SS.4.233) .

27442942 PR fé1F
274429421 Gr &R

AS1 T tirzepatide #f & 77 B ARE L DM THRO LA/ PR MBOEHEOZEIT/NE <, R -
DERIL /20 - 7= (ISS [ 5.3.5.3.11H] Table 1SS.4.230, Figure 1SS.4.16) , AS2 @ PR [EIfg D
PIEIX, 4 tirzepatide FEF TR O & 5 2 TR D o7 (ISS [ 5.3.53.1 ] Table
1SS.4.231, Figure 1SS.4.17) ,

PR [EIRR DB O ©, 77 B REEL tirzepatide Bf (AS1) . X tirzepatide ® A& (AS2)
TRERETRD b7z (ISS [5 5.3.5.3.1 1] Table 1SS.4.232, Table 1SS.4.233) .
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27442943 QT fE bz
274429431 CiR=R: i

QTc RO BE OfATHRER T, 77 BARREL tirzepatide # (AS1) . XiX tirzepatide D &fH]

(AS2) TREZRETRBD NN -7 (ISS [#5.3.5.3.1 7] Table 1SS.4.232, Table 1SS.4.233) ,
AS2 TiX, 4 tirzepatide #ED 4665 BlOHERZ D 5 H 97 fil (2.08%) T QTcF OFEE (FHik
450 ms H., &M 470ms ) BBOLI, FDOIHO 4 fillF 500ms BTH o7z, BB, &
tirzepatide Ff 4666 51 9 5 55 5] (1.18%) TiL, ~—RZ 7 A TREIZ QTcF 28 H I 450 ms, %
MEIX 470 ms ZH 2 T\ e, DEKBRED QT HER I, 24l (tirzepatide 10 mg £ : 1 i, tirzepatide
15mg# : 1) OEERFE CHEFRLE L THlE SN, DEMHIRDY 561 (tirzepatide 5 mg #f :
2 {3, tirzepatide 10 mg & : 1 fi, tirzepatide 15 mg &% : 2 ) | DEEMERIENRDS 1 1 (tirzepatide
Smg #) ITROONT, | FERETXRTINIFEEE ThHoTz, BEERAZTFHEGRII, tirzepatide
15 mg #ETRO N LEEMIRT, HEFIEEE Ch o7z, MLh— R B K7k OFEFOH
X2 o T,

27442944 QRS #
274429441 iy i

QRS BED BT ALOMATHRER T, 77 BAREE L tirzepatide # (AS1) . XU tirzepatide O &
M (AS2) TREZaEEFROLNLRN-7 (ISS [4 53.53.1 ] Table 1SS.4.232, Table
1SS.4.233) ,

2744295 FERRUCIMCERES
LLIF®D SMQ DWFNNZE £ 5 PT VT, REARICEES 2 EHL 2R E LT,
o TRHENRICBEIE T 2 AR, MiER L OVER) (R 3E R OB ARE, 20000051)
. MBSV E AR RS RE M O NI RE. 20000057)
. IR A BRI A ENRMIEE ) O FE. 20000164)
. DM E AR (PRITRE. 20000058)

LIF® SMQ &N HLT DWW g £ 5 PT 2V T, M fEE|CRh# 5 A EH L 4
¥eE LT,

. MmigfEdE ] (P HEE. 20000056)

e HLT® [iMmEREE]  (10000032)

27442951 & < DERER
274429511 GPGO iHE&
12 BHZABNRSUT MG R E O FEFSLD 1 2L BB L7z (GPGO RBRIGERIE RS E [
5.3.5.1.8 ] Table GPGO.8.98) , FJEEITT N THE T, EEQAEFEFRIIRN -7,
e  Tirzepatide 5 mg #¥ : 761 (4.4%)
e Tirzepatide 10 mg #¥ : 11 (0.6%)
e Tirzepatide 15 mg #¥ : 2 1 (1.3%)
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o 4 tirzepatide £ : 10 51 (2.1%)
o TaTUNFKROTSmgHE 26 (1.3%)

2.7442951.2 GPGP E&

AEERRSUT MR EFEE OFEHFGT 10 FlIC 12 BB L7z (GPGP RERIGHRIE A& (5
5.3.5.2.1 IH] Table GPGP.8.73) ., HUESIIARERI DL (12 fE 10 fF) T, HPEED 16 &
ER1HITH T,

e  Tirzepatide 5 mg #¥ : 2 61 (1.4%)

e Tirzepatide 10 mg £¥ : 4 1 (2.7%)

e Tirzepatide 15 mg £¥ : 4 1 (2.7%)

Tirzepatide 10 mg FRIZHI VAT B4, 277 A REZOH L7z | BICHEEEN&E T, HE
REERRET Ty I PNRD BT, AERE NI N—AA =T ZFEL, [FHE L7,

27442952  GrEREF
274429521 F 3T S RABARD SR (AS1)

AHEENRS T MR E R E DS 1 DL BB L 729885 OFIG 13 tirzepatide #E & 77 B ARRECHLLL
TWe, Ko NIEEETH -7 (ISS [4 5.3.5.3.1 5] Table SS.4.236)

e  Tirzepatide 5 mg #¥ : 9 %1 (3.8%)

e Tirzepatide 10 mg #¥ : 561 (2.1%)

e  Tirzepatide 15 mg #¥ : 9 1 (3.7%)

o 4 tirzepatide ¥ : 23 51 (3.2%)

o  TTRAEE:THI (3.0%)

WA SN RN EE SUIPNEE, b L <IXER]O PT (21X, WTh b RGHEF TR E 21X
o T,

1 LA LD B SUTE RS 2 NEEROU T M B R E O A FHF RN LI RE oRI&1E, &5
FERICHMLLL T/ (ISS [4F 5.3.5.3.1 3] Table 1SS.4.237)

e  Tirzepatide 5 mg #¥ : 2 %1 (0.8%)

e  Tirzepatide 10 mg &f : 0 31

e  Tirzepatide 15 mg &f : 0 31

o 4 tirzepatide £ : 2 51 (0.3%)

o TTRAEE: 241 (0.9%)

P HFEMERIZ LV | tirzepatide Z &5 S V- HERE CLEME R O EEMEFIRA Z R 1
s Sz, 77 B REECO®ME TR o7,

IR FERRSRIZ KV | tirzepatide & 5 SAVIZHBRFE THRAFD 1 R SNTc, 77 BARRET
e, AR, KOWEIRDS 2 S S vz,
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274429522 RELBD-ODE 3IHEHARDHEHEN (AS2)
AN T REE D 1 AELL BRI L 72 OFIS 1L, 45 tirzepatide FEH THEMELL Tz
(ISS [# 5.3.5.3.1 3] Table 1SS.4.238) .
e Tirzepatide 5 mg #% : 67 1 (3.9%)
e  Tirzepatide 10 mg £f : 47 5] (2.8%)
e  Tirzepatide 15 mg £f : 59 f5] (3.4%)
o 4 tirzepatide £f : 173 f5] (3.4%)

WA SN RN EE SUIPNEE, b L <IXERIO PT (21X, WTh b GHEF TR E 21X
o T,

1 LA LD B SUTE S 2 NEEROU T Mm B RS O A FEHFR NI L RE oRI&1E, &5
FEMICEEIL Tz (1SS [ 5.3.5.3.1 ] Table 1SS.4.239) .

e Tirzepatide 5 mg &% : 14 1 (0.8%)

e  Tirzepatide 10 mg £f : 10 5] (0.6%)

e Tirzepatide 15 mg #¥ : 8 1 (0.5%)

o 4 tirzepatide f : 32 f51 (0.6%)

B ST EE R AL M B EEOAFHFR T, RN FE IS AFEO 7 2V — Tl
HEINFES, b LTHME SN PT (SRR TRE QBT RN o7, @EXITEERA
R SUTIME R E O A FEHGOFEM A A BROTEFRFEFE IS ZEORURIZR Lz,

FEETHETIIRWbEOD, ERTANEANEIROAEFRPFHEL LIRS OFEM 4 LI
NG I

e  GPGM B : Tirzepatide 15 mg BEICEI 0 (11T oz TSRO <H -7, WrF 1L 8 A

\Z tirzepatide D& & E L. REROFE D O], tirzepatide 5 mg & 5- %Mtk L 7=, 175k
O GMIEE 643 HRICHHEEOFELFEET v v 7 NREBL LT, BEEd 5B K VS
OHEICIE., IREIREE, 3 EOREBIIRA T > NEEZ D DHEZE, RZEPE, O

A i, RISEIRPAZEMESC S, HBIRMAT B, —E MR MR E, M OV i

EERb o, BEREE L TLEMEI R OUET 7 L—> a b ilE S, DFRZEITIE,
ThAuVEY, TEFAFVFARE, T hARREZF Tkl R, B RIT7VV

FrrzuaF7Y K AV UL U\ ARG Enl, FRICHOAERES
FRI LD o7z, PRI, ZOFROEINICTEE IBREORGTEZ7ET L, 28

HEICIRRZE T L, ZOHEZIL, #RERREZE T Lck A TEITHTHY . 2ok
L OVERRICET 2 BIMERITE STV R,

2744296 FELHOOERAAND F (MACE)

O E A 2 AT (ASS, FHEREALSE B Offt) o fRIfENTIXEHEE Y | SFEE S OHEIC X
. MACE-4 = RARA > b (DIMEESUIRKRARHDIELT, LDAEZE, MAEd, UIRZER
LMEIZ LD ABE) IS T2 ERMEE LT 116 BlOT — X NG ENT-T — X IZHESNTIThi
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7o WERHTTIX, 4 tirzepatide #F & OFE 6 IREE (777 B AR K OVEFAIR) OHET, LMIE R
AR FOFBLY A7 ERICHT DN — REE 0.81 (97.85%(FHEX M : 0.52~1.26) Th -7z,
GPGO K UF GPGM #BRD5E 71TV, MACE-4 23581 L 7= 26 ] (GPGO 7% 3 {4, GPGM ik
B 23 1) O R FENT DR ICIE S ivTe, 7 BB B A FF 142 i THEBL L 72 MACE-4 734E
Stz (tirzepatide M1 @ 72 il [ L7 38BIR « 1.35 47100 N4] | RFREEER - 70 1] [
U FBIR 161 144,7100 N4E] )

IASRATAE RAL, P ORIR E — B L Tz,

HHRHI 2R LA A 2 AT D5 & 72 > 7= MACE-4 O KR4y (109 1) 13 GPGM #BR A 5 D
HTHY . GPGM RERD tirzepatide & 1 > AV > I X ORI T, ~P— REIE 0.74 (95%
fEHEXE : 0.51~1.08) TH-o7=,

HIEDHEE U7 B XX EHEE 22 MACE OSERI O FER % £ 38R OTRBRAFE S EORGRIZ R L
776

DA A B FRET OBINFENT OFE R 2 &, FEMIEE 5.3.5.3.3 HOLME A X fEFT#E IR L
776

2744297 IDIERODREMEOIER

ENE 3 FHREBR TH 5 GPGO KN GPGP ikl Cl, tirzepatide FE2 N EVME E ., ARFAZ O
BIERE < UHEIT T & OEIR I E O T &b REWEMA D - 7o, REEAR T MR E
DA EELR) GPGO R TIE 12 5] (4 tirzepatide B 10 6], 5 =5 7 /LF K 0.75 mg £ 2 f51]) .
GPGP i Ba CiZ 10l THE SNz, 2D 5 H GPGP RER D tirzepatide BED 1§ T T, HER
ERBERT B v I BNEE L, TRUNOERIIRMyNRECTT X CIEEETHY . BHEE
NPEEIZ w7 T2 BRIR BT B & 72 2 IRIEL D BN © A EERITFED b Lo T,

BFAMATICEE S < 5 2 MR OV 3 FHERBR T D tirzepatide O /UL 7 D22 VEIC B+ % B/

famIL T LB THDH,

o  BEH 16 HEZEOIGEMIMEDN—ZF A4 L6 OFEK T &I, tirzepatide D& E W IZ
ER&Z/)ho7z (tirzepatide 5 mg #f : -5.5 mmHg, tirzepatide 10 mg #£ : -7.0 mmHg, 15 mg
#f : -7.8 mmHg) . KD OFMRER T, EEHIMED X =2 F 1 b OFER T &iX
tirzepatide £ T L T 7z (-2.3~-2.9 mmHg) ,

e Tirzepatide HENEWMNE E | IREAZKOHEIMNE (4.3~5.7bpm) NRKE N7,

o AARANHERFE TONRIE O E DR ARME (6.1~9.5bpm) (X, AARANLSNOHERHE
(3.8~4.6bpm) ELEIL TRE N7,

o AS2 THEEMITHEERANEIRNE CIMREEE O EFRNREI L ERE OFIS1, &5
FERICHEBIL T, Wit SheAEFSL (PT) ([T GHH CRRIICERD & 238 VX
AIEoY

IS B e ORI E O, S QN O #INE, GLP-1 ZFBIFEIECTHISN D

HLOE—ELTHEY, 5 INERERE XM EICET 285 HS (PT) TG T
BRIRAIIZER D 8 218 WIRED bR oTo, RO LILE A Z fRHTIC L Y . T2DM Z X4 &
L7ZBRRBHIE 7' 1 77 F LT tirzepatide 23 DILERA N ORI 27 ZH RS ERWZ LAVR
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SNim, ETHOLMERA > iR (SURPASS-CVOT) 725, tirzepatide 0.0 %0
ZRAET BT 7 A MDD T OB E AFTETH 5,

2744210 YI\XIEREMLTERE
27442101 #EE

2015~2020 (2, PUAZGIM SO RS AT O i O 5 % itk 42 BT, KkED IBM®
MarketScan®7 — # _X—Z D %A T2DM #BH 500 7 A KL OHERIF 24 L T 70k A 6000 75 A
DT —Z PN STz, MG &7 D HEGIL, T — X N—RITFLER S 4L72 ICD-9, ICD-10 & TY CPT
a— RIZR Y ERENT, T OTOREE, T2DM BZIIHERF 2 A L T A0 —fREg 72 5EH &
beig LT, DU B SRR AT A DO FEREDOEI G 3@V 2 & DR E T,

Tirzepatide DEERBHZE 7 v 7T A TUIW SUIRIE MATHED RO SN R E LR ET 5729
12, LLF MedDRA PT & VN C, 45 2 FH L OVE 3HHBRBR O T — # X— X A fRFR LTz,

o LIl

o RIHMATF&E

AT, HANLET —Z N—ZADEFIBLE G G2 0EE & Ui 25 e L,
B 2 G SU AR A T P-4 2 45 AR O TR B HE i iy & O BRI R LT,

27442102 Y

FHNTHE S 72 MedDRA R AU IS S BIMNIRE S T 5 A HF FRIT. RO Lo Tz,

FANCHIE L7z MedDRA BZERICITE ENR o203, HNLENET — & _— 2 OJERIBEGE
M OERFE SIS A Sz 21 6l (tirzepatide B : 13631, A > AV > T 7T 7/ - 241,
ARV TINXURE 6 6)) O—Ea2F 274481 1 T77, 5 2 AHEER CHE S =0T
Rhote, £, EWNE IR TH D GPGO KU GPGP ikl TUIRr O @A 1L /0> 72,

Gy Sz 21 Bl 5 B 13 FIREOHEE L TORMMEREZRE L TR, 15 ilich
JEEIE N B - T2,

GPGM #BR > 3 I CRIEYIK. GPGI RERD 1 FI CHESIMEMEDIK WS S, Wb IEE
EThol,

Tirzepatide Ff TUIWr A it A Sz 13610 5 6, 4 BRI G Ch - 72 MG, U
EoMEIETIWT, BEFE, DUREAMEIEEINT) o R0 @ 9 B (0.17%) 1%, BERIFMHIERZ, RAPEE
i, K&OVEGZ X2 IEMBEH2UIMTH -7 (0.16 1,100 A4F) . ZOFBIZFE T, IBM®
MarketScan®7 — % ~X— 2 T2DM HE DOFEBL= FRAMEME  0.38 11,7100 A4, SMEME : 0.23
100 N LV iKDx o7z, 9 BIORBINEDHE & L TRMMERBRZBREL T\,
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2.7.4  BRIRHL 2

+£ 274481 FE2#RUE SHEFAROTMO—F
Baseline Preexisting
HbAlc; Duration of | Peripheral |Tobacco
Patient Background| HbAlc prior | Diabetes Vascular Use |Preferred Term;
Study |ID Treatment | Therapy | to event (%) (years) |Disease (Y/N)| (Y/N) |(Actual Term) Description
GPGL |IIN TZP 15 mg | Metformin 9.0; 7.7 5.0 N N traumatic amputation (ZME 48] Amputation of the finger due to an
[ W) accident while cooking
(left traumatic amputation 4% finger
[hand])
GPGL (IE TZP 5mg | Metformin | 10.9; 10.0 19.6 N Y  |toe amputation (JEFEUINT) ; Toe amputation due to severe
[ ] (left great toe disarticulation); osteomyelitis of the left foot that
diabetic ulcer CHEFRFMAETS) ; | originated from possible insect bite
(diabetic ulcer left big toe);
osteomyelitis (‘B #E%K) ;
(osteomyelitis left foot)
GPGH |l TZP 5 mg | Metformin 7.8;6.7 1.2 N N |diabetic foot (HEJRIMERENZ) ; | Transmetatarsal amputation in the
[ (diabetic foot) left foot due to infected diabetic
foot ulcer
GPGH |l TZP 5mg | Metformin 8.6;5.5 8.0 N Y  |limb traumatic amputation (PU/E4}% | Left finger severed due to
[ ] ST accidental injury while using a
(limb traumatic amputation) chainsaw
GPGH | IR TZP 10 mg | Metformin 7.9;7.9 19.8 N Y osteomyelitis (B HE2%) ; Second toe amputation and partial
[ ] (osteomyelitis of left second toe) second metatarsal head resection of
the left foot due to osteomyelitis
GPGH |l TZP 15 mg | Metformin 8.7:5.9 7.4 N N  |drygangrene (HZPEBESE) ; Fifth toe amputation in the left foot
[ ] + SGLT-2i (dry gangrene of the fifth toe left due to dry gangrene and subsequent

foot);
necrosis (¥E5E) ;

(plantar necrosis left foot)

removal of the fifth metatarsal bone
and necrectomy due to plantar
necrosis after amputation
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Listing of Amputation Events in Phase 2 and 3 Studies

2.7.4  BRIRHL 2

Baseline Preexisting
HbAlc; Duration of | Peripheral |Tobacco
Patient Background| HbAlc prior | Diabetes Vascular Use |Preferred Term;
Study |ID Treatment | Therapy | to event (%) (years) |Disease (Y/N)| (Y/N) |(Actual Term) Description
GPGH [l Insulin Metformin 7.4;7.4 17.5 N N |osteomyelitis (H#%K) ; First toe amputation in the right
[ ] degludec (right foot osteomyelitis) foot due to osteomyelitis from
toe amputation (EFFEINT) ; stepping on a nail
(right 1 digit [foot] amputation)
GPGH |l Insulin | Metformin 7.6 6.2 0.4 Y Y |skinulcer (FZJEI&E) ; Distal phalanx amputation in the
[ ] degludec (deep ulcer that penetrates to bone fifth toe of the right foot
[distal phalanx in 5 toe of the right
foot])
GPGM | TZP 5 mg | Metformin 7.9;7.7 12.6 Y Y |toe amputation (ZFRUINT) ; No additional information
] (left foot second and third toes —
surgery)
GPGM TZP 5 mg | Metformin 8.5;6.1 54 Y Y skin necrosis (FZJEH#E5E) ; Amputation of half of the right foot
] (necrotized ulcer on right foot) by the presence of gangrene on the
foot
GPGM |l | TZP 10 mg | Metformin, 8.8; 6.7 8.5 Y N |toe amputation (ZfRUINT) ; No additional information
[ SU (amputation of left foot fingers)
GPGM [l | TZP 10 mg | Metformin, 9.4;6.3 20.6 Y Y |diabetic foot CHEJRIFMEEIRZ) ; | A left supracondylar amputation
[ ] SGLT-2i (left diabetic foot) was performed due to the torpid
evolution of the ulcer in the left
heel and the progression of his
peripheral arterial disease
GPGM | TZP 10 mg | Metformin, 8.0;7.0 15.1 Y Y |necrosis (EE3E) ; Patient fell down the stairs, had
I SGLT-2i, (left toe necrosis) contusion of the toe of the left foot
SU and had toe ulcer. The phalanx

was also destroyed.
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Listing of Amputation Events in Phase 2 and 3 Studies

2.7.4  BRIRHL 2

Baseline Preexisting
Backgroun HbAlc; Duration of | Peripheral |Tobacco
Patient d HbAlc prior to| Diabetes Vascular Use |Preferred Term;
Study [ID Treatment | Therapy event (%) (years) |Disease (Y/N)| (Y/N) |(Actual Term) Description
GPGM gl | TZP 15 mg | Metformin 8.0; 8.0 3.8 Y Y  |peripheral ischaemia CRFHPERE | Upper-knee amputation was
I i) ; performed on and due to poor
(critical ischemia of right lower evolution the re-amputation of the
limb) stump was performed due to not-
resolved critical ischemia of right
lower limb after bypass surgeries
GPGM R Insulin | Metformin, 10.2; 8.1 25.7 Y Y skin ulcer (FZf&1&E) Amputation of the third toe of the
[ glargine SU (Texas III grade ulcer on 3" left left foot due to a Texas III ulcer on
toe) third left toe with disarticulation and
exposure of bone
GPGM | Insulin | Metformin, 9.2;5.9 11.4 Y Y diabetic foot infection (FESRJFIE | Patient was hospitalized with an
I glargine SU SRR infected plantar ulcer that evolved to
(infected diabetic foot [left lower | sepsis and the outcome was a
limb]) transfemoral amputation
GPGM | Insulin | Metformin 9.2;9.2 18.2 Y Y | diabetic foot CHEIRIFIMELITZ) ; | Amputation of 3 right toe due to a
[ glargine (worsening of diabetic foot) right plantar ulcer and interdigital
lesions on 2™ to 4" right toes
GPGM | Insulin | Metformin, 9.1;7.7 20.3 Y Y  |diabetic foot CBESRIFMEHZ) ; | Supracondylar amputation due to
] glargine SU (diabetic foot) osteomyelitis that began on the first
toe of the right foot
GPGM | Insulin | Metformin, 8.3; 8.0 26.8 Y N |diabetic foot (HERIFMEEMZ) ; | No additional information
] glargine SU (diabetic foot);
toe amputation (EF5GIHT) ;
(self-regulated spontaneous
amputation of toes [left])
GPGM (R Insulin Metformin, 8.3;8.3 21.6 Y Y diabetic foot CHEFRIFM:EIRZA) ; |Patient began with pain in the right
I glargine SU (right diabetic foot) heel and fever due to right foot ulcer
infection that evolved to foot
necrosis and an infracondylar
amputation was performed
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Listing of Amputation Events in Phase 2 and 3 Studies

Duration | Preexisting
Baseline HbAlc; of Peripheral | Tobacco

Patient Background | HbAlc prior to | Diabetes Vascular Use (Preferred Term;
Study [ID Treatment Therapy event (%) (years) |Disease (Y/N)| (Y/N) |(Actual Term) Description
GPGI |E TZP 10 mg Insulin 10.2; 8.2 5.0 N Y limb traumatic amputation (PY | Accidental partial amputation of the

[ glargine + A MEETINT) fingertip of the left index finger

metformin (accidental partial amputation
fingertip, left index finger)

Abbreviations: HbAlc = hemoglobin Alc; ID = identification; N = no; SGLT-2i = sodium-glucose cotransporter type 2 inhibitor; SU = sulfonylurea; TZP = tirzepatide; Y = yes.
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27442103 FREmMITHE

FHNZHE L7z MedDRA FERAUTID X FFE SN2 R MATHEOR FEFLITRD biviehn
ST, FHANIHE L7z MedDRA BBRUTIEE ENinno7oy, & 3 M ettt — 4~
AR 2 DIEFIBGER > B FFE SN TR IMATHREO B 523 2.7.44-82 |Zn T, 6 2 MR IR
MMATHE IR Do oTo, £z, ENE 3B TH 5 GPGO &Y GPGP Bk THRIYIMAT
RO E X2 o7,

1 BT, ol (ZEBERSC & 2 2580 BERUINT) M ORRE LB 5 O HEAT I K 2 RAH AT A A A
W,

%2 AR 3 FEEBRAEIR T 11 B (tirzepatide Bf : 8 1 [0.15%]) . B~ Z/LF FEE: 1 f
[021%] . A > AV ZIAXURE 261 [020%] ) (CRIMATHENRD Sz, 1 Fl%kKR
< EFIA R AR B Z AL T/, Tirzepatide BEDO R IMATHEOREEFRIT 0.14 14,7100 A
HFTH Y . IBM® MarketScan®7 — # ~X— A D T2DM HH TOIIER L 0 Koo 7=,
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2.7.4  BRIRHL 2

+®2744-82 FE2HRUVE SHERBROREMITEEDELR
Baseline Duration | Preexisting
HbAlc; of Peripheral | Tobacco
Patient Background | HbAlc prior | Diabetes Vascular Use Preferred Term;
Study ID Treatment Therapy to event (%) | (years) | Disease (Y/N) | (Y/N) | (Actual Term) Description
GPGK | R TZP None 7.4;5.0 18.4 Y N peripheral artery occlusion Right femoral-tibial bypass surgery
[ 5mg CRIEENIRPAZE)
(obstruction of the distal
superficial femoral artery)
GPGL [ Sema Metformin 8.3;6.3 1.9 Y N peripheral vascular disorder | Right iliofemoral endarterectomy,

[ ] 1 mg CRI MRS right superficial femoral artery with
(exacerbation of peripheral vein patch and endarterectomy of
vascular disease) profunda femoris artery.

GpGM | TZP Metformin, 8.4;5.1 9.8 Y N peripheral artery occlusion Angioplasty with balloon of the left

[ 5mg SU CRIEENIRPAZE) superior femoral artery
(superficial femoral artery
occlusion)

GpGM | TZP Metformin, 9.4;6.3 20.6 Y Y diabetic foot (FE/RMEZ | Balloon angioplasty was performed in

[ ] 10 mg SGLT-2i W) the left lower limb due to worsening

(left diabetic foot) of peripheral vascular disease
GpoM | N TZP Metformin, 8.8;7.0 11.5 Y Y peripheral artery occlusion Thromboaspiration and angioplasty

[ 10 mg SU CRIEENIRPAZE) recanalization with stent left peroneal
(worsening left femoral arteries and tibial arteries and
artery occlusion) popliteal stent angioplasty and left

superficial femoral stent
GpGM | N TZP Metformin, 7.9; 6.6 15.5 Y Y peripheral arterial occlusive | Angioplasty of tibial and anterior

[ ] 15 mg SU disease CRIHENIRPAZENE | lesions
RE) ; (exacerbation of
peripheral obstructive
arterial disease)
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Listing of Peripheral Revascularization Events in the Phase 2 and 3 Studies

2.7.4  BRIRHL 2

Baseline Preexisting
HbAlc; |Duration off Peripheral |Tobacco
Patient Background | HbAlc prior | Diabetes Vascular Use |Preferred Term;
Study 1)) Treatment Therapy | to event (%) | (years) Disease (Y/N) | (Y/N) |(Actual Term) Description
GpGM | R TZP Metformin 8.0; 8.0 3.8 Y Y peripheral ischaemia (R4 | Iliac femoral bypass with
[ ] 15 mg MEREIM) 5 (critical endoprosthesis, a sequential bypass
ischemia of right lower from the endoprosthesis to the
limb) lower-knee popliteal artery with
inverted vein and a new venous
bypass external iliac-popliteal.
GpGM | Insulin Metformin, 8.8;7.6 4.2 Y Y peripheral arterial occlusive | Revascularization of left limb
Hl | slagine SU disease CRIHENIRPAZENE | peripheral artery disease
#E) ; (left limb peripheral
arterial disease)
GpGM | Insulin Metformin, 9.1;9.0 10.3 Y Y peripheral vascular disorder | Placement of popliteal stent and
HEl | glargine SU (A 1.7 P anterior tibial balloon catheter
(peripheral vascular disease)
GPGI [ ] TZP Insulin 8.4;6.7 12.9 N N peripheral arterial occlusive | Left transfemoral puncture;
[ 10 mg glargine + disease CRIHENIRPAZENME | percutaneous transluminal
metformin Pi8) 5 (PAD 11 degree angioplasty of right femoris
[peripheral arterial disease]) | communis artery, superficial femoral
artery and right profunda femoral
artery (femoral bifurcation right leg)
GPGI [ ] TZP Insulin 7.5;7.8 35.1 Y Y peripheral arterial occlusive | Placement of a thrombolysis infusion
[ 15 mg glargine + disease CRIHENIRPAZENE | catheter into the occluded left
metformin PRE) ; (worsening of common femoral to popliteal artery

PAD)

bypass graft

Abbreviations: HbAlc = hemoglobin Alc; ID = identification; N = no; PAD = peripheral arterial disease; sema = semaglutide; SGLT-2i =
; SU = sulfonylurea; TEAE = treatment-emergent adverse event; TZP = tirzepatide; Y = yes.
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27442104 UIXIEKREMITEEOKER

T2DM B TIERM IR B ORI MRS ORBL Y 2 7 03 bR 5720, FRIMATEE K&
CYIEr ORI 27 3@ < 72 b,

EINE 3 HHRBR Td 5 GPGO KUY GPGP 3R Tl U & ORM AT A DM 1T 220> 72,

% 3 MR A OF & L 7o tirzepatide #f T 0 Ul & VKA AT /5 & 0 B BLEI S X, IBM®
MarketScan® 7 — & X — A7) B 15 572 SR CO R BLEI A K 0 IKH~ 7=, Tirzepatide & THJWr X
VIR AT REORBEGMENZ & E7RBL LIl O RE o SR g R B2 G0 L T
W2 Z & tirzepatide & GBI AT FFEO BLE TR S RN o T2,

2744211 BEYERE
27442111  ENRE R (IIEENFE OBBIERICDAREELSHHER
T T 4 T % —Aa e AR OIS BUE UG K O ERD R O @ BUE KOG O P REPEN 8 5 R &

FTAf L7,
o FIERR O EBUE S S D FTRENVEN B H HGITIE. IBBRIEOF 5% 24 FRLINICHREL L7-7
RCOFEHRGE G,

o FERNRFR OISBUESUS O W RENMEN & 2 FRITIT, IRBREDOH G 24 K% 2> IR OIREREE
BEETOMIZER LT N TOREERE GO,

LIF O SMQIZHS & | RBUELSIS O AR & 5 FREFE LT,
. (7374 7% —F0i] LT VT Y XL HGE

o [MAEVENE]  (HIRHGE

o THJERERIEN]  (PHsMHE

o EMEUE] (PUEHEE

AR SO IR RN O M BUE RS O ATREME N H 5 F R E LT, LLFD SMQ IZi4 T 2 HES
LOFEBENE O /R OB 2R LT,
o HDRD 450D SMQ DWTFNMNIZEH EFNDHEAFE (4 20 SMQ T~ T ORI FE 2 x5
& L7-mER)
o 4-O0% SMQIZEH TN D RIBFE (Pllid SMQ #3R) & HIZ, RIS BUE SR D "]
BEMERH 2 FELITIE, SMQ 77 4 7% —k] OTNT Y XALIEENDLTNTOD
MiEE GO,

274421111 & < DERER
2744211111 GPGO iHE&
BIRFRL 0D 8 BBOE B

18 f5i] (4 tirzepatide #f : 14 5l [2.9%] . T =27 7 AF R 0.75mg B : 4 6 [2.5%] ) THIRR
DUBTUIE S D RTRENED 8 5 FR NS Sz (GPGO sBRIpERafE S H (5 5.3.5.1.8 ]
Table GPGO.8.99) , 4 tirzepatide FEDHIRZ THE SN FRIFLU T TH -7,

o IMEET (141 [02%] )
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o WAMEAHEEE (141 [0.2%] )

o T LT R 26 [0.4%] )
o ImZ Q# [04%] )

o BEUE (141 [0.2%] )

o TESHERACIEZ (161 [0.2%] )

o EFHEBAIFEZ (141 [02%] )

o ZIHFEMERZ (141 [02%] )

o T ULAF—MERK (16 [02%] )
o ZEFRZ (445 [0.8%] )

FERNEREL O BBOE SOt

41 5 (4 tirzepatide £ : 33 4l [6.9%] . T =7 Z/LF K 0.75mg #f : 8 5] [5.0%] ) CIERNEF
T OMSBOE SOE D ATREMEN 3 5 FR NG Sz (GPGO MBRIABRIE A E [ 5.3.5.1.8 1]
Table GPGO.8.100) , 4= tirzepatide Ff DHERFE CTHE SN FHLIILL T Th o T,

o JZRER (3B [0.6%] )

o T hE—MAER (6] [0.2%] )

o HEfMEER (641 [1.3%] )

o RYLMERIER (261 [0.4%] )

o FEWEUE (141 [0.2%] )

o W5 8% [1.7%] )

o RHAMEAR (161 [0.2%] )

o  FRUER 261 [0.4%] )

o TESHEBACIEZ (161 [0.2%] )

o %5 (4 [0.8%] )

o TULAF—MRLK GH [0.6%] )

o ZEFRZ (8 [1.7%] )

TRBRIE D 5-H 1T F - 72 1BBUE K
Tirzepatide 10 mg FED 1 B3 BEEEDFEIZ | tirzepatide 5 mg FED 1 Fil A3 EE DZEFRIZ I L 0 THERIK
OG-z L L7 (GPGO BRiGBRRIE AL [ 5.3.5.1.8 1] Table GPGO.5.20)

2744211112 GPGP &
BNEEEL o BBUE SOt

6 Bl (1.4%) TRIRFELOMBBUELIS O FTREMEN & 2 FRVBHE 7= (GPGP RBRIGBR K HE
w58 [45 5.3.5.2.1 TH] Table GPGP.8.74) , 4 tirzepatide BEDMERAE CHE SNZFHRIILI T TH
ST,

o Iz Q6 [0.5%] )

o 3 (14 [02%] )

o IRBEMEAR (161 [0.2%] )
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o = Q6 [0.5%] )

FERNEREL O BBOE SOt

16 5l (3.6%) "CIERNRFRL OIBBOE S O FIREME DN & D HG A ME S 7z (GPGP RERTEBRRTE
WiEE (55 5.3.5.2.1 IH] Table GPGP.8.75) , 4 tirzepatide BEDHERHE Tl SNI=FRITILLTF T
HoT,

o T LAF—MEEL 261 [0.5%] )

o JZRER (161 [0.2%] )

o HEfMEZRESR (161 [0.2%] )

o RYLMERE R (161 [0.2%] )

o I (14 [02%] )

o 1B (66 [1.4%] )

o %% 26l [0.5%] )

o TULAF—MERK Q6] [05%] )

o ZEFRZ (241 [0.5%] )

TBEBEOE G F IEIZE - 72 BBUES S
Tirzepatide 15 mg #ED 1 B3 & DIRIZ, tirzepatide 5 mg BED 1 B DFIZIT LD | JREAEE
DGk L7e (GPGP BRIGE G # & (4 5.3.5.2.1 ZH] Table GPGP.5.19)

274421112 HAREH
2744211121  FI3IWMTSERABHEBOHEMENT (AS1)

AS1 T RIS 13 3 RN 0 @ BEURE SO O ATREME 28 8 2 F R OifAT e OVE R &, 1SS (5
5.3.5.3.1 TH) Table 1SS.4.242 } (X Table ISS.4.243 |27k L7z, AS1 TOF T OUREUIE St D AT
e OV FEK % 1SS (55 5.3.5.3.1 1A) Table 1SS.4.244 2R L7z,

BIRFRL 0D 8 BBUIE B

AS1 Tl tirzepatide & 4 B (0.6%) KO 7 wREE 161 (0.4%) TRIFFELOMBBOEIE D FTHE
PER & D FENHE ST, 2 BILL ETHE SN FRIT R o7, LN DOFEG)D Tirzepatide
DHERE THE STz,

o 1% (4 tirzepatide F : 0.1%)

o ESHEOEESUS (4 tirzepatide B ¢ 0.1%)

o [REGNEAR (4 tirzepatide # : 0.1%)

o ZEIE (4 tirzepatide T : 0.1%)

FEBNERFR O SBBUE R

Tirzepatide & 19 il (2.6%) KOT 7 EHREE 3 i (1.3%) (ZIERNRERL O HOE S0 O FTREME 2
bDHEENWE SN, LT OFERZIINTNIORGHO 2 UL ETHE ST,

o T LAX—MELERK (4 tirzepatide £ : 561 [0.7%] . 77 &AREE : 04)
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o J&5 (4 tirzepatide BE : 361 [0.4%] . 7T vAREE: 16 [04%] )
o  ZEIE (4 tirzepatide BE : 3451 [0.4%] . 77 BAREE : 04))
o VEHEAOBEUE (£ tirzepatide BE 2 51 [0.3%] . 77 & AREE 0 F)

HE IR DR T o 72, 4 tirzepatide BE T, ANRFAR X FERNIRER O @ BUE SO D 72 8
\ZIRBRIE DO P 5P IR IS » TR E 1T e v o 72,

2744211122 HAELBOE-OHOE IHEARBROGHEETT (AS2)

AS2 T RIS 1% FE RN 0 @ BEURE S O ATREME 28 8 5 F R OiRfAT e OVE R &, 1SS (5
5.3.5.3.1 TH) Table 1SS.4.247 } (X Table ISS.4.248 (Z/% L7z, AS2 T T DUREUE St D AT
e OB % 1SS (55 5.3.5.3.1 1H) Table 1SS.4.249 (28 L 7=,

BIRFRL 0D 8 BBUIE B
Tirzepatide £ 51 1 (1.0%) TRIRFR OWSTE S D FIREMED & 2 FRBHWE S e, £ D%
BLEIA 134 tirzepatide #E[H CTHELLL T/ (tirzepatide 5 mg B : 1.12%. tirzepatide 10 mg #F :
0.88%. tirzepatide 15 mg#f : 0.99%) ., FEENEN R b RSO, FHFRE (4 tirzepatide #f -
0.25%) . IRWTHB (£ tirzepatide BE : 0.20%) Th o7, 7T 7 4 TF v — e RO
SMQ 1#5%) 133D LR o7z,
IO T AV X LR TREESNZLL T O 1L, EFAPEETT 77 4 7% v —RIG Tl
mnEEZ B,
oGPGO #Bk : AYBRF 1T tirzepatide 5 mg FEICHEAELAEIT S 4L, 169 H H 2> BB O WAMERS
JORNEF 16 FRBL L 7=, HwHID 8 11T tirzepatide DI OFEH-H |2 8 M [ L TH L
L. ZRENHREND 1 BEWNIZHK LTz, 780 O 8 {13 283 H H/ b tirzepatide D1
OFG-HIC 8w L CRBL L7z, 290 HICHILLZ 1 RERIBICHA L, K0 O 71
IRBND 1 BLEANIZWHR Lz, 332 A BICHA% OIRMERAEREA T BL LR O KT b
PR L7z, MER FREREO MEEOHRE LR o7, MEKTIL, {B8RE TRE ClIoiE
KL o oy, WHMERSHEEIE 1 B RANIZIHAR Lic, 2 O BIZHEL L 72 BT & WEmE
ALK D 2 fHZ, SMQ DIKIHEE 1777 4 7F 2 —i) IZ&F A, WBIEDOT V=
U ALY Lic, AFERITIRBRAY EAMIZ X > CQRBUESUG & IZ2 K S 9, e
JiH eCRF TORRE IR0 o 7o, MEEaBRF IG5 258 T L, MR B 280
WE T ot

FERNRFR DR BORE S

Tirzepatide £ 141 5l (2.75%) TIERNREHL OIWBUE S DO FIREMEDN 8 D FRVWE Sz, £
DFBEIEIL, 4 tirzepatide FEM THAELL T /o (tirzepatide 5 mg # : 2.76%. tirzepatide 10 mg
BE : 2.64%. tirzepatide 15 mg Bf : 2.86%) ., FHEN GV &R b RN FHLEIIFE (& tirzepatide
BE:0.43%) . IRWTEHMIE (4 tirzepatide £f : 0.39%) | B ER (4 tirzepatide £f : 0.31%) .
1% (4 tirzepatide B : 0.31%) . KOT LLF—MEEJE (£ tirzepatide B : 0.31%) Th o7,
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BRIEDE B IEIZE - 7= EBUE R i
Tirzepatide #£ D 6 B3, LLF OMSBUE SR D AIREVEDN & 2 R TR O 52 T 1k L7z,
o HIE 20

- GPGO B (tirzepatide 10 mg #f) : &
- GPGP kB (tirzepatide 5 mg #f) : HRJF
o ZRRIZE 1 24
- GPGH B (tirzepatide 15 mg #f) : %5
- GPGO ikl (tirzepatide 5 mg Bf) @ WEJE
o BMEUE : 1
- GPGL# B (tirzepatide 15 mg#t) :

R
e

o W2 14

i

e

- GPGP #%% (tirzepatide 15 mg #¥)

27442112 JFEXFEELBEERE
2.744211.21 & < DERER
2.744211.21.1 GPGO iHE&
GPGO #BR T, tirzepatide FE T, B ST EFE 70 AR 3 IE RN RS OO B0 SO0 D AT REME
Db D HFHGITRD b7,

2744211.21.2 GPGP :E&

GPGP iR Tl tirzepatide B C. B X3S 70 BIRFRY 0D SR BSUE SO D W REME DS 8 % FARITR
D ORI T,

Tirzepatide 15 mg#ED 1451 (SUFGFH) T, mEOIERRROWBUER)S (WE) Mo b
7=

274421122 HAEREH
2744211221  FI3IWMTSERABHEBOHEENT (AS1)

AS1 TiE, &8 X EEE 7 BIRERY ST FE RN O BUE SO D FTREMEDY & 2 A T S 4172
Moz (ISS [555.3.53.1 5] Table 1SS.245, Table 1SS.246) .

2744211222 RELBD-ODE 3IHEHARDHEHEN (AS2)

5 3 FHARER CIX. tirzepatide FEC. i UL EEE 72 ANRERL O BOE IS D AT REME D & 2 F5 T
WEShgholz (F2.74.4-83)

Tirzepatide FED 4 5] (0.08%) T. £ 1 £F00 &K T EEE 22 FERNRFRL O BUE SO O RTREME DS
b D FELNWE ST (tirzepatide 5 mg Bf : 0.18%, tirzepatide 10 mg #¥ : 0%, tirzepatide 15 mg
B 1 0.06%) .
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e GPGM 7Bk (tirzepatide 5 mg #if)

H &I R ERIEMETE S & LTl Sh,

(2 KD TRERER L DIRIRBEMRITA L &I S vz,
e  GPGM %% (tirzepatide 5 mg #f)
ICEENRE SIND ETIHREITEE Chole, HEIEENESE ThHo2 113 191 H

(ZIHR LTz, MR OHSEE D 2 fRITIEBRHE TR X Tl
D ZEVORBIEMHTICEEDT L ¥ —

e GPGL #%k (tirzepatide 5 mg #¥)

B LTz, 18R T RO Hs)m

e GPGP#Br (tirzepatide 15 mg #f)

19 HENS T

SRR TH - T,
D WEORZIC L IR G AT LT,

ARBRAE T DR

274 BRI

FREDNREH L, EAERE T

| L7,

D BB EHEIE B LT, IR DR G5 9
TEERTH -7, TRBRE Y ERT

186 H H

PR AR 205 7

& 2.74.4-83 SEXIFEELGENREXILEEREOBHERSCDRREENHEIER (AS2)

TZP 5 mg TZP 10 mg | TZP 15mg | All TZP
(N=1701) (N=1702) (N=1716) (N=5119)
HEAFE Preferred Term n (%) n (%) n (%) n (%)
Immediate Hypersensitivity Reactions
AEFLRIEIUEL (%) | Patients with > 1 0 0 0 0
TEAE
Non-Immediate Hypersensitivity Reactions
B EELHEBUE (%) | Patients with > 1 3(0.18) 0 1 (0.06) 4 (0.08)
TEAE
T2 Eczema 0 0 1 (0.06) 1(0.02)
T LT —PEER Rhinitis allergic 1 (0.06) 0 0 1(0.02)
B 25t Skin necrosis 1 (0.06) 0 0 1 (0.02)
IR Urticaria 1 (0.06) 0 0 1(0.02)

Abbreviations: N =

treatment-emergent adverse event; TZP = tirzepatide.

2744211223

AS3 TIE, AS2 Tt SN/ #RE DIz
EMEN B D FRMPHHL LT HBRE I R o T,

AS3 T O yE B S FEFE 70 RIRER D i BCRE S Ko OV RIIRE IR 0Dy BECIE S s D BEAK) %
5.3.5.3.1 IH) Table ISS.4.254 % U® Table 1SS.4.255 I(Z/R L 7=,

LD IEBRE SE D AT A

B 2R UVE SHEABRDOH ST (AS3)

number of patients in treatment group; n = number of patients with at least 1 event; TEAE =

Iy R ST AR RV OO MU SO B ORI

ISS (%

e BE ST E S 2 BUE UGS AN FE L U T2 R O RE M 2 45 3 BR D TR L 5 O BRI R LT,

27442113
EWA‘»
FEHLEIS

18 BUE SIS D &R
3FHEER TH D GPGO

FRER CILRIRFRY K OERNIRPRL oD i B0 S s D P
L4 tirzepatide BE &7 =7 7 /LT K 075 mg BECHEBIL T\, ENE

ST EE X EEZIEBUERSIE,. GPGP RERD 1 ] THE Sz
WEUE S (BIE) OHRTH o7z,
PEE RN I EE S < BBUESG D L2k, LT B0 Th D,

o TFTATRYLIE

RO bR oz,
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LY3298176 (2 FRUBEIRIS) 2.74 BERMZE 2

tirzepatide

o HNEFR OUEUE UG D FTHEMEN B 2 FROBHEIGIX, 4 tirzepatide £ (0.6%) &7 7%
REE (0.4%) TEUELL Tz, ke LT, FERIRFRIOEBUE S O IRENED & 2 FR O
WHEIGIHMEN - 7223, 4 tirzepatide B (2.6%) T Z7vAEE (1.3%) &L THEM1-o
7=

o AS2 T, HIWFH D MUE )i (tirzepatide 5 mg #f 1.12%. tirzepatide 10 mg : 0.88%,
tirzepatide 15 mg : 0.99%) K OVFEBNEEAY oDl 5iE < hes  (tirzepatide 5 mg #f 2.76% .
tirzepatide 10 mg : 2.64%. tirzepatide 15 mg : 2.86%) D RIREMEN B D FROBBLEIEIX, &
tirzepatide ] CHALL L T iz,

o BMBUESISDFREMEN B D FRIL, K PBEIITELE TH -7z, H 3 HEBO
tirzepatide #EDFF 4 7l (0.08%) T, & B I EE 7B BUE S O FTREMED & D F 0t
iz,

o i 3FHABRD tirzepatide BED 6 B3, WHUE LG D FIRENEDS & 5 FRIZ L D IGERFE DL
ZHIE LT, T DOFEZROREMSITEREITIFEE ThH 72, 1 fINEEDIREIZ L
DI OG- 2 H1k L7z,

ftiam & L CL ADRER O BOE SO 2 ety L 7o g OFIA 1 tirzepatide B & 77 B AR CTEREB
e TH -7z, FERNRFR OBBEESIE DFEBEIE 2OV T, tirzepatide #E & 77 B ARFETA
BB b, ZHUEECT LAF—HRRICL DD ThoTe, ZOX S A WlE
7O lx DFEZITONTE HITHE LIZRER, tirzepatide & WBUE S & O BEM: 2 BAT T 5
b DT> T,

2744212 GESTEMIRIGEEER

5 2 MO 3 HHARBRClX, tirzepatide (F#BRF DI SUIRRE (B E) . b LTk
Bl (rEFIC L o8E) 1o, B 1 B TR S, 2 FERBRCIL, tirzepatide 1X 4 7 A
B cisns -4 cuTiRttsh, iy Il LS GPGM BRI
D 3 MR OBERE 11T, IBBREEOR G2 K52 T 57202, BRI G A O~ REHE]7 12 i
A7z, GPGM iR CldHEE G- H D *c Nt Sz,

TESHERAL RS B = R DO FEA
ESTAL SO B FRIE, LUT OFEHE 2 IV TRl L 72,
o TEFEMIUSBIEFROIEBEIG
o HiJf] eCRF DAFHDOPERE 1T I < EHI O F RIS < EEHY

FHNZER L7 MedDRA RIS < SN SOGBME RS (LT, SO SOS B
% [MedDRA] ) 73388 bAVIZHER#E OFIG 1L, LA T O MedDRA HLTIZ & £ 5 PT & iV T3
LT,

o HLT [VEHHENLSE

o HLT M&HHEMLSEL]

e HLT [VEAELEE
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tirzepatide

# 3 FHARBRO M eCRF TH(E S AV iESHBALSUGBE RS (LIRS BSR4
[eCRF] ) OFRBIEIG K OBEEHRIL, HHHIT L THER L, A eCRFIZIX, HEFHHALK
JSBAE G (eCRF) OEBAL, FBURER, ROWEME GRLEE, MRS, &0, € O 8EE. WIE) o
WG ENT,
B eCRF DI # &, 238 O ETER L,
o WEBREICHES TR FWBRE O eCRF ISR SN T R COFHSE LB CH
KILTo, &R T A= ZITO SRS B S (eCRF) 2B LI-#ERE 1 fldH7-
DI ROBREZER LTZT20, b BEIEENEWEROLNEF ST,
o HGUTHESER  ZELTTRTOHM eCRF %, BH LIWREICHIHDOLTER L
7oo ARG BEE S (eCRF) OFeth% . et S-S eCRF ICFIH S 723
TOFERROFHRENEG L L TRLE,

27442121 GESEMIRICEESZR (MedDRA) DEH
274421211 CiR=R: i
2744212111 F 3T S RABARD SR (AS1)

FESHBALSOSB#E FE S (MedDRA) ORBEIA L., & tirzepatide FECT 7B ARRE L B L TH
M7z (4 tirzepatide #f 3.2%. 77 BAHEE 0.4%) (i’% 2.7.4.4-84) , 4 tirzepatide #f CHELEI S
Db @0 T2 EREAL S B E S (MedDRA) 13, EHEALS Th o7z, FEFEALEL D
FELEIE X, 4 tirzepatide BT 7 B ARE L LB L Ty 72 (4 tirzepatide B 2.5%., 77 &R
£ 0%) .

FTRTOEFEASOCEESRSR (MedDRA) WNEEXIHFHEETHY , FEETH -7,

4 tirzepatide HE CIEHEALSUGEIEF S (MedDRA) (2 L D IREBRIK OB G 2 ik U 7= 9855 1%
WiRino Tz,

& 2.7.4.4-84 FEHFEERIGEEER (MedDRA) DEH] : HLT WD MedDRA PT

(AS1)
n (%) TZP
BNLEE High Level Term TZP TZP TZP TZP Placebo | ALL vs
HEARFE Preferred Term S mg 10 mg 15 mg ALL (N=235) | Placebo
(N=237) | (N=240) | (N=241) | (N=718) p-valuea
A HEFGIHBUHEL | Patients with >1 73.0) | 6(25) | 10(41) | 23(32) | 1(0.4) | 0.018
(%) TEAE
TS SO Injection site 73.0) | 625 | 93.7) | 22@3.1) | 1(04) | 0.022
reactions
TS SO Injection site 6(2.5) | 6(25) | 6(25) | 18(2.5) 0 0.015
reaction
TSR ALBE Injection site 0 1(04) 2(0.8) 3(0.4) 0 0.324
erythema
FEATEEAIBIEL | - Injection site 1(0.4) 0 2(08) | 304 0 0313
hypersensitivity
TESHBALZ 5 FERE | Injection site 0 0 1(0.4) | 1(0.1) 0 0.561
pruritus
T AE TR Injection site pain 0 0 0 0 1(04) | 0.085
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tirzepatide
n (%) TZP
BNLEE High Level Term TZP TZP TZP TZP Placebo | ALL vs
HEARFE Preferred Term S mg 10 mg 15 mg ALL (N=235) | Placebo
(N=237) | (N=240) | (N=241) | (N=718) p-value2
BEEALEOG (. | Administration site
IR ENZ20N) | reactions (NEC) 0 0 104 | 10.0) 0 0.561
1) j s o« . . .
B GHL SO Adm.mlstratlon site 0 0 1(04) 1.1 0 0.561
reaction
EWNHIAIIN Infusion site 0 0 0 0 0 NA
reactions

Abbreviations: HLT = high-level term; MedDRA = Medical Dictionary for Regulatory Activities; N = number
of patients in treatment group; n = number of patients with at least 1 treatment-emergent adverse event; NA =
not applicable; NEC = not elsewhere classifiable; TEAE = treatment-emergent adverse event; TZP =
tirzepatide.

a  P-values are from Cochran-Mantel-Haenszel test of general association stratified by study.

274421211.2 RELBD-ODE 3IEHARDHEHEN (AS2)

ESTEAL OB E F 5 (MedDRA) D FEBLEIA 1, tirzepatide O H & mWIE E @ o7z
(tirzepatide 5Smg #f : 1.94% . tirzepatide 10 mg #f : 2.70% . tirzepatide 15 mg #f : 3.50%)
(#2.7.4.4-85) , Tirzepatide 10 mg £} 8 15 mg BED KES 7 OPERE Tld, TN OHER &
(ZEES 2 AN AR OVEREAL OGP E S (MedDRA) 2353 L7,

FRBENE D e b @ oo T ESEASOCEE 55 (MedDRA) (X, EHFISTHY . 3T
DOUEHEAL OSBRSS (MedDRA) [FFFHEE T, HAELITREUITEEZ TH -7,
Tirzepatide #£D 4 5] (0.08%) 23, FEHEBALISEEFES: (MedDRA) 1 K D IEBRIEDOF 5%
ik L7z, ZHOOFERTT T, (GBS EMIC K DIGERIE L FdEbH LS, ERIREE
HThoT,

e  GPGO# Bk (tirzepatide 10 mg ) : B
e GPGL B (tirzepatide 15 mg ff) : 8/
e GPGL B (tirzepatide 10 mg ) : FH&EJE
e  GPGL A%k (tirzepatide 10 mg #f) : BRSE

% 2.7.4.4-85 GESTERGIRIGEREEZR (MedDRA) MEH] : HLT WM MedDRA PT
(AS2)
n (%)
ENLEE High Level Term TZP 5 mg TZP 10 mg | TZP 15 mg TZP ALL
HEARFE Preferred term (N=1701) (N=1702) (N=1716) (N=5119)
AEFZLIEBUIE (%) | Patients with >1 33 (1.94) 46 (2.70) 60 (3.50) 139 (2.72)
TEAE
TS SOGBIHE SRS | Injection site 33 (1.94) 46 (2.70) 59 (3.44) 138 (2.70)
reactions
TS SO Injection site 18 (1.06) 29 (1.70) 39 (2.27) 86 (1.68)
reaction
TSR ALBE Injection site 4 (0.24) 6 (0.35) 10 (0.58) 20 (0.39)
erythema
TESHEALZ 5 SR Injection site 3(0.18) 4 (0.24) 11 (0.64) 18 (0.35)
pruritus
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n (%)
ELEE High Level Term TZP 5 mg TZP 10 mg | TZP 15 mg TZP ALL
HARFE Preferred term (N=1701) (N=1702) (N=1716) (N=5119)
TESHERAL PN H 1. Injection site 4 (0.24) 8 (0.47) 2(0.12) 14 (0.27)
bruising
TESHEAL S SO Injection site 1 (0.06) 2(0.12) 3(0.17) 6 (0.12)
hypersensitivity
e s RiAZ S Injection site pain 2(0.12) 1 (0.06) 1 (0.06) 4 (0.08)
TESHRAT H 1 Injection site 1 (0.06) 1 (0.06) 1 (0.06) 3 (0.06)
haemorrhage
TSR o P Injection site 1 (0.06) 0 1 (0.06) 2 (0.04)
irritation
SIS Injection site rash 0 0 2(0.12) 2 (0.04)
TESHEAT B 2% Injection site 1 (0.06) 0 0 1(0.02)
dermatitis
bEst S RIS IVALTEZ Injection site 0 1 (0.06) 0 1 (0.02)
eczema
bast s Rt ivAlGibE Injection site 0 0 1 (0.06) 1(0.02)
mass
Es s RIS VARSI Injection site 0 1 (0.06) 0 1(0.02)
edema
TSR IEAR Injection site 0 0 1 (0.06) 1(0.02)
swelling
FGEALAOG (11253 | Administration site 0 0 1 (0.06) 1(0.02)
BHInpn) reactions NEC
B SER VAN Administration 0 0 1 (0.06) 1(0.02)
site reaction

Abbreviations: HLT = high-level term; MedDRA = Medical Dictionary for Regulatory Activities; N = number
of patients in treatment group; n = number of patients with at least 1 treatment-emergent adverse event;

TEAE = treatment-emergent adverse event; TZP = tirzepatide.

27442122 BEXEEEGIFTHBARIGEEER (MedDRA)

GPGO & OF GPGP #li, W TNZ AS1, AS2, KN AS3 DWFILTE, B T AR VS AL
FOSB##E S (MedDRA) 13 S/~ 7= (ISS [#5 5.3.5.3.1 ] Table 1SS.4.257, Table
1SS.4.261, and Table 1SS.4.265) ,

27442123 CESEMRISEESESR (eCRF)

TEFTEROLBOG 2 BEE 9™ % 38 2 B eCRF TSR L7,

274421231 {EA<0ORER

27.4.4.212.31.1

GPGO iB&

BESHERALAOGR BAEES: (eCRF)
BRI I 44 BICAEE 515 1 (tirzepatide 5 mg £f : 13.6% (6 5] [54 {41 ) . tirzepatide
10 mg B¥ : 25% (1141 [117 4] ) . tirzepatide 15 mg#f : 29.5% (13451 [17014] ) . T=2F 7L
F R 0.75mg B : 31.8% (14 B [174 1] ) OEHNEALSOCEEFS (eCRF) A S L7
(£ 2.7.4.4-86) , FEIEFEIIRE D DNEE Th 72, HEHENSUGBIHES (eCRF) DA
I3 tirzepatide 15 mg #f (170 1F) &5 27 7 vF R 075 mghE (1741F) TEh o1,
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#+2744-86 GESTERIRIGEEEEZR (eCRF) DEH
(REMBITRINRER) (GPGO HER)
Parameter TZP S mg TZP 10 mg TZP 15 mg Dulaglutide
(N=159) (N=158) (N=160) 0.75 mg
(N=159)
Total Number of Events, m 54 117 170 174
Patients with >1 TE ISR, n 6 11 13 14
Patients with 1 event, n (%) 2(33.3) 3(27.3) 1(7.7) 0
Patients with 2 to 5 events, n (%) 2 (33.3) 3(27.3) 2(15.4) 6(42.9)
Patients with >5 events, n (%) 2 (33.3) 5(45.5) 10 (76.9) 8 (57.1)

Abbreviations: eCRF = electronic case report form; m = number of events; n = number of patients with
nonmissing data; N = number of patients who were randomized and received at least 1 dose of study drug; TE
ISR = treatment-emergent injection site reaction; TZP = tirzepatide.

FESFHNL RS DFEEL E T D REHE]

RSB G (eCRF) DOFEBLE TORH Tl b BBEIG DB m - T DI, 1RERIED
B G- 6 RFEILARE 24 BEFELAN (46.6%) T, IRUNT 1 REEILIRE 6 BRI LAN M OY 24 FREREILIRE CTd -
7z (£2.7.44-87) ,

S ROG BS54 (eCRF) S RHL L 72rE OFI & 13, IHREREGEH D < O H T
tirzepatide 5 mg#E, 10 mgHEMX N 1S mgHETT 2T 7V F K075 mg At & B L CEdvo 72, 165
HOBE 24 FEHLLNICESHALSOCBE S (eCRF) 2SREL L 72 BRH OFIA 1 tirzepatide #
TT 2T 70F R0.75mg e L e L Cai< | 1RBRIEDF G 24 IR 02 LR I VRSO i B s =
4 (eCRF) B LI-HBRE OEIGIX, T =27 7 VF R 0.75 mg #E T tirzepatide #f & ik L CTE

Mmooz,

R 2.7.4.4-87 FHMIRICEESER (eCRF) DEBRF TORREDER
(REMBITRINRER) (GPGO HER)
Parameter TZP S mg TZP 10 mg TZP 15 mg Dulaglutide
(N=159) (N=158) (N=160) 0.75 mg
(N=159)
Total number of events, m 54 117 170 174
Patients with >1 TE ISR 6 11 13 14
Reaction timing following study drug administration, n (%)
During study drug administration 0 2 (18.2) 1(7.7) 1(7.1)
Within 30 min of end of study dru
administration y drug 3 (50.0) 0 4 (30.8) 2(14.3)
>30 min to 1 hr 0 19.1) 1(7.7) 0
>1 hr to 6 hrs 2 (33.3) 4 (36.4) 3(23.1) 2 (14.3)
>6 hrs to 24 hrs 1(16.7) 4 (36.4) 4 (30.8) 5@35.7)
>24 hrs to 14 days 0 0 0 4 (28.6)
>14 days 0 0 0 0

Abbreviations: eCRF = electronic case report form; hr = hour; m = number of events; min = minutes n = number
of patients with nonmissing data; N = number of patients who were randomized and received at least 1 dose
of study drug; TE-ISR = treatment-emergent injection site reaction; TZP = tirzepatide.

Note: Percentage was calculated using patients with >1 TE-ISR as denominator.
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BB S BB ES: (eCRF) DOBER UMER
EREBALSUSBIE 955 (eCRF) D e OVEIR 2 FEHEN & D3 = WNEIC LA R IR LTz,

o TOFHIE 4141k (8
o LT :
o AL :
o R

o JKJE : 401 (7.8%)

0.4%)

38114 (74.0%)
162 1F (31.5%)
141 14 (27.4%)

2.74 FRRAZE2NE

ALBEASFEBL L 7= 9850 OFIA 1, tirzepatide FECT = 7 7V F K 0.75 mgfiE & L L TEdvo 7
D, FEAEDFEL LT-BRE OBIAIE, 72T 70T K 0.75mg BT tirzepatide f & Helz L T
o7 (F2.7.4.4-88) . VIR M OVEIESFEBL L 7o R F OFIG 1L, tirzepatide 5 mg BT 10 mg &L Y
15mgff, WNZT = F 7 /vF K 0.75 mg #f & bl L Tk o 72,

Tirzepatide #f CHE £ 73 5 BE D8} OMEARITRRD Hiv7e o 7z,

& 2.7.4.4-88 IHFEMLRICEEESR (eCRF) OEIREUERDELR
(REMBITRINRER) (GPGO HER)
Parameter TZP S mg TZP 10 mg TZP 15 mg Dulaglutide
(N=159) (N=158) (N=160) 0.75 mg
(N=159)
Total Number of Events, m (%)
Erythema 48 (88.9) 104 (88.9) 130 (76.5) 99 (56.9)
Induration 6(11.1) 6(5.1) 62 (36.5) 88 (50.6)
Pain 1(1.9) 4(3.4) 16 (9.4) 19 (10.9)
Pruritis 27 (50.0) 111 (94.9) 158 (92.9) 118 (67.8)
Edema 3(5.6) 16 (13.7) 62 (36.5) 60 (34.5)
Patients with >1 TE ISR, n (%)
Erythema 3 (50.0) 11 (100.0) 12 (92.3) 10 (71.4)
Induration 1(16.7) 2(18.2) 6 (46.2) 10 (71.4)
Pain 1(16.7) 19.1) 4 (30.8) 2(14.3)
Pruritis 4 (66.7) 11 (100.0) 12 (92.3) 13 (92.9)
Edema 1(16.7) 4 (36.4) 7 (53.8) 7 (50.0)

Abbreviations: m = number of events; n = number of patients with nonmissing data; N = number of patients who
were randomized and received at least 1 dose of study drug; TE ISR = treatment-emergent injection site

reaction; TZP = tirzepatide.

Note: The proportions were calculated based on the number of events (m) or number of patients (n) with

>1 event.

274421231.2

GPGP 8%

FEHENA )G BEIEESR (eCRF)
HERPIC 14 FloOERE T 117 HFOESNTMZISEESFS (eCRF) N#®E Iz

(3%2.7.44-89) ,
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2.74 FRRAZE2NE

tirzepatide
+2744-89 GESTEMINRIGEEEEZR (eCRF) DEH
(REMBITRINRER) (GPGP HER)
Parameter TZP S mg TZP 10 mg TZP 15 mg
(N=148) (N=147) (N=148)
Total Number of Events, m 17 26 74
Patients with >1 TE ISR, n 5 4 5
Patients with 1 event, n (%) 3 (60.0) 2 (50.0) 0
Patients with 2 to 5 events, n (%) 1 (20.0) 0 2 (40.0)
Patients with >5 events, n (%) 1 (20.0) 2 (50.0) 3 (60.0)

Abbreviations: eCRF = electronic case report form; m = number of events; n = number of patients with
nonmissing data; N = number of patients who were randomized and received at least 1 dose of study drug; TE

ISR = treatment-emergent injection site reaction.; TZP = tirzepatide.
Note: Percentage was calculated using patients with >1 TE ISR as denominator.

ESALOS BB ES: (eCRF) DRELE TOR

TESEALEOGBIE FS (eCRF) DIEHLE TORFH The b HBBEIG DR > 7o DI, tirzepatide
D5 24 KLU 14 RN TH o 72 (52.1%) o Z O, tirzepatide 5 mg #f & 10 mg TR
D HAVTZAH, tirzepatide 15 mg FETIE, 6 REH LA KON 24 eI LIN 3 i b BBLEIS 3@ o 7o

(58.1%) (3 2.7.4.4-90) .
& 274490 ESFEERIGEEER (eCRF) DHBFFETORMEDER
(REMBRITRTTRER) (GPGP HER)
m (%)
TZP S mg TZP 10 mg TZP 15 mg

Parameter (N=148) (N=147) (N=148)
Total number of events 17 26 74
Reaction timing following study drug administration, n (%)

Within 30 min 0 7 (26.9) 0

>30 minto 1 hr 0 0 0

>1 hrto 6 hr 1(5.9) 1(3.8) 1(1.4)

>6 hrs to 24 hrs 2 (11.8) 1(3.8) 43 (58.1)

>24 hrs to 14 days 14 (82.4) 17 (65.4) 30 (40.5)

Abbreviations: eCRF = electronic case report form; m = number of events; n = number of patients in the
specified category; N = number of patients who were randomized and received at least 1 dose of study drug;

TZP = tirzepatide.

Note: Percentage was calculated using patients with >1 TE ISR as denominator.

ARG REEES (eCRF) D& K ONER
Tirzepatide 5 mg F£ % 10 mg FETiX, eCRF THE & I TV D T TOFEH DO K OYER
DA S Av, tirzepatide 15 mg Bf Tld. 5 & OV IE LS O 80 k OVEIR S A S v

(3%2.7.44-91) ,

B S T o K OVEIR O R ER 53 75

tirzepatide 10 mg BED 1 5l T SN fEALADALBE TH - 72,
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2.74 FRRAZE2NE

+® 274491 IHMLARICEEER (eCRF) OEIREUERDER
(REMBITRINRER) (GPGP HER)
Parameter TZP S mg TZP 10 mg TZP 15 mg
(N=148) (N=147) (N=148)

Total Number of Events, m (%) 17 26 74
Erythema 14 (82.4) 24 (92.3) 60 (81.1)
Induration 1(5.9) 11 (42.3) 0
Pain 1(5.9) 11 (42.3) 2(2.7)
Pruritis 15 (88.2) 26 (100.0) 45 (60.8)
Edema 11 (64.7) 21 (80.8) 0

Patients with >1 TE ISR, n (%) 5 4 5
Erythema 5(100.0) 2 (50.0) 4 (80.0)
Induration 1 (20.0) 1(25.0) 0
Pain 1 (20.0) 1(25.0) 1 (20.0)
Pruritis 3 (60.0) 4 (100.0) 4 (80.0)
Edema 2 (40.0) 2 (50.0) 0

Abbreviations: eCRF = electronic case report form; m = number of events; n = number of patients with
nonmissing data; N = number of patients who were randomized and received at least 1 dose of study drug; TE
ISR = treatment-emergent injection site reaction; TZP = tirzepatide.

Note: The proportions were calculated based on the number of events (m) or number of patients (n) with >1 TE
ISR.

274421232 HAEREM

OFE AT COESINLSOGBI#E F S (eCRF) 1%, TXCOH 3 R E & AS2 OfEF 2R
L7z, AS1 OGS SOSBIH S (eCRF) OFEKIL ISS (55 5.3.5.3.1 IH) Table 1SS.4.258 &
Table 1SS.4.259 |27~ L 7=,

2744212321 HELBEOE=ODOE IHRBOHESHENT (AS2)

TEBRFEY R AR S AVTIER & £F O TS SOG B E 5 (eCRF) (X, tirzepatide BED 148
BITRD BNz, ZDHH 125 Bilik, il U7z EFHBALSOGB#EFS (MedDRA) % F881 L 7-4%
B LM —TChd, LS 23 HITIE, FH eCRF IZIZAT SN2, BEINTAEFESR
TR SGBE 4 (MedDRA) 1Z3%% L otz, 20 23 BIOMERE O H 5 21 FlCHis
SNTEAFEFELONFRIL, AWML G ) . LBt (56 . Z28EME G #) . %8 (2
Bil) | EHEALZ O EERG, BEREMAISOS . MBS, B, BT, B A X I R, EEUE,
BUEAL, R OEL (BEOIG [FER, BEOERR, BEDZ 5 FEEROPEEOFRE] #10E9)
(%16 ThHhoT,

14 FlOYEERE Tl ST FGUTTERN N EFS (MedDRA) (ZIEE%Y L7223, TR
BEMMAFEH eCRF IZATI L72hrolz, SHIZ, eCRF OF —# L E 2 —RHZ, EHEOETHE
FRA L LT WERENL) Tl HEHENL) 20 Tn e 2 LR SNz, 2 BlOwRE
TN Z O PR R OY, AL RS 23S S AL A T AL D 1L RS A S B g 5
(MedDRA) & L CTHFE ST, F7-HH eCRF THHE SN0 T,

ZAVD DTESHEBALSON T K53 DML TS T dh o 72, Tirzepatide 5 mg BED 1 T, 1E
FHEALICEE R RRNTEL Lz, AEREIAFEL, E7 =LA LREFI VY KOTA
ATV DIREEZ T, BRERIIEIE L, #ERE 1L tirzepatide OG- 2kl L7-, iR
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274 BRI

KU OSSR S (eCRF) ORI <IEBRA5SE T L7, Tirzepatide 15 mg #ED 1
BICIE, W HENLE O BRI BL L. WA EALSOSC K 0 IEBIE ORG24 ik LT,

BAERY 2 ENEH 205, SN OSBE GG (eCRF) DO EARDRERIL, RSSO B
$4: (MedDRA) OFEATHER L —H L T,

BESHERAL ORI ES:  (eCRF)
Tirzepatide #f 148 flZ 970 {EDTESERALSOSBAEFS (eCRF) DR FEHL L7z, FEELFIEIL

tirzepatide 15 mg Bf T/ > 72, Tirzepatide B 148§ C 1 LA E D EFHBALSOGEES S (eCRF)
MFBLL, CEE (80 Il [54.05%] ) Tl 2 LU R, 45 6 (30.41%) O#EERE TI% 5 HFHBO S
EALSOGBIEF S (eCRF) MRHL L7z (%2.7.4.4-92) . 5 HHBOEFHBAEB#EHS: (eCRF)
DNFEER L 7B D EIA 1T tirzepatide D FHE DN EVIE E @ o 72,

& 274492 FIHEBMRISEESER (eCRF) OEH (AS2)

n (%)
TZP 5 mg TZP 10 mg TZP 15 mg TZP ALL
Parameter (N=1701) (N=1702) (N=1716) (N=5119)
Patients with >1 ISR, n 33 53 62 148
Total number of events 190 287 493 970
Patients with 1 event 19 (57.58) 26 (49.06) 23 (37.10) 68 (45.95)
Patients with 2-5 events 7 (21.21) 14 (26.42) 14 (22.58) 35 (23.65)
Patients with >5 events 7 (21.21) 13 (24.53) 25 (40.32) 45 (30.41)

Abbreviations: eCRF = electronic case report form; ISR =

population; n = number of patients with nonmissing data; TZP = tirzepatide.

B SUGBEES: (eCRF) DOFRBLE TOR]

A tirzepatide #fCld, FHHENLLUSBHHEHESR (eCRF) DK
tirzepatide D¢ 5- 6 REfHE LA
(CHEBLLTZ (%27.44-93)

BT LRI 0Tz,

IRBL, K35
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(760/970 4= [78.35%] ) 3
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tirzepatide

+ 274493 FHEBMRGEESRER (eCRF) DHEJRE TORREDER
(AS2)
n (%)
Reaction Timing Following Study Drug TZP S mg TZP 10 mg | TZP 15 mg TZP ALL
Administration (N=1701) (N=1702) (N=1716) (N=5119)
Number of events reported on eCRF 190 287 493 970
During drug administration 1 (0.53) 11 (3.83) 6(1.22) 18 (1.86)
Within 30 minutes of administration 8 (4.21) 10 (3.48) 50 (10.14) 68 (7.01)
>30 minutes to 6 hours from administration 31(16.32) 40 (13.94) 53 (10.75) 124 (12.78)
>6 hours to 24 hours from administration 92 (48.42) 99 (34.49) 235 (47.67) 426 (43.92)
>24 hours to 14 days from administration 57 (30.00) 127 (44.25) 149 (30.22) 333 (34.33)
>14 days from administration 1 (0.53) 0 0 1(0.10)

Abbreviations: eCRF = electronic case report form; N = number of patients in population; n = number of events;
TZP = tirzepatide.

HERENAL G REEE S (eCRF) OB K UER

Tirzepatide £ 148 ] TIESHNLSUGCEIEHES: (eCRF) 2 HBL L7z, b % < FBL U Ii D
P BIE RS (eCRF) OUE L OERITALBE (124 1 [83.78%] . 831 ) . K\\\TE 5 FEJE
(112 61 [75.68%] . 741 1) ThHotz (3%2.7.4.4-94) , FEHENSOCEEES: (eCRF) Off5

B OEAR D RER 73 I8 ST PR E ThH o 7, O K OYER 2 LU R IR,

o [ERLADELHE -
o EEDMER
o  EEDOTHE

107 (6.76%) . 68 1
15 (0.68%) . 11F
A (2.70%) . 141

274494 IHEMRIGEEER (eCRF) DBIERMERDERN
(AS2)
n (%); events
Injection Site Signs and TZP 5 mg TZP 10 mg TZP 15 mg TZP_ALL
Symptoms? (N=1701) (N=1702) (N=1716) (N=5119)
Patients with >1 ISR 33 53 62 148
Erythema 25 (75.76); 158 45 (84.91); 261 54 (87.10); 412 124 (83.78); 831
Induration 10 (30.30); 34 19 (35.85); 73 23 (37.10); 114 52 (35.14); 221
Pain 9(27.27); 44 17 (32.08); 35 9(14.52); 23 35 (23.65); 102
Pruritus 20 (60.61); 138 43 (81.13); 211 49 (79.03); 392 112 (75.68); 741
Edema 11 (33.33); 55 16 (30.19); 65 23 (37.10); 141 50 (33.78); 261

Abbreviations: eCRF = electronic case report form; ISR =

population; n = number of patients with nonmissing data; TZP = tirzepatide.
a  One ISR event may have multiple signs and symptoms.

27442124

/IgTﬁIH_LJirL_\O)%DnHH
EWNE 3 fHikBRTH 5 GPGO KT GPGP

injection site reaction; N = number of patients in

BRI, S ST EE AR AL SO B

(MedDRA) X#E SN2 hotz, EEHBALIGBEEFS: (eCRF) TlE, KBy O#ERHE T 2

WLl EOFELRIEBL L T2, GPGO 5k Tl tirzepatide D5 1 FERH LA 24 e[ LA

Tl tirzepatide D 5- 24 FEE LI 14 H AN CRIEIE RN &E1 -T2,
PR AT (22D < TESTESOSBEIERFR O EE LRI T O L B TH 5,
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tirzepatide

o VEHEMISOGBIEFESR (MedDRA) 23REBL L 7o #EBRE OEIG 1L, 4 tirzepatide #E T 7 &
AREEE LB L Tl o 7o (4 tirzepatide Bf @ 3.2%. 77 BAREE : 04%) .

o EHHEALEOCEIEFS (MedDRA) 23FEBL L 7R OFIG X, tirzepatide O &2 /W
\F EFE o T (tirzepatide 5 mg #F : 1.94%. tirzepatide 10 mg ﬁi : 2.70%, tirzepatide 15 mg
BE : 3.50%) 73, tirzepatide 10 mg FEM OY 15 mg FEDHERE ORI 1E, BV 11T S 74
Fr I EIZET D AN AR OIS SOSBIE S (MedDRA) 23380 b7z,

o Tirzepatide #£D 4 il (0.08%) 73, HEHEAIUGEIHEFS: (MedDRA) (2 X D IRBRIEDOFE
HafikLe, 26 DOFERITT T, RIS EANIZ LY tirzepatide & Bid 0 & fi]lkr
S, BEFIEEE CTh o7,

o HEXITEERESTALISEERSR (MedDRA) [T ST,

o ESHEAIEOGEIEFSG: (eCRF) Tik, KEOHEEBRE T 2 U LOFERNBEL LI, £
DRERGT Y tirzepatide DFe G- 6 FEF LI 14 HLANICHBL L, b2 B LAV L O
FERITALBE, IRWNVTE DFEIE ChH o7z, 5 HHLL EOWESEMI OGP #E S (eCRF) 233881
U7-#E8R#E 1%, tirzepatide D HEDN EWNZ EL o7z,

TESH AL I G B H R D 3 BLE| S & tirzepatide ¥ 5 & OBEMENE O LN, L,

tirzepatide FfDYERF TOFFENSSBEHEFROBBULIENLTH Y . KEB DD & A
T, tirzepatide D 5% H 1L L7 BT 13T & A EWeinoTz,

2744213 HRERMH

G IFNED ST L, BRRRERT — &, W ONCHRIE R L tirzepatide DIRFE R, AR VL4
P& OBIE % & Te, tirzepatide BRI 7' 1 7T A T OHRIE RO MRFHHE R O W R EN %
Integrated Summary of Immunogenicity (ISI) & U T 5.3.5.3.4 TR LT,

AIHTIE, AS1 LT AS2 TO TEADA D F BRGNS TEADA B ST MR 0 it
FE M OVESENLSOE DA FEFLOBBENG BN LTz, £, ENSE 3 HHE 2 ABTo
TEADA IO FEBLEIG 3T DM D5 3 AHRBR L W bmd o727, 5 3 AR (GPGO iR,
GPGP R, GPGK 8. GPGI #XBR) (2N L7z HARNGEERE A5k 5 & U7 BT 4 Sk L
7

27442131 HREREOERDESR
R—R T A VFFZ ADARIERERDZH Y . oBHBIGE%IZ 1 DL ED ADA RIERE R0 & 5 4%
Bi# % . TEADA i nfHER & L7-,

TEADA [Bt4:451]
UTFOWThnrE ERT D,
o RN—ATA UIFIZ ADARRMTHY . TEHIERIC 1 BILLED ADA BERRO Hiv, £ D
PURGLY ADA 7 v B A ORI D 2 520 ETh 5 85RE
o RN—RT A UKRROEEHIGEIC ADA BEIEDNRD v, BEBRG%OTUEMRN—R F
A VRO A5 QEIBOMK) Th o HERE
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728, ADA MR SIVZAs PRI &2 IE T E 22700 - 7256 . TEADA HITE O 72 O LAl 2 4
FELlz, N=RAT A UHFIC ADA 2 S A, FURMSHITE S 470 0> TR T LA 1 3m /)
ARG (1:10) & L THiZES L, B EBIARIC ADA 23R Shu, FURMERSRIE S aL7gino 7z
TR TIP3 M IRAE R O 245 (1:220) & L THiiZE S 7z,

TEADA REEER]
o  FHBHIEBICEILLI-MBAD 20%LL E2Y ADA REETH Y . FOMOMBIEKN ADA &k
T o =R

TEADA &4
e  TEADA [5tE X 1E TEADA RHEE DWT AT H %Y LR

2.74.4213.2 Tirzepatide ® TEADA
AETIX, Hx OB (GPGO i, GPGP #Bk) . ASI L' AS2 T tirzepatide  TEADA
DFBLEIE % 7RT,

274421321 {EArORE
2744213211 GPGO &

635 175 TEADA sHli iTREFI T o7z, ZD 5 H 406 (6.3%) 23— T A UIFIZ ADA it
THo7,

NR—=2 T A L OFURMGOFFRIL 1:10 2> 5 1:160 TH > 7= (FRAEIE 1:20)

B GBI RIE, TRBR SR T TR L 72 IRBRIE O G- WI# T2, 476 #1173 TEADA F¥t o] 58
BICTHoT=, ZD 476 B H H 32241 (67.6%) 7 TEADA B TH - 7=,

Tirzepatide % #¢5- &1, TEADA 5t Cd o 7R O % 5-5RhA1% O HUAMMN 0 e KA O i 1
1:20 775 1:81920 (FPRfEIE 1:320) TH o7z,

2744213212 GPGP =&

R E LT, 443 123 TEADA GHliAlRERI CH - 72, ZD 5 H 3041 (6.8%) B_—RAT A I
\Z ADA G TH -7,

NR—2 T A CEEOHUAMOFFAIL 1:10 75 1:1280 Th o7z (FFHRAEIL 1:40)

B G-BhatR X, TRBRIEMEEE CTRUE L2 iSRS e S5-I R IZ, 443 #17% TEADA i AT HE
Bl CThHoTe, ZD A3 FIDH 5 2574 (58.0%) 23 TEADA Bt ThH -7,

Tirzepatide % #¢5- &1, TEADA 5t Cd o 7B O % 5-5RbAT O HUAMMN 0 e KA O i 1%
1:20 725 1:20480 (1 JufElE 1:160) ToH -7z,

274421322 {HEE#EN
2.744213.2.2.1 F 3T RABARD SR (AS1)

N—2 T A VIFITHL tirzepatide FUAD R H S 7o glirg FHMrTaER]) DOFIEIX, tirzepatide £
[ L L TWve (322.7.44-95)
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2.7.4

HERIRAY e

TREBR S S At I & THUE L7 IRBRER O & G-I 1. TEADA W EBIOBISI1ELT 7 B AR & s L

T tirzepatide #E T 2o 72,

#+ 2.74.4-95 TEADA OIKREDEL] (AS1)

n (%)
TZP S mg TZP 10 mg TZP 1Smg | TZP_ALL Placebo
Category (N=237) (N=240) (N=241) (N=718) (N=235)
Patients evaluable for TE ADA 232 (97.9) 229 (95.4) 234 (97.1) 695 (96.8) | 228 (97.0)
Baseline ADA present 18 (7.8) 10 (4.4) 23 (9.8) 51(7.3) 26 (11.4)
Postbaseline TE ADA+ (during
planned treatment period) 114 (49.1) 128 (55.9) 100 (47.0) 352 (50.6) 11 (4.8)

Abbreviations: ADA = anti-drug antibodies; N = total number of patients in specified treatment group; n =
number of patients in specified category; TE = treatment-emergent; TZP = tirzepatide.

2744213222

RELRD=-HDE 3HHABRDOH RN (AS2)

N—2 T A VIFITHL tirzepatide FUAD R H S 7o grgE GHMrTaER]) DFIE X, tirzepatide #f
[RICHEIL T (3R 2.7.44-96) .
TRBR I A THUE LRI G- HI# 1. TEADA BB OEIE1E tirzepatide FEMH THA

LLL Tz,
#z 2.7.4.4-96 TEADA MIKFEEDEL] (AS2)
n (%)
TZP S mg TZP 10 mg TZP 15 mg TZP_ALL

Category (N=1701) (N=1702) (N=1716) (N=5119)
Patients evaluable for TE ADA 1670 (98.2) 1670 (98.1) 1685 (98.2) 5025 (98.2)

Baseline ADA present 115 (6.9) 120 (7.2) 118 (7.0) 353 (7.0)

Postbaseline TE ADA+ (during

planned treatment period) 815 (48.8) 858 (51.4) 897 (53.2) 2570 (51.1)

Abbreviations: ADA = anti-drug antibodies; N = total number of patients in specified treatment group; n =
number of patients in specified category; TE = treatment-emergent; TZP = tirzepatide.

GLP-1 ZF AR IEDOIRBERE DK

GLP-1 ZFKRIEBIEOREEZ A7 5 TEADA i rlaEFIIE 351 Bl TH -7, H&GHLATE.
187 1 (53.3%) 2SVRBRFEMFHEE THE L7 InBE oK G- HIM 11 TEADA it L e -7, AS2
TlE. GLP-1 ZAMIFENIROIRERIE 2473 5 B & 4 tirzepatide #E T, 1RBREMFHEE CTHE
L2 iR O F 5 W th > TEADA BEtE=R (53.3%) . AN A= ROSHUA K O Fnfiik o J 351
FEDHELLL T, TEADA, ZRZEKISHE, K OHRPUAOFBIROFEMIL IS (5 5.3.5.3.4 1)
2R,

GLP-1 2 RARVEEN SR DIRFRIE A L. TEADA B4 CoH - 7= tirzepatide # 5-#: 5k O B 5-B461%
® ADA HUAM OB KMEOFPA L, 1:20 705 1:20480 (HFRAEIX 1:160) TH VY, AS2 2REMT
DFEREFLLL T,
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GLP-1 ZRIRVEENERDOIREIE LA L. TEADA BitECTho7- 187 Hld 5 5, 9 #i] (4.8%) 1T
BENE SO, 4 B (2.1%) ([EBBUER LR vz, ZRHORBEEE L, AS2 &REMNTO
FER LI T,

27442133 HBRERMELEBBUERVCIFBURGOEEEREOEENE

LATIZRT SMQ XN HLT IZ & U R 7E L A HFEFRORBEIG 4 1RREEHHE THE L7z
TR O£ 5/ 0 TEADA Bk X XBErERI R~ T,

o SMQ I7F 74 FFv—Uik] (FEELETT VT Y XLHGE

o SMQ TMMEVME]  (PgHGE

o SMQ THIERJEEWEM]  (PliHIGEE

o SMQ NEE] (Pl HEE

o HLT [VEHELSLE

o HLT M&HHEMLSEL)

e HLT VEAEMLLE

p=1t

2.7.4.4213.3.1 & < DERER
2.74.4213.3.1.1 GPGO E&
TEADA Bt X i X 251 D I BUE SOt
WEUESOGAFEB LTz 42610 5 6, LITF D 346 (81.0%) 7 TEADA BBETH -7z,
e  Tirzepatide 5 mg #F : 9 fi
e  Tirzepatide 10 mg £f : 10 31
e Tirzepatide 15 mg £f : 15 31

PLF @ 3 41 CH 2 B O BUE SUG 358 D BT,

Patient ID | Treatment | Preferred Term Serious Related to | Action Taken | QOutcome of
Group (EAFE (Y/N) Study Drug with Study Adverse
(Y/N) Treatment Event
Eczema Dose not
B | TZP 15mg (55) N N changed Not resolved
Drug Dru
I | TZP 15mg | hypersensitivity N N . g Resolved
(R interrupted
Hypersensitivity Dose not
I | TZP 15mg i) N Y changed Not resolved

Abbreviations: ID = identifier; N = no; TZP = tirzepatide; Y = yes.

Z O OMBIES ST T R TEETH > 72,

RO GHIM T 2D OEEBRE TD ADA FUREOHFHIL 1:10 75 1:10240 ThH - 7=,
13 B Clid, FROMEFEBRFIC ADA HURITEED HiviehoTz,

13 BT, FEITPIRIE R TH o7z, 24 B TIE, ADA OIREEIZ DD BT HE AL
L7,
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TEADA 54 SUF R DTSR S
TESHRALBOGIFEBL L 72 28 Bl rh . LUF D 26 6] (92.9%) 7% TEADA B CThr -7z,
e  Tirzepatide 5 mg #F : 6 i
e  Tirzepatide 10 mg £f : 8 31
e  Tirzepatide 15 mg £f : 12 31

TRTOFGIRENOIEEE TH -7,

BB GHIM T 2D OEBRE TD ADA FUKEOHFHIL 1:10 75 1:81920 ThH - 7=,
11 FICliE, FROMEFEBIRIC ADA HURIEEED e hoTz,

1 BIC#E 323 HH KO 330 H BICESFEMLOSSTEE L, WTFh b RIBETH o7z, £DH%
FBLL T2 16 ROEREALEUNITIHA LTz, 2 @%Bz%ﬁ%@ ADA BRI 5 24 HFEZ 01D T
HE (1:220) | &5 48 B L O 52 EFEC L7z (1:1280) . ZOfthOHERF X
ADA DIRFEIZ v BT, ‘/azﬁiiﬂuﬁr‘“ﬁ%lﬁhﬁ L7z,

E BT 5 BICHEFEN SOSBREFESR N L T2 2 8, FEFEMISUGH eCRE 205 5 E &
NWic, ME SN FRITEE, BURAIL, KTl ROESFEIETH Y . HEHEA KIS O
MedDRA BFZRUCE TN/ -T2, TN 5D 5 L TEADA BETH U . ADA OARIEIZ ) DD
59, FRIFEEA L,

2.744213.3.1.2 GPGP E&
TEADA Bt X i X 251 D I BUE SOt
BESFBL LI 22810 5 6. LLTF O 19 6] (86.4%) 7% TEADA Btk Tdo -7z,
e Tirzepatide 5 mg #f : 7 44
e  Tirzepatide 10 mg £f : 4 31
e  Tirzepatide 15 mg &f : 8 31

HEEEORIZ N 1 FRBLLEZD, Z0MmoFER TN TR ERETH -T2,

REBEROFZGHM T, 2D OERE TH ADA JFUAMOFPHIL 1:10 705 1:5120 TH -7, 1
BITHBLLIZBBERE . WTNOFESR GRS ENC L 0 I5ERIE & ORI R R L &k s
Nz, KEHOHFEGIL, ADA DIREIZH b B TIHE L,

TEADA 5t SUX R DTSR S
ST BOG I FEBL L 72 136, LUF o 1141 (84.6%) 7 TEADA Bt CTh -7z,
e  Tirzepatide 5 mg #F : 3 fi
e  Tirzepatide 10 mg £f : 3 31
e  Tirzepatide 15 mg £f : 531

PEEREDERFALLUE VFFEBR L2, TOMOFRITVWFRBEETH T,

WP OEREN S S . ADA OARFEIZ )b B4 LTz, 1RO GBI T, ADA i
KA OFPHIE 1:10 75 1:10240 T - 7=,
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E DT 2 BTSN S BIEER P HEL L Tz 2 &8, ESELUE A eCRF 205 FFE &
iz, W SNTFEL4IEL. 5 (eCRF TOREFLL,  [EHENLE S ) K UVEZ (eCRF
TOWREFRY « EFHEBACRALEE, ESEMLZ O K, ESEMIRE) Tholc, T HDOFERIT
WWEUES S & LT 2.7.4.42.11 THICFL#H L7z,

274421332 {HEEEN

2.74.4213.3.2.1 % 3T S RABAERD SR (AS1)
TEADA BG5Sk O I 4713 tirzepatide B CTH D Z & AS2 1T LV £ < D tirzepatide £ 5-#% 5k

BaRMRELTEY, 0 ASI OPFBRAE L ELZ & D, RIETIE AS2 DFEROBIR LT,
AS1 @ TEADA [t S BaER] O BOE BOG & ONESRERALSUS O FEBLEIS1E,. ThEh 1SS
(% 5.3.5.3.1 IH) Table 1SS.4.266 2 U} Table 1SS.4.267 (ZEH) L 7=,

2.74.4.213.3.2.2 RELBD-ODE 3HHARDHEHEN (AS2)
TEADA B4 X VX 251 D B BUE Uit

TRERSESE G CHE SN TZIRBREE D& 5 2 tirzepatide #ED 179 Bl ZIBBUE SO 2358
BHAL. 106 115 TEADA B E#EERE C. 73 A TEADA [2tEgBE Ch o7z (£ 2.7.4.4-97) .

3K 2.7.4.4-97 TEADA 51t (X214 R DBEUE RIGDFEBREIE (AS2)

n (%)
TZP 5 mg TZP 10 mg TZP 15 mg TZP_ALL
TE ADA status (N=1701) (N=1702) (N=1716) (N=5119)
TE ADA+ 32 (1.88) 31(1.82) 43 (2.51) 106 (2.07)
TE ADA- 26 (1.53) 26 (1.53) 21 (1.22) 73 (1.43)

Abbreviations: ADA = anti-drug antibodies; N = total number of patients in specified treatment group; n =
number of patients in specified category; TE = treatment-emergent; TZP = tirzepatide.

TEADA FME#EER#E 106 51T, 1 Rl EOMBUE SRS FEL L7 (ko SMQ #5R) .
TEADA FGHHERE Tl S IVZ RO KIS D E I EETH - T,

1 LA OB BORE SO A3 R BL L 7= TEADA BEPEREERE 106 B Cid, 1EBREE OG- B+ > ADA
PUAM OFEPEIL 1:10 205 1:10240 T - 7=,

ADA FriMMli O KIEAS 1:5120 LLETH 72 86 Fild 5 6 11 7T, BEEE T A48 B 0O BUE X
JEDTTREVED & 2 HR NI L T-, HFUMMEORIAMEA 1:5120 VL G KfE 1:81920) Tho7-%

@'ﬂﬁ@ 75{§ i ﬂﬂﬁr}iﬁ: mu&)%ﬂfi?ﬁoﬁo
W] DIWBEOE S DR 4313, tirzepatide D575 16 BFLANIZHEL L, TEADA (REEK Y

PURMRIZ 2303 Bk LTz,

27442112 HTREINZ, @EXTEERBEUESICAFEELLT 4 flo o5 3 ik
TEADA [&VETdH 7=, 1 BillZ TEADA [5PETdh > 72725, ADA FUifffl & SEFRIEH 5L [ R
B EMEITRE® b oTo, £, REGIL ADAREIZ OO TIHE L,

% 3 FHEER Cl. tirzepatide B H5#BRF CTT 7 4 T X U — [t (RO SMQ #FR) 13ERD 5
Wigrofe, 1 FITIRBT VT Y ZALRBIZED T T 7 4 TF =SSO RN H 5 F5 (K
MRASPERS, MEART) BNRE SN (B 274421122 ) , EBR\YERICL Y BEUEE
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T EEZ b=, RErE i&“’@n 24 H # TEADA Gt L 7p o7, Buikfliix, HEFESR
DFRBLT 5 7T HEMFTOBR G 40 R L7 (1:320) , WAMEKAEEGIIER L. ADA fuik
flilx e — 7 IC#E L= RIIHABHMEEZ LB LT 1:1160 Tho 72,

TEADA 15t X X R8BS B SO

TRBR R E M THUE S N2 IBBRIE OB G- W 1 1T tirzepatide FE D 137 #illZ MedDRA #5831
FS S EFHBAL OGS FE® Hiv, £ D 95 119 B4 TEADA BME#EER# C 18 % TEADA 24
B Chols (F2744-8) , X—RAT A VIFOKRIKE B> TRREO R EIE 5% BRI 72
72% . TEADA #Hfli i Tdb > 72 tirzepatide B 2 5] Ti&, 1 B CEEE OVESEBALEOG, 1 il CREEE
DIEFHENLZ 9 FEEDSFRO B vz (ISS [56 5.3.5.3.1 1] Table 1SS.4.269)

& 2.7.4.4-98 TEADA G (ZEZ14 R DES I RIS DFHIRE &

(AS2)
n (%)
TZP 5 mg TZP 10 mg TZP 15 mg TZP_ALL
TE ADA status (N=1701) (N=1702) (N=1716) (N=5119)
TE ADA+ 25 (1.47) 38 (2.23) 56 (3.26) 119 (2.32)
TE ADA- 7(0.41) 7(0.41) 4(0.23) 18 (0.35)
Not evaluable 1 (0.06) 1 (0.06) 0 2 (0.04)

Abbreviations: ADA = anti-drug antibodies; N = total number of patients in specified treatment group; n =
number of patients in specified category; TE = treatment-emergent; TZP = tirzepatide.

e MedDRA MERAUZ IS  FEFHINL UG 23R8 BL L 72 TEADA FtEgERE 119 Bl T, 1RER3E
DG HIH H D ADA HFUAMMOFPHIE 1:10 725 1:81920 ThH > 7=,

e ADA P DORKAEA 1:5120 LLETH 7= 86 Bild 5 B 18 Bl TIFIEHEAL SR 2 TR B
. bmE ADA PUAMiiiE 1:81920 ThHho7z, THHEDOHERTITXTHRETH Y, HUik
23 1:5120 A ETH o 7= 68 Blic, ZDOMMOFAERFLZIIRO bLehoTz,

o WIBIDOEFHBALSIS DO KE/Y X, tirzepatide DI 5775 16 WFLINIZIEHL L, TEADA ik
RE N ONFURAIIC 2303 B FE A LT,

o 27442123 HUCFAK LI &30 21 BITCHBL U 7o SN SO B E SR G 3 AL K
JiH eCREF M HIBINTHE &SNz, Zuh 21 Bil4efH TEADA [5HETHY | 84 fhoHES
% TEADA OWRFEICH1b L FHEE L, 26 OERE TIE, BBREOREHIF o
ADA HUA O#PHIZ 1:10 255 1:20480 TH - 7=,

o 2 BITTIRBRIE D HRNCHBL L 7o AR X, TEADA fEATICE £ Tuen, 1 4

(GPGM &% tirzepatide 10 mg &%) % TEADA 5% T ADA HUAM O KAEA 1:20 TH Y |
H 9 1] (GPGMiB%  tirzepatide 5 mg #f) X TEADA 2 Th 7=,
e % . RS ERRIC X D eCRF ~Ofigkn 72 <, HEFRAIC THEHEN TiEe<
FENL L WO RBTRE SN2 o 72 2 Bl 31t TEADA BtETH -7,
%f@@ﬁﬁiﬁu% DFERESIEEL LT 1 BN LRSI X0 IR0 G2 1k L7z,
R D3 FERAL 2 D PRI O% FERATALBE SR B L 72 1 BIlITTRBRIE D 5.2 fikfse L. 3Bk
Z52 T L, F48T TEADA OIREEIZ b B9 L LT,
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% 3HRBRITBIN L 7c A AR NBEBRE T OBBOE S B OVESFHERAL S
TEADA

AS2 D HAR ARG T, N—AT A VHFIC ADA 2R S -wkBg GErTaER]) o
AL, tirzepatide BERH] THEILL TV o (3R 2.7.4.4-99)

TRBR I E CHAN G SN2 IEBREO R G WM T, TEADA Btk Th -7z H AR A
B OFEIEIX, tirzepatide FEH] CTHALL L TV /2, Tirzepatide %5 - 41, TEADA Bt THh
ST WEBRE OEIE T, AS2 OEREM L B LT, AS2 D HARAYERE TaEihro Tz,

AS2 D HARNHERFE TD ADA il O RAEO I 1:20 225 1:81920 TH Y | HifE
1% 1:320 Th o7z, BRBHFE T v 77 ARETORS @EWPUREIL H AR AHERE (GPGO
ARER) TR® LI 1:81920 TH o T,

& 274499 % 3MHARICSMLI-BARAEERE TOH TEADA XFEIE

(AS2 DBARAEH)
n (%)
TZP S mg TZP 10 mg TZP 15 mg TZP_ALL

Category (N=349) (N=348) (N=351) (N=1048)
Patients evaluable for TE ADA 348 (99.7) 348 (100) 351 (100) 1047 (99.9)

Baseline ADA present 24 (6.9) 22 (6.3) 23 (6.6) 69 (6.6)

Postbaseline TE ADA+ (during

planned treatment period) 212 (60.9) 211 (60.6) 240 (68.4) 663 (63.3)

Abbreviations: ADA = anti-drug antibodies; N = total number of patients in specified treatment group; n =
number of patients in specified category; TE = treatment-emergent; TZP = tirzepatide.

55 3AHEBRICSIN L2 B AR AR ER# T TEADA [B1E U Fa MR O HUE S s

AS2 D H AR ANBEERE Tl WBUE G DR BLEIE 1L TEADA [EMEMERE & ik L <
TEADA BGE#ER# T < . BUBERI 2 RO Hiv7e (3R 2.7.4.4-100)

TEADA [t H AR AN BEBRE C, BUE S DO FTHEE O & 5 H FEH G N B L7261,
tirzepatide ] CHALL L Tz,

WBUE G DR TME ThH o7, mEOFZIL 1L (B2 #E I,

K DFEGX, ADA OWRBEXIIHRMIZ b B TR Lz,

HARANBLERE 4 6 (0.38%) 2SNBBUERIS O REMEN S D HEFS (5 2 . S5,
FKONRIBA 1] [FERNTE 2744211 1] ) I X 0B E 2 F1k L7-, TEADA 5
MR OO ITEnZENn 26 TH -7,
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% 2.7.4.4-100 % 318

RTEE (AS2 DAARAKH)

2.74 FRRAZE2NE

HERIZS M L - B AR A#ERE TD TEADA 514 X IEF2 14 3l D8 BUE = & D

n (%)
TZP 5 mg TZP 10 mg TZP 15 mg TZP_ALL
TE ADA status (N=349) (N=348) (N=351) (N=1048)
TE ADA+ 17 (4.87) 14 (4.02) 23 (6.55) 54 (5.15)
TE ADA- 5(1.43) 6(1.72) 2(0.57) 13 (1.24)

Abbreviations: ADA = anti-drug antibodies; N = total number of patients in specified treatment group; n =

number of patients in specified category; TE = treatment-emergent; TZP = tirzepatide.

5 3 AHERBRIC SN LT H AR A BRE T TEADA BEYE TR MER O S S UG

e TEADA [GME#ERTH & TEADA F2ME#ERTE & ORI AL O AT SR OGO BLEI G O 74
. AS2 OARER (K 2.744-98) LHEIL, AS2 DHARAEBRAE TCLVBEETH -T2
(#2.74.4-101) ,

o TEADA Gt A AR ANHERF T, RIS HEL L2 EI G 13, tirzepatide 5 mg #E & Y
10 mg #E& B L, 15 mg BECTrin o 7o, FIEIOESERALSG D KE /1%, tirzepatide $%5-
25 12 EBILANICHEIL L, ADA OIREEIZ b Bk LTz,
TESTERAL IS D RERATIZERE TH W . ADA OARFEICD )b & Pk Lz, RO TES
ERALSEIZ DWW TIEE 2744213311 HASBO Z &,

F+ 2.7.4.4-101 ZE 3HEFERICSM L =BARAHKERE TD TEADA &% X X145 D
IS RIGOFEREE (AS2 DBAAEH)
n (%)
TZP 5 mg TZP 10 mg TZP 15 mg TZP_ALL
TE ADA status (N=349) (N=348) (N=351) (N=1048)
TE ADA+ 11 (3.15) 13 (3.74) 21 (5.98) 45 (4.29)
TE ADA- 3 (0.86) 1(0.29) 1(0.28) 5(0.43)

Abbreviations: ADA = anti-drug antibodies; N = total number of patients in specified treatment group; n =

number of patients in specified category; TE = treatment-emergent; TZP = tirzepatide.

27442134 TE-ADAGMHITAE C-EEXIEE EGBBUE R G XL EFERGLR G
274421341 FE3IWHHEBRTOTSHRBELOLE (AS1)

AS1 TiE., FHANZHE L7 MedDRA MERZUTHEES < /& BE XU EE 72 B BUE SOo SRS ST
FOSIERD bz - 7= (1SS [ 4 53.53.1 IH] Table ISS.4.245, Table 1SS.4.246. Table
1SS.4.257) .

274421342 % 3HRAERTO tirzepatide BRI TOHLLE (AS2)

AS2 TlE., FANIHE L7 MedDRA MERZUT IS < @ U HEBE 2R FEFRAL SO TFRD D
2otz (1SS [ 5.3.5.3.1 1H] Table ISS.4.261)

LT 2 liZnd 4L TEADA B ThH o 7203, FBL L 72 F40E, MedDRA 82 CILESH
MRS E LTRSS o 72, 1 ] (GPGH 35k tirzepatide 5 mg ) TIXIEHEFNLICEE
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BERNEDO LN, &9 1] (GPGH Bk tirzepatide 15 mg #f) Tididi AL E © FEREDS FEBL
L. ZO®IBHRIEOREZH 1 LT,
AS2 TITIRBRE T E CHUE L 7B O -] i & B U B 20l BUE SO 23 F 8L L
7o 3 6 (HEEZRMBUERS : 1 Bl ®EOWBUELRIS : 2 Bl) OO b, FRZNRRE LT 1 #l
(GPGM 75k tirzepatide 5 mg #) | TEADA 5 CToh o 72,

27442135 ®BRERMEOIER
EWNE 3 HRBRTH 25 GPGO KUY GPGP R Tix, TEADA FFAM AlREHI D 58%~68% 7
TEADA [GHE#ER T CTdo o 7o, WBUESOG  OVES AL BOG 23 8 BL U 72 iR ¥ Cld. TEADA B5t:
RS TEADA e & bl L TR < | tirzepatide 15 mg BE Cie b mir o 72,
DFEARITIZ LD < SRR IC B 2 HE R GRITUL T L B Th 5,
o TEADA BGMH#ERE OEIGIX, 77 AR L il LT tirzepatide B T - 72,
o TEADA BGMHE#ERE OEIAIX., tirzepatide FEH THALL L Tu 7o,
o HMBUESISDOFEBLEIE T, TEADA Bt K& O MERIERE M THEL L T,
e MedDRA R AUTIED TEHEALSS DO FEBLEI S 1L, TEADA FaMEtER#E & ik L T
TEADA BMEBRHE TradroTlce WITFNOHERGIIERETHY . mEOFERITAR L KEB
53 DHFZIL TEADA OARTESUIHUAMIC 2300 B TR L7,
o ARNEFITIE, WBUERS & OVESEAL OGS DI BLEIE 13 TEADA [EMgine & i L
C TEADA SR T < | tirzepatide 15 mg BE TR b @ o7z, Ko DFELDY ADA
OWRBESUIHRAMIZ 23030 B FIHK LTz,

AS2 TIX 51.1%7% TEADA [GHEWEERE Td - 7208, BBUESOG SXEFHINL SOE A58 BTz
BERF OEIG TR . BEAEEEIIRKE 0 S R TP T o 7=, TEADA [atEgiineg & i L
TEADA BEHEHERE TELBO LN, T D OFEZORIEIS XKD > T, BAER 72 R

235X TEADA Bt & OIS O BIE M FE 8 H VT3, &2 OPERE OfE 5% 55 L 7=
FE, AR TR L oA EHL OB & ADA OMRBEE T HUARAM & O I HREE O
MR DR o7,

2744214 ¥EREHEIRAE

BEPRISHEREAE 13, MARRILE OREIZ L - THI & Z S DRERP OM/NILE DA IHETH 5,
Mo = b — U, BEIRIFHEIEE O BRI BL ) A 7 AR S &, BEFOBE RIS HEIRE D =1
7o TEE B %5 (UKPDS 1998, Diabetes Control and Complications Trial Group 1993) , — 5T
M= b e — L ORI UG, FER A T OBEIRIFEHENIE O 5455 M OV—Ip i) 7 BE R & BE
LTV 5% (Lauritzen 1983, 1985, Diabetes Control and Complications Trial Group 1998, Fullerton et
al 2014, Shurter et al. 2013, Bain et al. 2019) .

2 FERMIC DI 2 DIER Y A7 OEuy T2DM B 2 k4 & L7 SUSTAIN-6 B T, HEIKR
MBE DA PHEDFBEFIGILT 7 B REE (1.8%) LEH#L, mfliﬁ%¢@£T%étv7w
F FEE (3.0%) TrEiN~>7- (Ozempic package insert 2021, Marso 2016) . HEIRIFMENIE D& OHE
Dt U A 7 HINE, N— R T A RHCHER A HEBUE OBEEEN 2 0B (B~ 70T NEE
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2.7.4 ERIRAYZLE A

0.7%. 77 BAREE:04%) LHB L, N—2 T A UIROFERFMEBE OB EZ A3 2 8% (&
<~ VT REE: 82%. 7R : 5.2%) THEiA->7z (Ozempic package insert 2021)
BERIF DG HHIE T b 2 FERIFHEBDEIZLL T O LBV EE LT,
o  HBDCEEEIN A MLELTHED
o HTREFIC L DIREEIT) O
o HTHARHIMAFELLZE D
o UIKEPRIFIZBIET D KW

55 2 FHERER Tl THEYE O IR MERE RIS HEIRE 2 A9 5 BE AN R DRI LTz, 5 3
FHERER ClE, BEAEARTOR 7 ) —=2 I, BE SN IRBHEEFIEIC X 2 BlEiR AR A I X
VRS MEA MRS U, BIREVERE IR MEIE . MR HBEE . ST RMEIR IR & B3 2 IR SRS R
HEESE DR A BT HBELZRHN LT, X—2F A4 VIFOMEESEDOFAR & LT, Bah: R o b
PRIFMAIBIE O eCRF 12508k L7,

R PICIRIEMR A 24 0 IR L2 T 7o ROWERIBIIE S HED 1 A 2~ A4 XS T 1R
IZ XA EERICOWVTAREIZERNT S,

e B SO RERRE O BE IR IR MEIEE O -6 OFE O FERIN LA 3B D TR i Fh i FH O BRI 7R LTz,

BE R MARELAE O RFAlh
LT OF5E 2 A THEFRIRHEIEAE 2 34l L 7=,
o [REMA

o PERIFMEIE SOHE D ATREMEN H D EHRD, H A X~ A XX 7= MedDRA #i5R

27442141 BERE

B PRIF MERRE DRSO e\ S & 5 BRRAER AR B L7356 HEEIR MR OB 2 F i
U7co T RLIIHE PRI HENESE O eCRF IZF0Ek L 72,

PEPRIGHEANESE eCRF (ZF0Ek S VT2 IR SR ARG RO, 5 3 AHFER TIE tirzepatide £ 18 il
(0.35%) 2B BTz (F2.7.4.4-102) , Zhb 18 fITIE, SOC TIRRERE ) T4 2 EE,R
HEFRRIIRONho Tz, FMILISS (55 5.3.5.3.1 5) Table ISS 4.272 12777,

& 2744-102 REREDBEORKEIE (5 3 MHEER)

Treatment Arm Patients with Worsening of Fundoscopic Examination Results

GPGK GPGL GPGH GPGI GPGM GPGO GPGP
TZP ALL, n/N 0/363 4/1409 3/1077 1/355 2/995 3/447 5/443
(%) (0) (0.28) (0.28) (0.28) (0.20) (0.63) (1.13)
Comparator2 , n/N 0/115 0/469 0/360 1/120 3/1000 1/159 -
(%) (0) (0) (0) (0.83) (0.30) (0.63)

Abbreviations: N = total number of patients in treatment group; n = total number of patients reporting at least 1

TEAE; TEAE = treatment-emergent adverse event; TZP = tirzepatide.

a Refer to 3% 2.7.4.1-1 for information on comparator arm used in each study.
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tirzepatide
27442142 HERFRIREOSHEDRIGEENHIEZDERE

BE PRI HEIIE O & OHE O FIREMEN & 5 FEUZBI# 9% MedDRA PT (2R3 &, DA <A XX
Ni-mBEE2Em L7 (27477 ,

274421421 {AxDORER
2744214211 GPGO &

ARERHIRI . B 4 B CRERIBEIE N R BL L7 (GPGO sBRIA e S E (55 5.3.5.1.8 1]
Table GPGO.8.104) ,

e  Tirzepatide 15 mg £¥ : 3 %1 (1.9%)

o TaTUNFKROTSmgHE 14 (0.6%)

FTANTORERFHEIE TR R DR ThH -7,

2744214212  GPGP &

RERIIRI . 4 B CHERPREIBE 4 /5 & OSEEUIE | #2553 L2 (GPGP SRBRTABRIAFE i &
(% 5.3.5.2.1 TH] Table GPGP.8.96) ,

o BESRIFHEETE

< 1B (FPEEEE) - tirzepatide 10 mg BE, a-7 V= v ¥ —PRHERK
<1 fix (REEEE) - tirzepatide 15 mg BE, a- 7L 2 v X — P RLE K
< 1 (BEEE) : tirzepatide 10 mgBE, F7 V' U PR
- 1 (WEEE) . tirzepatide 10 mg B¥., SGLT-2 [

o HEHIE
- 1fi* (BRFE) : tirzepatide 15 mg Bf, -7 /L2 X —PIHELK

*[R]—JiE Bl

BEPRIFMEIE I TN T b IERE Th - 72,

274421422 HEREH
2744214221 FI3IWMTSERABHAEBOHEMENT (AS1)

AS1 TiX. tirzepatide Ff CHERIFHEBIE DA OHED FTREMED B 2 FLITRO bR o T, 7
TEAREED 26 (0.9%) TIXFEHERD B (ISS [5 5.3.53.1 5] Table 1SS.4.273) .

AS1 T X H B 20 PRI IBE O & DHIE 13588 B Zen~ 7= (1SS [#5 5.3.5.3.1 1] Table
1SS.4.274) ,

2744214222 FHAELRRO-OHDE IBHABOHFESHET (AS2)
AS2 TOFEIRIFHANEIE DS PHED WTREMEN S 2 F EFRORBENE %3 2.7.4.4-103 1~ 7,
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5 3 FHRAER T OMERIFHEEE DO A GHED ATREME N & D A EFRORBREIS 23 2.7.4.4-104 | TR

7
& 2.7.44-103 HERFREBEDEHFEDFIREEENHLIAZTERNDEN (AS2)

TZP 5 mg | TZP 10 mg | TZP 15 mg | TZP_All

(N=1701) | (N=1702) | (N=1716) | (N=5119)
HEAFE Preferred term n (%) n (%) n (%) n (%)
AEELHBEE (%) | Patients with >1 TEAE 13 (0.8) 12 (0.7) 12 (0.7) 37(0.7)
PR I M IEAE Diabetic retinopathy 4(0.2) 6 (0.4) 6 (0.4) 16 (0.3)
TR AE Macular oedema 4(0.2) 4(0.2) 1(0.1) 9 (0.2)
E ) Vision blurred 1(0.1) 2(0.1) 3(0.2) 6(0.1)
e 1 Retinal detachment 1(0.1) 1(0.1) 0 2 (0.0)
Ll R B Retinal vein occlusion 2(0.1) 0 0 2 (0.0)
1 L P Retinopathy hypertensive 1(0.1) 0 1(0.1) 2(0.0)
vl Visual impairment 0 2(0.1) 0 2 (0.0)
— i P Amaurosis fugax 1(0.1) 0 0 1(0.0)
B Diplopia 0 0 1(0.1) 1 (0.0)
T BEE Maculopathy 0 0 1(0.1) 1 (0.0)
BAET Visual acuity reduced 0 1(0.1) 0 1 (0.0)

Abbreviations: MedDRA = Medical Dictionary for Regulatory Activities; N = total number of patients in
specified treatment group; n = number of patients in specified category; TEAE = treatment-emergent adverse
event; TZP = tirzepatide.

2744104 BRFWIREDESHEDARESHIBEZTERDEN (5 3 HHER)

Treatment Arm Patients with >1 TEAE

GPGK GPGL GPGH GPGI GPGM GPGO GPGP
TZP_ALL, n/N 0/363 10/1409 6/1077 0/355 14/995 3/477 4/443
(%) (0) (0.71) (0.56) (0) (1.41) (0.63) (0.90)
Comparatora , n/N 1/115 2/469 2/360 1/120 15/1000 1/159 -
(%) (0.87) (0.43) (0.56) (0.83) (1.50) (0.63)

Abbreviations: N = total number of patients in treatment group; n = total number of patients reporting at least
1 TEAE; TEAE = treatment-emergent adverse event; TZP = tirzepatide.
a Refer to 2% 2.7.4.1-1 for information on comparator arm used in each study

N

AS2 TiZx, 4 B (0.08%) kBT HTE 2 Bl IR M RUE O & DHE 23 BL L 72 (1SS [5H
5.3.5.3.1 5] Table 1SS.4.276) .

e  GPGL A%k (tirzepatide 5 mg#f) 161 : MEEERRPHAZE

e  GPGM i&l# (tirzepatide 5 mg &) 1 : MHEELEFRPHZE

e  GPGM i&l# (tirzepatide 5 mg #f) 11 : MR B

e  GPGH B (tirzepatide 10 mg &%) 1 5] : MR I EfE
R EFL LG E OFERIF T O FEM 345 3B O VRS i S F O BRI R Lz,
27442143 HERFRARES FHEDHER

ENF 3R TH 5 GPGO KX GPGP iR Tlk. HERIFHENIE DA PHED Al REMEN & 5 H5:
RO LN WEBRE IR AW TH o T-, EEITEERERIIRD SR ho T,

286




LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

DFAFENTIZ IS < BEPRIRMEIRIE & DHE (BT 2 HE R ERIIU Fo LB TH D,

o  FI3MRERZE U T, IREMRAMEIEOHEET tirzepatide £ 18 5] (0.35%) (258D HALTZ03,
INHOBERE T, SOC RFEE ) (ST 2EERAFEFRITED bR o T,

o B IMRBRICBINULI-HIRE D S B, tirzepatide BED 0.7% THERIFAIEIE O S DHE A FEHR
L7,

AS1 TIZ, tirzepatide T SUTHFE 2B JRIHEIE 13380 S e Tz,
AS2 O 4 17 18 FE 1 TS 20 B SR SBIELE O A DR 23288 B LT,

I OFERIT, tirzepatide #5112 K o TRBIEDMTED Y A7 3 ERF 252 L &2 RTHDOT
(L72ipodz, BEIRFRIBIE DHEFTICAT 5 tirzepatide D Z S HIZFHlIY 5728, SURPASS-
CVOT fimaniEirHcbh b,

2744215 MFEEBEEORSME

FREREIXEMER D AT 4 =— 2 —Th v | EFTIRAORZEMEOIEIEIZRV1F5,

Tirzepatide X RH~TF R ThH L7280, KO FLEMORGEH & PJRICBES5-35F & 7 = A P450
X DR EZT T, Fo R BESRICED . MRT X BICOBIND EEZ LTV,
Tirzepatide (X, # > /X7 EOBALRIEIC L D27 F REROSE, C20 EMiERD B Wb, KO
BRI Ko TR EN D, REIEEICRF R OE R ISR S D, R R OMERIC
tirzepatide DARRFILE E TV RW,

GPGQ #RBRTlIL, WAL, P SULEE O NTHRERE SRS . W ONC R 2 R & L,
tirzepatide % HL[E[#% 5- L 72 & & IZAFHERERE E 0 tirzepatide D PK I MIF T 5B A gt L7 (55 2.7.6
H) , KFREREREEC X B tirzepatide @ PK ~DRKRAI2EII AL b 7e o Tz,

MM, FET L 3 — AAERRIAYEIT R B U O PR B OBE L EREZ AT 5. b L
<1 ALTEZS ULN O 3 f5#8 (55 2 fH3RBR CIX ULN @ 2.5 f588) Th 5 HBHE X, 6 3 HRR D
Broh iz, BRIKBAYE 7 1 /7 AT tirzepatide OFFHERERSE D722 %+ ICRHET 5 72912,
92ROV 3HEARBR CIRATRERE T A —% (ALTfE. ASTMH. U LB i, EH#EE Y LY
ME. ALP ) %R L7z, £/, AFRESUIREREEICREE T 5 \EEN D D HEES T,
SMQ & W THIE LTz,

FFH$REREE D2 2
LUF OFERE 2 A CITREBE B 0> 22 M 2 34 L 72,
o JHIHERAEFS:
o JHFLEEBIHAEFS
o JITHERE/NT A —% (ALTMH. ASTH., EHE U/ EE, #E UL EAER T ALP )

- AT AR
C N= AT A EDS DAL

- eDISH 7=z v k
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

27442151 HEEREE
PLF® SMQ IZE £45 MedDRA PT % W C, FHYEIHEATFALE REEO A[REENH D FL %
LT,

IHTIRBE I AR AR A, 18fieds & OViER )

IR L A3 2 BB 9 - fifds & UNaE |

[HERRGEMEIT 2% )

TRFAR A, FFRRAEIE ., FREZE 36 OV O it oo il e e 1 2 BEsEE = 2 R T
TR B9 2 BEE s K OV R ) (PRI 35

(EgERdfE T | (P TIRE

(AR ) (PSR

(RG2S B D) (BRI

JHFERI A EH ARG 27442155 HIIR L2, EEMOEE R FGITE 27442152 HITR

L7,

274421511 {AxDORER

2744215111 GPGO &

AFER . LR 12 i (1.9%) ICHFIREREE 2RO b7z (GPGO aBRIEBRIAE 5 H
(% 5.3.5.1.8 TH] Table GPGO.8.106) .

Tirzepatide 5 mg &% : 2 61 (1.3%)
Tirzepatide 10 mg #f : 3 5] (1.9%)
Tirzepatide 15 mg #f : 561 (3.1%)

F 2T NF F0.75mgRE 261 (1.3%)
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LY3298176 (2 FRUBEIRIS) 2.74 BERMZE 2
tirzepatide

K 2744105 FEEREZTOAZTEROEN (REMMBHTNREH) (GPGO HER)

Treatment Group Event (Preferred Term) Severity Serious (Y/N) Related to
(FEAFE Study Drug
(Y/N)
Cholelithiasis (JEA i) Mild N N
Moderate® Y N
TZP 5 mg Gamma-glutamyltransferase Mild N N
increased (y —Z /v % IV |
T VAT =7 —EHIN)
TZP 10 mg Cholangitis acute (2 PEARE Moderate? Y Y
%)
Cholangitis (JEE %) Mild
Hepatic function abnormal (Jif Mild
PERESLE)
Hepatic mass (JFAERE) Mild N N
Cholelithiasis (JEA i) Mild N N
Cholelithiasis (JEA i) Mild N N
Hepatic function abnormal (Jif Mild N Y
TZP 15 mg BERESL )
Hepatic steatosis  (IgfHfT) Mild N N
Liver function test increased Mild N N
(PR RERR AL -5
Hepatic steatosis (IgfHfT) Mild N N
Dulaglutide Alanine aminotransferase Mild N Y
0.75 mg increased (7 7 =73/ b
7 VAT =7 —EHNN)

Abbreviations: N = no; TZP = tirzepatide; Y = yes.
# Study drug was interrupted due to the event cholelithiasis and study drug was withdrawn due to the event
cholangitis acute.

2744215112 GPGP &

12 Bl 1 LD EORFRRGERREE 23588 Hivl- (GPGP RBRIABRIRIEMSE [ 5.3.5.2.1 H]
Table GPGP.8.88) .

Tirzepatide S mg #E& Y 10 mg BECTZNEH 3 BHIHFIHE R E DRSO Hiv7z, Tirzepatide
15 mg BETIE 6 BHNCHFILEREFE SRS bitlz, 1 HERE, WTIHLOFERL\BETH Y | K
3 DFELITIRRIE Y ERIC L 0 155K & ORREBRIT RV &Il ST,

HERGOZEMEE 2.7.4.4-106 IR,

& 2744106 FEEREZTOAZTZEROEN (REMMBTNREH) (GPGPHER)

TZP . Related to
Treatment OAM Event (p refef;'sd term) Severity Rs UL study drug
Arm (FEAFE (Y/N) Y/N)
a-GI Aspartate aminotransferase increased Mild N Y
15 mg (TANRGXUBT I ) FF AT
= 7 —EHn)
15 mg SGLT-2i Aspartate aminotransferase increased Mild N N
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

TZP . Related to
Treatment OAM Event (p refegd term) Severity Rs UL study drug
Arm (FEAFE (Y/N) (Y/N)
(TANRGXUBT I ) FF AT
= 7 —E )
a-GI Alanine aminotransferase increased Mild N Y
15 mg (TI7=TI /) TV RT=2T—
M)
SGLT-2i Alanine aminotransferase increased Mild N N
15 mg (T7I7=T7I /) T RT=T—
L)
glinides Blood alkaline phosphatase increased Mild N N
15 mg (7 BV RAT 7 2 —EH
hn)
glinides Aspartate aminotransferase increased Mild N N
15 mg (TARTGELUBT I ) T AT
= 7 —E )
15 mg SU Hepatic function gbnormal Mild N N
(IFFERE S &)
5 mg SGLT-2i Hepatic function e}bnormal Mild N Y
(ITFERESE &)
a-GI Gamma-glutamyltransferase increased Mild N Y
15 mg (y = NEZINET AT =T —
M)
15 mg a-GI Hepatic enzyme increased™* Mild N Y
(ITEEs2 15
10 mg biguanides Hepatomegaly Mild N N
(ITHEER)
5 mg SU Cholelithiasis Mild N N
(REAE)
15 mg glinides Cholelithiasis Mild N N
(REAE)
10 mg SGLT-2i Cholelithiasis Mild N N
(REAE)
10 mg a-GI Cholelithiasis Moderate Y Y
(REAE)
5 mg biguanides Hepatic steatosis Mild N N
(N IIIT)
biguanides Hepatic steatosis Mild N N
10 mg =
(MR IIHT)

Abbreviations: a-GI = alpha-glucosidase inhibitor; OAM = oral antihyperglycemic medication; SGLT-2i =
sodium-glucose cotransporter type 2 inhibitor; SU = sulfonylurea; TZD = thiazolidinedione; TZP =
tirzepatide.

*3 events, study drug interrupted for first 2 events and withdrawn for last event

274421512 &M
2744215121  FI3IWTSERABHEBOGEMENT (AS1)

AS1 Ti%, FFIHERFEE L, 4 tirzepatide BF 12 1] (1.7%) MOV 7 wREE 3 6] (1.3%) (ZH
HINTZ (£2744-107) , ZRHOFERITIVTNLIFEE THoT-, RREOERLGFILIZE-
THEL R ONEHEOFEZIIRD 2o T,
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

& 2.7.4.4-107 FFEEREZTOEEERDELN (AS1)

n (0/0)
TZP TZP TZP TZP Placebo

FEAGE Preferred Term 5 mg 10mg | 15mg ALL | (N=235)

(N=237) | (N=240) | (N=241) | (N=718)

A EFELEB (%) Patients with >1 TEAE 7(3.0) | 3(1.3) | 2(0.8) | 12(1.7) | 3(1.3)
NENIIT Hepatic steatosis 2(0.8) 0 1(0.4) | 3(0.4) 0
JEAiE Cholelithiasis 2(0.8) 0 0 2(0.3) 0

= R

TR b5 Hepatlc enzyme 104) | 104) 0 2(03) 0
increased

TANRTXEET I Aspartate

FNT7UAT =T —EH aminotransferase 0 1(0.4) 0 1(0.1) 0

n increased

JIT IS S Hepatic enzyme 0 1(0.4) 0 1(0.1) 0
abnormal

IR Hepatomegaly 1(0.4) 0 0 1(0.1) 0

JEE AL Biliary colic 1(04) 0 0 1(0.1) 0

JESELIER Cholecystectomy 1(0.4) 0 0 1(0.1) 0

H OO MENT R Autoimmune hepatitis 0 0 1(04) | 1(0.1) 0

TR Liver injury 0 0 0 0 1(0.4)

FET L — LPERER Nonalcoholic fatty 0 0 0 0 1(0.4)

iR liver disease

T REAR AT L 5 Liver function test 0 0 0 0 1(0.4)
increased

Abbreviations: N = number of patients in treatment group; n = number of patients with at least 1 treatment-
emergent adverse event; TEAE = treatment-emergent adverse event; TZP = tirzepatide.

2744215122 HAELBO=ODOE IHRBOHESHENT (AS2)

AS2 T, tirzepatide F£D 0.1%LL EIZFE® Ej”bﬁ)ﬁiﬂal_?ﬁ EEOAHEHRLE K 2.744-108 IZR7,
4> tirzepatide £ 146 5] (2.85%) (ZHFIHERFEENGRO HAL, ZORBLEIA T tirzepatide #EHA] CHH
LPlL TV, b EL<BOOLNTAEERITIIE %H?&O‘HBEF’G‘&@OKO

KIS DOBEGITREITEETH T, MEOFAEERIT 11 HllCBO L, EERAESE
GUE 1B BNZFEO BTz, SHIE. LATOFIREREEIC L VIR 2L LT,

o  HERDMEIER (5527442156 HEZROZ L)

o JIFEEE LH ()

o JHVFD oW (BRE)

o ITHEEERAME LA (hAEED)

o FREZE ()
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LY3298176 (2 BUMEFRYF)
tirzepatide

2.74 FRRAZE2NE

+& 2744108 FEEREFTOAZTEROER (AS2)

n (%)
SMQ SMQ TZP5mg | TZP 10 mg | TZP 15 mg | TZP ALL
HARFE Preferred Term (N=1701) (N=1702) | (N=1716) | (N=5119)
AEFGIEBUEL (%) | Patients with >] TEAE | 48 (2.82) 48 (2.82) 50 (2.91) | 146 (2.85)
NENIIT Hepatic steatosis 10 (0.59) 17 (1.00) 12 (0.70) | 39(0.76)
A A7 JE Cholelithiasis 13 (0.76) 8 (0.47) 9 (0.52) 30 (0.59)
TR b5 Hepatic enzyme 5(0.29) 3(0.18) 7(0.41) 15 (0.29)
increased
TI=rT ) T Alanine 3(0.18) 3(0.18) 3(0.17) 9 (0.18)
A7 T —EH aminotransferase
increased
TANGXUT ) Aspartate 1 (0.06) 4(0.24) 3(0.17) 8 (0.16)
NI AT 2T —FH aminotransferase
n increased
aPERFER Cholecystitis acute 1 (0.06) 4 (0.24) 2(0.12) 7(0.14)
JHFHE R Hepatomegaly 2(0.12) 4 (0.24) 1 (0.06) 7(0.14)
y =T NVHEINVKT Gamma- 2(0.12) 1 (0.06) 2(0.12) 5(0.10)
A7 =7 —EH glutamyltransferase
increased
ITE%RE S8 Hepatic function 1 (0.06) 2(0.12) 2(0.12) 5(0.10)
abnormal

Abbreviations: N = number of patients in treatment group; n = number of patients with at least 1 treatment-
emergent adverse event; TEAE = treatment-emergent adverse event; TZP = tirzepatide.

B 3HFABROBEDIABR TOX A L OLhE:
55 3 FHEER CTHEL L T IRE R EE O A FFROFKIEIG OFPHIL, tirzepatide FE T 1.1%~
42%TH V. EEETIE 0.8% (FT7EAREE) ~39% (S AV TINAVXUH) Tholz

(% 2.7.4.4-109) .

& 2744-109 FEEREZTOEEEROELN (5 3 HER)

Treatment Arm Patients with >1 TEAE

GPGK GPGL GPGH GPGI GPGM GPGO GPGP
TZP_ALL, n/N 4/363 41/1409 29/1077 8/355 42/995 10/447 12/443
(%) (1.1 2.9 2.7 (2.3) (4.2) (2.2) (2.7)
Comparatora , n/N 2/115 10/469 7/360 1/120 39/1000 2/159 -
(%) (1.7 2.1 (1.9 (0.8) (3.9 (1.3) -

Abbreviations: N = total number of patients in treatment group, n = total number of patients reporting at least 1
TEAE; TEAE = treatment-emergent adverse event; TZP = tirzepatide.
a Refer to 2% 2.7.4.1-1 for information on comparator arm used in each study.

2744215123 HE2HRUE IASRBROHEMRET (ASI)
AS3 TORFIEREE DA EFLOREIEIG 4 1SS (5 5.3.5.3.1 ) Table 1SS.4.285 (TR L7z,
AT AS2 LI L T e,
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

27442152 BEXIIEELZIFEERE

274421521 %3 ﬁ77ttﬁ%ﬂ%®mAﬁﬁ(Mn)

AS1 Tld, ®mEXITIEERMFIEREEIIRO bk o7z (ISS [ 5.3.53.1 ] Table
1SS.4.281) ,

274421522 HFELEO-HDE IHBEHXBROHFEENT (AS2)

55 3 AHBBR CILEE 20 B Cmi S UTEE R IFIE RSB L, TR ES 4 1 3 R
EBThHoT,

Tirzepatide # ClX, HEERAEFR L U OIFMZE, HEME, SHETFERE 1 6] (0.02%) TH
Hani,

e GPGM ikl : Tirzepatide 15 mg BEIZEI 0 17 S’z oo, #5 169 HHIZ, CH
FFR D A v AHURGE (2N B3 2 BMMOFEMERIIAT L TWVe) OFEFERO
DIRBRIEOE G2 Ik Uiz, AHERE 1T B P ROBEAEEZ A L C\iz, &5 372 HE

(BRI DBRAE G N 192 BEE) . T A VAN CHRIFFRIZ K DHFEZ ORSE D 72 ARt

L7z, _"—=ATA 2@ ALT AL AST fEIZH T 0N m <. BRERHIM & OFREBRE T HRED
ALT fl, AST fi, ALP i, KOV A EAMETWTR G EETHHENTH 7o, KFERIT
ABRTE TRFICRIHR CTh o 70, TRBRILYEANIX, 3R & ORRRR L &l L7,

o GPGM iBh : Tirzepatide 15 mg #1210 11 Sz IO <. JE7 v =2 — v rEiElGTE
JFREBOBEEEZ A LTz, #5116 HHICABE L, #5 117 B BIZREEERYYE & 21
EHGERBE L7-, %5 118 B HICHIBm OO AR L, IFEEERN (AST 1 : 309 IU/L,
AUWEﬁ&HMAQ%EUNEV'Eﬁﬁ[ﬁ%@W¢])@K%WMEWE@éﬁ
ZF T, BMOFHmIC LV, ALP 5, GGT fd, &K' C RUEPES v 37 B sk
waézkﬁ%%éﬂtoCﬂﬁ%?%»xgMﬁ%&UBﬂH&?4chﬁ¢iw
THHRETHY . C BUFR T A NAFURSD G570, TEFT I 7= Ml
TTHIE Lie o To, BREIIEBHEEOR 52 il L, TRt wRetEni & 2 3K4] (A bR
AW VERTIETDER) | T LY RO, o F 83 Rk L7z, &5 125 H
H. #8# D ASTfE, ALTfE, ALPfE, KO GGTaIX EH LicEETHo7A, IEWE
FTRYOOHVIBRBE LTz, £DHOKEET, REIIERAl (/w7275 D
Ly MR UERE, Anxi L WBAETITE—, VTV TL S TVAE
RUF—1) 28 1.5 » AEHLTWD Z & 280 CEEERSBICHE Lz, &5 141
HH. ALPfE, ALTfE, LOULEE U LVE AEITWTF Y EEGRENTH - 7=, &5 155

H. /R8I (tirzepatide) ZXHENOLHBAL, A PARALIVROT I EY ROKRES
BB L7z, #REI3mRA 72 T L, FEEOFRITR bz o 7z,

e GPGM B : Tirzepatide 15 mg #EIZEI 0 17 b7z SO <. B4 % BEAE R
T2DM LISMZ7einode, BIET 2 A0HEE LT, IBERFE, B, siEE, KOE M
AL Tz, BRI e0oTc, BETL0FRHE L LTV 8T AV TFARE, V7
Vb, RO U RRABEF N o7, %45 540 HH., #8& O ALT fi, ASTE. ALP fH.
KBV EMEIIO TG RN TH 72, 5 561 B H, #BREFILFEEREIC X
DIRBRIEDR G2 i L7z, #5567 HH., #BRE IR ORI kE=ZZ L, HE
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176 (2 RUHE R %) 2.74 FRRAZE2NE

tirzepatide

RAEFELTHLAMETFRPHEBL LT, [FH, AST fEI% 1085 IU/L, ALT fliX 585 IU/L,

BE UL E MEIE 1.4 mg/dL, KOV ALP fEIE 282 IU/L TH Y . WP b FEHEE EIR 28
T, e e LT, #BREITHEMIE FrERE) OREGE2ZI1T7, #HRE X, BEKDY
HEIE L, WEM, TR, BRI, N7 IIY U A hOEA, W ONTHRATIES E L
Too MMEIFROERFRIIAATH Y | EREF RFE SR o 72, 1RBRYEARIC K
%L IR DI R OWF R ORI E TE Do T2, BEOIEAR R DR
IO, FHERE SRV ORE, KO~ F =BT DFIR (T4 LJH, "RV T

N 7y FT) OMEFIRENGE ST\, #5 576 HH. A BIFL T A LA
IgM fitfl, BRIIFZR, CHUFR, RO ERUFR (5 587 HE) IX{ERE TRETH Y |
ATIFR T A N ARFURR G T o7z, %5 568 HH. £ B OB G EHRA CTHIBIZ O
FAMEORCH W 2 —JRMENRRO b2, AL OIEOIRIZ R o oTe, 7
T RT X7 2 AMEORE TR, ABRRICHIEEEEIC L 228813 o7, IRBREY
FERfilE, BVEFFRITRBRIE S OREERZR L EHBT L, &5 568 HH., ZOEELRAE
FHRITHR Lz, BRI EBREOR G2 ST, &5 574 B BHICHE A&, B8,

MOV I IS & DI & B S vz,

LT tirzepatide & Bl & 2K RBIR A B D IEFN L7222 > 72, 1 HiX tirzepatide DFEH-H1 212
FHLL, 1 BliX tirzepatide D52 L72ICH L LT HIRIT R, 1T A BFRT A1
DIEG XN TR D AZFE D > - 7=,

& 2744110 SEXFEELHEEREZEOEETEROEN (AS2)

n (%)

TZP5mg | TZP 10 mg | TZP 15mg | TZP ALL

HARFE Preferred Term (N=1701) | (N=1702) | (N=1716) | (N=5119)
AEFRIBUIE (%) | Patients with >1 TEAE 4 (0.24) 8 (0.47) 8 (0.47) 20 (0.39)
A A7 JE Cholelithiasis 4 (0.24) 2(0.12) 1 (0.06) 7(0.14)
aPERFER Cholecystitis acute 1 (0.06) 3(0.18) 2(0.12) 6 (0.12)
JESER Cholecystitis 0 1 (0.06) 1 (0.06) 2 (0.04)
JiERER (1T Biliary colic 0 1 (0.06) 0 1(0.02)
JESELIER Cholecystectomy 0 0 1 (0.06) 1(0.02)
JEAE 2% Cholangitis 0 1 (0.06) 0 1(0.02)
PERRE K Cholangitis acute 0 1 (0.06) 0 1(0.02)
S RS P E Malignant biliary 0 1 (0.06) 0 1(0.02)

obstruction

TR ZE Hepatic cirrhosis 0 0 1 (0.06) 1(0.02)
NENIIT Hepatic steatosis 0 0 1 (0.06) 1(0.02)
JITEEE Hepatotoxicity 0 0 1 (0.06) 1(0.02)
PEITR Hepatitis acute 0 0 1 (0.06) 1(0.02)

Abbreviations: N = number of patients in treatment group; n = number of patients with at least one treatment
emergent adverse event; TEAE = treatment-emergent adverse event; TZP = tirzepatide.

ST T 2R AT IE R IR E OAFEROFEE LB ORI, B G E ORI

~LT,
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tirzepatide

274421523 SE2{HRUVEIBABROFEEN (AS3)
AS3 OEEXITEELRFHEREEDOFEFROBIEIA % ISS (5 53.5.3.1 IH) Table
ISS.4.287 (27”9, FEHIX AS2 LFELLL Tz,

27442153 EREKMICHEELLGLAREDHIER

3 fic

. SR ERICE S SERRMICIIE & 72 B ATREME O & 2 FERMPHEBL L 1=,

GPGI #%5#% : Tirzepatide 15 mg BE(CEI 0 1 Sn7- dlio <. R—25 1 ALT{#
1% 531U/ (SfE [ULN o 1588 3 f5ARm] ) &0 AST fEIX 31 IU/L (IEHHE) Tholz,
5 166 HH (&5 24 #FF) | ALT fElE 1063 IU/L (ULN @ 10 2L E) | AST fEix
363 IU/L (ULN @ 5 {8 10 f5LLF) . GGT fii 340 UL (ULN @ 5 f5LLE) THY .,
ALT fEM OV AST HIZE— 7 IZE L TV e, ZORAT, E#E U LE EIE 0.58 mg/dL

(ULN @ 2 f#20 E) . ALP{EIZ 151 TU/L (ULN @ 1 {588 2 f5R) THY., Wb
ETholz, %5 168 HH, ERFRNHE 4L, HiLFgudk s 184 H HIZIHAK LT,
Be b 24 JREDND 40 BRFOR], HE STV o 725l 3 [BI5EH5E X v, PSR O
AR L, AST i, EHEU/LEE, KO ALP fEIZ&R G 184 1 BIZAERHPHPNIC
B8 L7z, ALTEHALT L7223, #5184 B HIZIX S8 IU/L (ULN O 1 f58 3 505 &
Enolo, #5281 HE (5 40 HEE) | ALT (FIEMERPANICEIE Lz, SR 13065k
OFLG K OHERZE T Lic, BIMEHRIZIATF L TH2RY,
GPGH #B® : Tirzepatide 15 mg FEICHIV 1T - #RE C, & GHMm%EOLZEMEO%E
SO ALT fEO & AMEIT ULN @ 5520 E 10 5K TH Y . AST > ULN @ 10 fi5LA
ETHot, RGO ALT 5% OV AST EIZRHERPHN CTH - 7=, LRMEO%E
ZORBEDORE- 384 H HIZ ALTHI 304 U/L, ASTEIX 315UL Thoto, #5358 HH,
PR ITIRRIE DR G258 T LT\ e, SRBRE T, #BRE O ALT i &KUY AST fl I3 AL
FPHNICIEIE LTz, BEERE CIEVFARO S, IR EAIC X 0 BRRMICEE T
R EHE S,
GPGM #5? : Tirzepatide 10 mg #ECE 0 1) Sn7- s O <. 5B OWEE 505
85 H#&IZ, ALT &fE (ULN @ 19.81%) %588 7-, F7=. ASTHH(X ULN @ 9.7 %, ALPfi&
T ULN @ 3145, KONEHEE Y VE 1 041 mg/dL (“X—R 7 A % 0.18 mg/dL) ThHo
Too THNOORFENPEEST 2 HEFLZOREIL o7, FHETHLr AN ZF |
EATRIV, KO T L L/ 3, FREELO 13 BRNZEGRLE L Tz, AR O
ED 7 B%ICEN SN - A ClX, ALT I ULN @ 2.2 f%, ASTfEi% ULN @ 1.4 %
Th V., AST HIZEEHFANTH 72, ME UL EAMEITRE LR -T2, T DH%ORER
BT, ALT fE, AST i, &Y ALP fEIZW T b IEFFHN CTH -7, ME Y LEHE
I3 28 HRFZIEERFAN TH D | Z D% OB P b RERFAN Th - 72, TRERHK
DOEGEF T/ WRFITIEREOR G L OB AT T Lz, BIEHRIIAT LTV
v,

Lo 3REFNE, FRERHIRE O FRE s CIHEERITERIEZ R LTV 2y, 60 72JRIE 7 < 20
2 ERADPRD O, EOBRMEITIEFMEIZKE 72, 1 #1TIEL ERFERRO bz, Zih DfE
Bl tirzepatide |2 & D AFEME 2 R2 L7g o 72,
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27442154 [FEENNS A —4
274421541 NS A—2DHTI)—#F

AT, filx OB (GPGO R, GPGP k) . ASI KN AS2 TOFHERE /X T A — & D5
WiEZ, =2 T A VED L GBG% OHR TRT,

2744215411 BELKOFHER
GPGO R
ALT
o HEBAGHED ALT EAY ULN O 3 f5LA E S ERMGOHEBRE 1L 461 (BHE1H) Tholo,
o BEHBALAR O ALT fEOHAMA ULN O 5 %L1 E 10 {54505 X3 ULN @ 10 524 Eo#5R
FIIW72pio 7 (GPGO iBRinERieiE s S H (55 5.3.5.1.8 JH] Table GPGO.8.110) .

AST
o BHBHIEH D ASTHO & KA ULN O 3 {FLL EOWERE 1T\ 72 - 7= (GPGO RBERIBER
RIS E [ 5.3.5.1.8 18] Table GPGO.8.110) ,

wmeyrey
o BHBWBHBOE UL EAMEDRKMES ULN O 2 {ELL EOWERE 13 tirzepatide 15 mg BED 2
Bl (1.3%) Th-oi=,

ALP
o  PEHBHIEH D ALP DO H KAED ULN @ 2 ff20L EOWEERE 1T\ N2 v T,

GPGP B
ALT
o BEHBAIAED ALT A ULN O 3 504 1 5 (5K O#ERFTIL 4 6] (2.7%) Tholz, 44
273 tirzepatide 15mg #ETH Y |, a-7 NV a X —BHEIK, F7 U DI X
SGLT-2 fHEHKAZJFH L Tz (GPGP REBRIEBRMRIE @M EE [4 5.3.5.2.1 HH] Table
GPGP.8.99) ,
o KGRI D ALT EO R KAEAY ULN O 5 5L EO#ERE 13 16 (tirzepatide 15 mgREE 27
V=FEOHH) ThH-oTz,

AST
o EBHIAERD AST EDOHEAKMEA ULN O 3 5L E 5 54K T o 7o 1, tirzepatide
Smg#HE 24 (SUEKDOHHH : 1], 7V =FREDHH 14 . KN 15mght 1 TH-7=
(GPGP FRBRIERIAFE W & [55 5.3.5.2.1 ] Table GPGP.8.99) .
o FHBAMAE D ASTHO K KEAY ULN O 545 LLEOBERE 12220 o 7=,
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wmeyrey
o BEHEBMBZOMEL Y LVE AMEOHKRKMA ULN O 2 [ELL EO#ERE X 2 flTh -7, »
T tirzepatide 10 mg BECTH V| 1 BT 7 U U3 1 Hi]1% SGLT-2 BLEIRAJFH L
Tz (GPGP RERIRERFEFE M & 3E (55 5.3.5.2.1 7] Table GPGP.8.100) .

ALP
o  FHBHIEH D ALP fEO & KIEAY ULN O 2 fZLL FO#ERE X2 hv-> 7= (GPGP RERTAEER
IS E [ 5.3.5.2.1 IH] Table GPGP.8.100) .

2744215412 &M
% 3T T B RRBBBROHEAFT (ASD)
ALT
o BHBIAEO ALT E2Y ULN O 3 5Ll Eo#ERE OFIGIL, 778 R EE (1.7%) Lzl
T4 tirzepatide i (1.0%) TIE»-o70 (3 2.7.4.4-111)
o BHBIAED ALT fE2S ULN O 5 {500 EOWERFE OEIAIX, 77 EFRHET 04%, KOS
tirzepatide #£ C 0.6% Ch - 7=,
o  FHBAMALD ALT fHAY ULN O 10 f5L0L L& 72 > 7295 # 13 1 5] (GPGI B tirzepatide
15mg #f) Tholz, ABRHZED—2F 4O ALT fHlX ULN © 1 [FBETH-7= (F
2.7442.1531H) ,

AST
o BEHBALAR D AST Y ULN @ 3 5L EOWERE OEIE 1T, 4 tirzepatide BE & 77 & REE
THEL T (W 09%) (£ 2.744-111)
o EBHLAER D ASTEAY ULN O 5500 EO#ERE OFEIG 1L, 4 tirzepatide BET 0.3%. 77
TARFET04% TH T2,
o KEPHIAED AST Y ULN O 10 LA EOHERE 1T e ho Tz,

Breyirey
o KREPIREOKE VL E ED ULN O 2 5Ll Lo 1T o7z (ISS [5 5.3.53.1
TH] Table ISS.4.292) ,

ALP
o FLBALATL D ALPfEAY ULN @ 2 f5LL EO#ERZE 13 1 ] (tirzepatide 5 mg #) Th o7,
AR HZ D_X— 25 A4 D ALP fEIZ ULN @ 1 fZLL FTh-o7- (ISS [& 5.3.5.3.1 ]
Table 1SS.4.292) .
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£ 2744111 ALTERUVASTEDAR—RS A UEMNSRERIBZRETOHRS (AS1)
Maximum Maximum Postbaseline n (%)
Treatment Baseline Nb >3xULN |  >SxULN |  >10xULN
Alanine Aminotransferase
TZP 5 mg (N=237) <I1xULN 192 1(0.5) 1(0.5) 0
>1xULN 42 1(2.4) 0 0
Alla 234 2 (0.9) 1(0.4) 0
TZP 10 mg (N=240) <IxULN 186 1(0.5) 0 0
>1xULN 49 1(2.0) 1(2.0) 0
Alla 235 2 (0.9) 1(0.4) 0
TZP 15 mg (N=241) <IxULN 182 0 0 0
>1xULN 52 3(5.8) 2 (3.8) 1(1.9)
Alla 235 3(1.3) 2 (0.9) 1(0.4)
TZP_ALL (N=718) <IxULN 560 2 (0.4) 1(0.2) 0
>1xULN 143 5(3.5) 3(2.1) 1(0.7)
Alla 704 7 (1.0) 4 (0.6) 1(0.1)
Placebo (N=235) <IxULN 186 0 0 0
>1xULN 44 4(9.1) 1(2.3) 0
Alla 231 4 (1.7) 1(0.4) 0
Aspartate Aminotransferase
TZP 5 mg (N=237) <I1xULN 204 1(0.5) 0 0
>1xULN 30 0 0 0
Alla 234 1(0.4) 0 0
TZP 10 mg (N=240) <I1xULN 211 1(0.5) 0 0
>1xULN 24 1(4.2) 1(4.2) 0
Alla 235 2 (0.9) 1(0.4) 0
TZP 15 mg (N=241) <I1xULN 204 1(0.5) 1(0.5) 0
>1xULN 31 2 (6.5) 0 0
Alla 235 3(1.3) 1(0.4) 0
TZP_ALL (N=718) <I1xULN 619 3(0.5) 1(0.2) 0
>1xULN 85 3(3.5) 1(1.2) 0
Alla 704 6(0.9) 2 (0.3) 0
Placebo (N=235) <I1xULN 206 0 0 0
>1xULN 24 2 (8.3) 1(4.2) 0
Alla 231 2 (0.9) 1(0.4) 0

Abbreviations: N = total number of patients in treatment group; n = number of patients with at least 1
observation in both the baseline and postbaseline category; Nb = number of patients in the baseline category
with at least 1 postbaseline measurement; TZP = tirzepatide; ULN = upper limit of normal.

a  Includes all patients with at least 1 postbaseline measurement including those patients who had missing

baseline.

Note: Patients with missing baseline values are not included as a separate baseline category in the table because
none had elevated postbaseline values.

RELBDO - DFE IHRBROHEMHT (AS2)
ALT
o I 3FHFBAD tirzepatide ff T H-BAAE O ALT HOHAKMEAY ULN @ 3500 B 5{5LLE,
Y 10 5L Eo#gERFE OFIEGIL, ENE 091%., 030%. KT 0.04% Th o 7=
(#2.744-112) ,
e ALT fEN ULN @ 3 {FLL EO#ERHE OEIE X, tirzepatide 5 mg #E T 0.83%. 10mg #E T
0.71%., KON 15mgRET 1.18% ThH -7,
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AST

=&
o5
,

BeH BT O ALT fE2Y ULN @ 10 {20 EOERE 1% 2 1 (tirzepatide 10 mg & : 1 i,
tirzepatide 15mg #f : 1 ) THo72, "—RAF A D ALT fHIZL. tirzepatide 10 mg AED 1
BITIE ULN @ 1 fELLFTHY, 15mg D 1 HITIE ULN © 1 {FBCThHo7z (5F
2.7442.1531H) ,

% 3 AHRBR D tirzepatide B T 5-BA1AT% D ASTE DR AL ULN O 3 #5LL L, SFLLE,

Y 10 5L Eo#gBRFE OFIEIL, ENE 057%., 0.16% . &Y 0.02% Th o 7=
(#2.744-112) ,

ASTE7S ULN @ 3 {5LL EToh o IR OFIE 1T, tirzepatide 5 mg # T 0.54%. 10 mg Ff

T0.48%, MOV I5SmghET0.71% Th o7z,

B 5Bt D ALTEDY 10 52 EO#ERF 13 1 ] (GPGH 58% tirzepatide 15 mg#%) TH

ST, ARPERE D_—ZF A4 D AST fliX ULN © 1 FLAFTho7o (8 2.744.2.153

H)

mEVLE Y

ALP

5% 3 FHEBR TlL. tirzepatide #ED 8 f5i (0.16%) THAE U /LB AEL ULN @ 2 (5L ETH
-7z (tirzepatide 5 mg #f : 0.12%. 10 mg # : 0.18%. &Y 15mg & : 0.18%) (ISS [%
5.3.5.3.1 3] Table 1SS.4.293) . Z D 8 FlEHIT, N—=AT A DL YL AEIX ULN O
15 THoT=, T 8HIT ALT X% ASTEAY ULN @ 3 {5 Th - 7oA 13 720
2o 1BINAEFES L U CIFRRER T 285 Lz,

5 3 FHABR TIE. tirzepatide BEOD 16 ] (0.32%) T ALP 7Y ULN @ 2 {52l ETHh 7=

(tirzepatide 5 mg #f : 0.42%. 10mg &% : 0.36%., MUY 15mg & : 0.18%) (ISS [
5.3.5.3.1 ] Table 1SS.4.293) , ZD 5 H 8T, ~N—AF A D ALPfEIL ULN O 1 {58
THo7T,
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& 2744112 ALTERUVASTEOR—RZ 4 VLI LREMIBEDHETRE (AS2)

Maximum Maximum Postbaseline n (%)
Treatment Baseline Nb >3xULN |  >5xULN |  >10xULN
Alanine Aminotransferase
TZP 5 mg (N=1701) <1xULN 1331 7 (0.53) 2 (0.15) 0
>1xULN 348 7 (2.01) 1(0.29) 0
Alla 1679 14 (0.83) 3 (0.18) 0
TZP 10 mg (N=1702) <1xULN 1322 7 (0.53) 1 (0.08) 1 (0.08)
>1xULN 357 5(1.40) 2 (0.56) 0
Alla 1682 12 (0.71) 3(0.18) 1 (0.06)
TZP 15 mg (N=1716) <1xULN 1326 10 (0.75) 5(0.38) 0
>1xULN 371 10 (2.70) 4 (1.08) 1(0.27)
Alla 1698 20 (1.18) 9 (0.53) 1 (0.06)
TZP_ALL (N=5119) <1xULN 3979 24 (0.60) 8 (0.20) 1(0.03)
>1xULN 1076 22 (2.04) 7 (0.65) 1 (0.09)
Alla 5059 46 (0.91) 15 (0.30) 2 (0.04)
Aspartate Aminotransferase
TZP 5 mg (N=1701) <1xULN 1455 7 (0.48) 1(0.07) 0
>1xULN 224 2 (0.89) 0 0
Alla 1679 9 (0.54) 1 (0.06) 0
TZP 10 mg (N=1702) <1xULN 1463 4 (0.27) 1(0.07) 0
>1xULN 216 4 (1.85) 1 (0.46) 0
Alla 1682 8 (0.48) 2 (0.12) 0
TZP 15 mg (N=1716) <1xULN 1491 10 (0.67) 5(0.34) 1(0.07)
>1xULN 207 2 (0.97) 0 0
Alla 1698 12 (0.71) 5(0.29) 1 (0.06)
TZP_ALL (N=5119) <1xULN 4409 21 (0.48) 7 (0.16) 1(0.02)
>1xULN 647 8 (1.24) 1(0.15) 0
Alla 5059 29 (0.57) 8 (0.16) 1(0.02)

Abbreviations: N = total number of patients in treatment group; n = number of patients with at least 1
observation in both the baseline and postbaseline category; Nb = number of patients in the baseline category
with at least 1 postbaseline measurement; TZP = tirzepatide; ULN = upper limit of normal.

a  Includes all patients with at least 1 postbaseline measurement including those patients who had missing
baseline.

Note: Patients with missing baseline values are not included as a separate baseline category in the table because
none had elevated postbaseline values.

%2 HEROE 3 HRBROHEHNT (AS3) RUE 2 HEUE 3 M7 7 b Rx BB O &M
(AS4)
AS3 TN AS4 TOFHERE/ N T A — X DRX—RA T A UEE0 b EGIGH OB B OMHTIZ, T
FZO LBV ISS (5553.53.11H) TR L7z, fEFIE AST KOV AS2 EHALLL Tz,

Alanine Aminotransferase and Aspartate Aminotransferase (AS3) Table 1SS.4.290
Alanine Aminotransferase and Aspartate Aminotransferase (AS4) Table ISS.4.291
Total Bilirubin and Alkaline Phosphatase (AS3) Table 1SS.4.294
Total Bilirubin and Alkaline Phosphatase (AS4) Table 1SS.4.295
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274421542 A~R—AS5A4hbDELE
2744215421 & < D ERER

GPGO Rk

MmiFH o> ALT &, AST fE, KO ALP (EDFEHEIZ, WTNORERETH&KRE 52 MFIC~—
ATAUIBIRT L, ZORTEIET 27 7/VF K 0.75mg B L bl LT tirzepatide £ TR & >
- 7= (GPGO RERIABRIRIE M E (45 5.3.5.1.8 ] Table GPGO.8.109) , Z&MEDHEIZHIMIC
X, R ST A= I R_X—RA T A VOEIZR Y Dob o Ty, XR—=A T4 U bOEFEITT
=7 7 VT R 0.75 mg Bf & FLlg U C tirzepatide #E TR X o 72,

R T, WThORGHETHRE Y VEAEROEZEE ) L E U EOEGIT/NS o Tz,
BhE 52 HFORE Y LEAMERDREHEE Y LE UV EOR— 2T A b OERIL, BERER
THLELL TWe (GPGO iBRIaBR i it & [55 5.3.5.1.8 IH] Table GPGO.5.28) .

GPGP B

MmiFH o> ALT &, AST ., KO ALP (EDFEHEIZ, WTNORERETHHKRE 52 BRI ~—
AZTA INHAR T L7z (GPGP iBRinERafE s F [5 5.3.5.2.1 TH] Table GPGP.8.97) . ZhbH
DIFERERER DX— AT A b OIR T RIE, &5 52 HkF L i L, ZeM0%BIEIH </
Smole, MEUNLVEAMEREREE Y L E fEIE, ALT B, AST fE. XU ALP fH & [FER OB
MNR b, LA LELET, E#EEY LVEEEHEKRL TRE U LVEAET/hENoTz,

Mg ORFHERERESR (IBAHALD) OR—2 T4 Vb G 52 IR OO % BIERMN *
TOEREIL. FhEh GPGP ilBiiniiefh s #F (5F 5.3.5.2.1 IH) Table GPGP.5.27 & U Table
GPGP.8.97 lZ5R L 7=,

2744215422 {EE@EM
% 3T 7 B RRRBROHEAFT (ASD)

ALTfE, AST . KON ALP EDH/N R FEIEIZ, WT D tirzepatide FE T & #2540 HFFIZ
R—=2A T A4 UNHIKT Lz, BEUNLE AL, tirzepatide 10 mg #EZ PR, &5 40 BRI — XA
TAVINBIRT LTz (382.744-113) #5540 HFFD ALT i, ASTAH., &OVALPfEON—R T
A MO DOIKTRIT, 77 BARREE L TWT IO tirzepatide FETH R EZ 0o 72,

FFRERERSE SR O EEHIIL ISS (45 5.3.5.3.1 1A) Table 1SS.4.296 (IEFHHL) K N Table 1SS.4.297 (1%
YEHNT) (2R LTz,

R 2744113 R5 40 EBROIFHAEER (BRELML OFER (AS1)

Estimate (SE)a,b
Analyte TZP 5 mg TZP 10 mg TZP 15 mg Placebo
Time Point Baseline n=234 | Baseline n=234 | Baseline n=231 | Baseline n=227
Measure Week 40 n=222 | Week 40 n=226 | Week 40 n=212 | Week 40 n=216
ALT (IU/L)
Baseline 25.3 (0.86) 25.2 (0.86) 25.6 (0.88) 24.4 (0.85)
Week 40 19.1 (0.53) 19.1 (0.53) 17.5 (0.49) 23.0 (0.65)
Change from baseline -6.1 (0.53) -6.2 (0.52) -7.7 (0.49) -2.2 (0.65)
Percent change from baseline (%) -24.4 (2.10) -24.5 (2.08) -30.7 (1.95) -8.8 (2.57)

AST (IU/L)
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Estimate (SE)a,b
Analyte TZP 5 mg TZP 10 mg TZP 15 mg Placebo
Time Point Baseline n=234 | Baseline n=234 | Baseline n=231 | Baseline n=227
Measure Week 40 n=222 | Week 40 n=226 | Week 40 n=212 | Week 40 n=216
Baseline 20.9 (0.58) 20.9 (0.58) 21.5(0.60) 20.0 (0.57)
Week 40 19.2 (0.38) 18.9 (0.38) 17.9 (0.36) 20.6 (0.42)
Change from baseline -1.6 (0.38) -1.9 (0.38) -2.9(0.36) -0.3(0.42)
Percent change from baseline -7.9 (1.85) -9.1 (1.81) -14.0 (1.75) -1.3 (2.01)
(%)
Total Bilirubin (mg/dL)
Baseline 0.39 (0.013) 0.41 (0.013) 0.40 (0.013) 0.39 (0.013)
Week 40 0.37 (0.011) 0.40 (0.012) 0.38 (0.012) 0.40 (0.012)
Change from baseline -0.02 (0.011) 0.00 (0.012) -0.01 (0.012) 0.00 (0.012)
Percent change from baseline -6.1 (2.80) 0.1 (2.96) -3.6 (2.92) -0.1 (3.02)
(%)
Alkaline Phosphatase (IU/L)
Baseline 80.0 (1.46) 76.7 (1.40) 77.1 (1.42) 77.2 (1.43)
Week 40 70.6 (0.87) 68.4 (0.84) 67.0 (0.83) 73.3(0.92)
Change from baseline -6.9 (0.87) -9.1(0.84) -10.5 (0.84) -4.2 (0.92)
Percent change from baseline -8.9(1.12) -11.8 (1.08) -13.5 (1.08) -5.4 (1.18)
(%)

Abbreviations: ALT = alanine aminotransferase; ANOVA = analysis of variance; AST = aspartate
aminotransferase; MMRM = mixed-model repeated measures; n = number of subjects in the population with
baseline and postbaseline value at the specified time point; SE = standard error; TZP = tirzepatide.

a MMRM model for postbaseline measures: log (Actual Measurement) = log (Baseline) + Study Identifier +
Treatment + Time + Treatment*Time (Type III sum of squares). Variance-Covariance structure (Actual

Measurement) = Unstructured.

b ANOVA model for baseline measures: log (Actual Measurement) = Study Identifier + Treatment (Type IIT

sum of squares).

Note: The number of patients (n) in the table are for ALT at baseline and Week 40. The number of patients did
not vary by more than 2 for the other analytes.
Note: Estimate is least square mean calculated on log scale from MMRM model and ANOVA model and back-

transformed to original scale.

RELBDO- DD IHRBROHEMHT (AS2)
ALT . ASTfE, © UL E A, KT ALP EO &K/ "R FEMHEIX, WTHLD tirzepatide FE T
HG 52 WRFIZAN—Z2 T A4 U BT L7z (3 2.74.4-114) ., Tirzepatide O & EWIE L,
ALTE, ASTAE, KON ALPMED#E S2HFFOR—2 T4 UL DR FEIZIRE hotz, eV
IVEAMETI, &5 52 HEFFOR—R T 1 b O TRl tirzepatide 5 mg #E Tl b KE o7z,
FFFERERSE D BLHIIT 1SS (55 5.3.5.3.1 IH) Table 1SS.4.298 (IHHHANL) K TN Table 1SS.4.299 (1

HEHAL) (R LTz,

2744114 552 EROIFHAEER (BRELML OER (AS2)

Estimate (SE)a, b

Analyte TZP S mg TZP 10 mg TZP 15 mg
Time Point Baseline n=1668 Baseline n=1659 Baseline n=1679
Measure Week 52 n=923 Week 52 n=916 Week 52 n=946
ALT (IU/L)
Baseline 24.8 (0.32) 25.1(0.33) 24.6 (0.32)
Week 52 19.4 (0.25) 18.6 (0.24) 17.9 (0.22)
Change from baseline -5.5(0.25) -6.3 (0.24) -7.0 (0.22)
Percent change from baseline (%) -22.0 (0.99) -25.4 (0.95) -28.3 (0.90)

AST (IU/L)
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Estimate (SE)a, b
Analyte TZP S mg TZP 10 mg TZP 15 mg
Time Point Baseline n=1668 Baseline n=1659 Baseline n=1679
Measure Week 52 n=923 Week 52 n=916 Week 52 n=946
Baseline 20.6 (0.21) 20.9 (0.22) 20.7 (0.21)
Week 52 19.0 (0.17) 18.5(0.16) 18.1 (0.16)
Change from baseline -1.8 (0.17) -2.3(0.16) -2.7(0.16)
Percent change from baseline (%) -8.79 (0.803) -10.99 (0.787) -13.03 (0.758)
Total bilirubin (mg/dL)
Baseline 0.39 (0.005) 0.39 (0.005) 0.39 (0.005)
Week 52 0.38 (0.005) 0.38 (0.005 0.39 (0.005
Change from baseline -0.01 (0.005) -0.01 (0.005) 0.00 (0.005)
Percent change from baseline (%) -3.40 (1.324) -1.77 (1.352) -0.24 (1.354)
Alkaline Phosphatase (IU/L)
Baseline 77.7 (0.57) 77.8 (0.58) 78.2 (0.57)
Week 52 68.5 (0.40) 67.4 (0.39) 66.3 (0.38)
Change from baseline -9.0 (0.40) -10.1 (0.39) -11.2 (0.38)
Percent change from baseline (%) -11.55 (0.511) -12.92 (0.505) -14.41 (0.490)

Abbreviations: ALT = alanine amino transferase; ANOVA = analysis of variance; AST = aspartate
aminotransferase; MMRM = mixed-model repeated measures; n = number of subjects in the population with
baseline and postbaseline value at the specified time point; SE = standard error; TZP = tirzepatide.

a MMRM model for postbaseline measures: log (Actual Measurement) = log (Baseline) + Study Identifier +
Treatment + Time + Treatment*Time (Type III sum of squares). Variance-Covariance structure (Actual

Measurement) = Unstructured.

b ANOVA model for baseline measures: log (Actual Measurement) = Study Identifier + Treatment (Type IIT

sum of squares).

Note: The number of patients (n) in the table are for ALT at baseline and Week 52. The number of patients did
not vary by more than 2 for the other analytes.
Note: Estimate is least square mean calculated on log scale from MMRM model and ANOVA model and back-

transformed to original scale.

AS2 T ALT fE}& Y AST IEOFHONTRIEENZE4L 1SS (55 5.3.5.3.1 TH) Figure 1SS.4.18 L

Figure 1SS.4.19 (27”7,

274421543 HERORBEEOEEER

TR Y A xE L CL SR EAZRO b GG OB ERICET 2/ ED hL—=07
NI HTA F 2 A3 FE i Lo Tz, FFES#EIEH S ULN @ 3 ELL ETh 7o E D% < Tidh
FHEZITWME SN TR, —F, AERELRPHI L ICEROEBRE CONFREEEH X ULN ©
3R CTH -T2,

ISR B BT 5 A EFRIT. SMQ [ITIRBIEEE R A . i JOYER) ICXVEREL
72

2744215431 FI3IWMTSERABHEBOHEENT (AS1)

AS1 TlE, MEEERFICEETI2HERERLE LT, HEELR, TARTIIUBRTI ) T
A7 =7 —BHM, KONFEERERE ) tirzepatide FECHAE SL7e (£ 2.7.4.4-107) . WTho®H
LHWEIPTEETHY . BREOFEGHILICE ST FRIIR -T2, TTBRED 1 I TH
B INTIERERAEM L AITRECTH Y | IRBREORE T IICTEL o7z,
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2744215432 HAELRO=-ODOE IHRBOHFESHENT (AS2)

AS2 T, 0.1%LA LT3R S VI iTIER R I BE ST 52 A FEFRORERE S £ 2.7.44-108 | TR
L. T X TOERETICEET 2 AFEFRORBEIG 4 1SS (55 53.5.3.1 HH) Table 1SS.4.282
277, Tirzepatide FEDOFF 54 1 (1.05%) T SMQ [AFlRBIEEGRMRAT, s LOYER) 3%
B L7 (tirzepatide 5 mg & : 1.06%. 10 mg #f : 1.00%., 15mg®f : 1.11%) . @EIEERFS
2otz 2HINEERIEOR G 2 ik LT,

e GPGP#Bh : Tirzepatide 15 mg BEIZEI W A+ Sz sl o<, #5-50 HH, 134 HH.
KON 197 H BICREOITEESR LA EBLL, &5 197 H BITRBEEO®R G2k Lz, #
BRI E K QBT OB B o T=, A2V —=" ZWD ALT i 34 IU/L, AST
1% 23 IU/L, ALPfHEIE 46 IU/L, BV /L E AEIX 0.4 mg/dL, O GGT (% 25IU/L TH -
7oo P& 50 B H. SRR COREREICBIT 5 MM A OFE S, ALT 1% 153 TU/L,
AST 1% 1671IU/L, KO'E U L E 1T 09 (BALAR]) THY .| BEOHFEESR LA HRE S
iz, 5 43 HE2D 85 HH £ T, 1GBREDOEEITIRIE L=, #5 85 HH. ALT fH,
AST ., ALPfE, B UL E U, KO GGT EITEMERPHNICEIE Lz, &5 64 HH. A
BIRFREUA, B BIFRFURKOBUA, C BUFRPUA, B BFRTUEWT NS RIETH ST,
5 85 HHEICIRBREOR G2 B/ Lz, &5 130 HH, EhiEEERE COlFEEICR T
L MR OREF., ALT il 57 IU/L, AST fEl% 78 IUL T&H Y, &5 134 A BIZ¥EED
FFiEsE ERSHE Sz, &5 127 HEMS 169 HH £ T, IRREOHEGI13IRKIEL, ALT
fE. ASTfE. ALPf, vV /LB fH, KO GGT i EGPMNICRIE L, #5 169 H
HIZIEBIEO®R G2/ Lz, &5 197 B H. ALT fEiX 213 IU/L 2 OY AST fEi% 290 IU/L
Th, BEOIER LANWE S, AFRICIVRREORG A2 RIE L, 5 393
HEICHREBRZ5E T L, ALT fEI% 38 IU/L, AST (% 271U/, ALPfiix 431U/L, BV L E
MEIX 0.2 mg/dL, &N GGTEIX 48 UL Th -7,

e  GPGL #XB& : Tirzepatide 15 mg BEIZEI 0 A1 b7z sSEsOR <. #5 83 A RICAES
RTHDLIHEEEREM EASBILL, RERICLVESL 90 A BIZIEBREOHR G2k L
oo A7 U—=2 7MW, ALTEIX 46 IU/L, ALPiIE 94 IU/L, KO ASTAEIX 32 IU/L Tk
>7, #4583 HH. ALTfEIE 102 1U/L, ALPfEIE 1121U/L, KT ASTfEI% 76 IUL TH
o7z, WH, EUVEEITEERANTH Y . DBORBREIB TR SN, &5 132
HH. AFFSE L TREOHAENIEI L, RERIIHBRE TRHCRER Th o7, 14
BRI IE% S, ALT fHEA Y AST EIZEE CHh -7, #5 307 HH., ALT fEiX
207 TU/L, ALPfE(X 139 IU/L, KOV ASTAEIX 123 TU/L Th o7z, #5335 HHDOREMED
BB O ALTH1Z 110 TU/L, ALPfEIX 118 TU/L, K& O ASTiI% 62 IUL Th 7=,

95 &L 1 FUIAEMIITFOREEREN & v . BRI F O FEERE OZLIZIEIFIC L 2 b DT
b o T IREMED 8 5, Tirzepatide D ¢ 544 (TR DEREE7R LA DSFRD HALTZ | tirzepatide &
OBFEMEITI &y TldZevy, 1 Bl tirzepatide Z 3591 1k L7212 & B & TR DR 72 B A
D3fkfE L Tz,
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274421544 EYFREEEFSHEOFTE
I D AT HEM: 2 §EAl 9~ 5 72012, LAF OFREEIZ-DWC eDISH 7' v b & 1Bk L7,
o ALTERUHE VL E AMEDR KA
o ASTHEETHRE U LE AMEDRKKE

ALT X 1% ASTE, KU¥AE U L E AMEOFREBIMEE ORIET — 218 1 DL EH D H8RE D 1
BllzHox 1 S&x7 ey ML, RERBIRFO ALT fB. AST . KO E U L E AMED R KES
ATz, 8725 MEgiE» &5 - REEEFERATE Lz,

FTRTOE 2 HEOE 3HRBROBRE Y LE UE (RKE) xF ALT 8 (B KfE) @ eDISH 7
7y &K 2.7.4.4-25 2077,
o Hy’slaw [Zi%Y L7I=#RE 13V 7o T2,
e Tirzepatide #ED 8 5l (0.15%) M OKHREED 161 (0.04%) 23 U /LB > ME D FEAEIZFL
B L7z (274425 KOISS [55.3.5.3.1 ] Table 1SS.4.300) .
e Tirzepatide F£D 47 5] (0.88%) K OKIHEEED 25 1] (1.08%) Tix ALTfEAY ULN @ 3 {514
ETHote (KOVISS [55.3.53.1 ] Table 1SS.4.277) .

FTRTOE 2 HEOE 3HRBROBRE Y LV EAE (RKME) *F ASTE (B KfE) ¢ eDISH 7
oy b ISS (55 5.3.5.3.1 1) Figure [SS.4.20 ({Z7="3, Hy’s law O IEYEPHIZ %4 T D iBrE B &
ISS (%5 5.3.5.3.11H) Table1SS.4.300 (ZEKIT D,

Abbreviations: ULN = upper limit of normal; TZP = tirzepatide.
Note: Points do not necessarily represent values from the same blood draw.

274425 $TRTOE2HERVE 3MHEHABKD eDISH TO Y b -
WEYILEVE (&RXE) *ALTfE (&RX{E)
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27442155 [EEEE

PERI B . FFIC T2DM BFH TIXIEANE A B MHFEEEB ORI Y 2 7 23 @& (Chen et al.
2015) . K[E® Truven MarketScan [ {IRIR D F2HERENEI M E & O U A D Clinical Practice
Research Datalink D -1 /L7 fdk Tld, —MEEM & el L C T2DM B3 CIENEE L OESEE B
DAEFRDN 3~4 f5m< . BHRT 5 EFEHWVI ERENTWD, AR, KETIT—REM
T 3.7%. T2DM BE T 104%TH VY GEEFZTZNLI 0.86 T 4.49/100 N4E) | A XU AT
IXENEI 21% KT 9.5% (BBLRIZZNZTI 0.072 LT 0.44/100 AF) ThoTo,

FEAREIL, UM, H AT 0 v 7, ROWERIC X 5 2R RERAD %I & 52— k1
REPHETh 5, NEHESE T B OIBRIT 2 52 1 F 72 8 DK 48% CTREMBEMEDIEA A FEL L, # 23% CHE
SEEME DB A 233 B L7~ (Manatsathit et al. 2016)

T2DM B CIIEFEE R ORBBEIE N E N & KO tirzepatide # 5 CRE D3 D713 H
5L (F 3R, R EIL 54~113kg B L, IKEMN 15%LL BB U= o
Al 6.9%~358%Tdh->7-) ZBSE X, tirzepatide Z 5 S 7= T2DM B TOHIER A EH
G il L7,

274421551 {Ax<ORER
GPGO B

FFREIE R FEE DA ERHR B L= tirzepatide #E 12 61D 5 5, 4 tirzepatide BED 4 5] (0.8%)
CHRFEREA EFLE MG ST,

o JHAJE

- Tirzepatide 5 mg & : 1 5] (0.6%)
- Tirzepatide 15 mg #f : 2 5] (1.3%)
o L
- Tirzepatide 10 mg #f : 1 5] (0.6%)
o MEAHAE K
- Tirzepatide 10 mg #f : 1 5] (0.6%)
Tirzepatide 5 mg ff 1 fl COMAIEITIFEE, BETH 7o, BHEHERITTEE, HETHY

WEREITRMRE RO OIERIEOK 52 H1E Uiz, B—EfCTHEINZHERLEE TH-
7~

GPGP R
FFRESE R E DA EHRDPFEIL LT tirzepatide #f 12610 5 B, 46 (0.9%) CTHEFERTEAE %
LA ST,
o JHAYE
- Tirzepatide 5 mg # : 1 %51 (0.7%)
- Tirzepatide 10 mg & : 2 5 (1.4%)

- Tirzepatide 15 mg & : 1 61 (0.7%)
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274 BRI

1 BICTRR LIBEAEIITEERVEE TH -7z, WREORGERILICE > e AFFRITRN

ST,

274421552
% 3T 7 B RRRBROHEAFT (ASD

ENRFEH LT 1200955 (% 2.744-107)
IO b (£ 2.744-115)

AS1 T RHE R R
tirzepatide #ED 4 1 (0.6%)

CiN=pii )

MEZE R A H FRIT A
WL OHERE §  tirzepatide 5 mg

HTHY, MENTEERATFR, WCIHRREOR G T ILICE>TZAHFEFRIT -1,

+&2744-115 BEEREEFFEZROEN (AS1)

n (%)
TZP TZP TZP TZP Placebo
FHAGE Preferred Term 5 mg 10 mg 15 mg ALL (N=235)
(N=237) | (N=240) | (N=241) | (N=718)
B EFGIBEL Patients with >1 4(1.7) 0 0 4 (0.6) 0
(%) TEAE
JIBA7 i Cholelithiasis 2(0.8) 0 0 2(0.3) 0
REEALE Biliary colic 1(0.4) 0 0 1(0.1) 0
HESELIER Cholecystectomy 1(0.4) 0 0 1(0.1) 0

Abbreviations: N = number of patients in treatment group; n = number of patients with at least 1 treatment

emergent adverse event; TEAE = treatment-emergent adverse event; TZP = tirzepatide.

HELRBD O DE IHERBRO ST (AS2)

AS2 THTHHE
tirzepatide #£ 51 1 (1.00%)
(3% 2.7.4.4-116) ,

ERFEENFEIL LT 146 BlOH B (32.7.4.4-108)
IZRRD B, FORBEEE
KbHZ RO LN IEREREFRIIBAIETH T,
% 3 FHEBR D tirzepatide Bf (AS2) TOHAIEDRIIE (100 AMEH-Y 0.55 1) |

AESERDE A EFFRIT A
Id tirzepatide BEH CTHELLL T

2R

ML ONE TNV TRLdkT — X RN—RAEKESL< &, KETHEIN TS T2DM HBFH TORIR

(100 NEEHT=0 4.49 1)

(100 NFEHT=0 044 1F) LRIFERETH T,
HELK O EEOHRELRITH 27442156 HITR LT,
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2.74 FRRAZE2NE

+ 2744116 BEEFEEFEBROEL (AS2)
n (%)

TZP5mg | TZP 10 mg | TZP 15mg | TZP ALL

HARFE Preferred Term (N=1701) | (N=1702) | (N=1716) | (N=5119)
A EEGREBUGE (%) | Patients with >] TEAE | 18 (1.06) 19 (1.12) 14 (0.82) | 51(1.00)
A A7 JE Cholelithiasis 13 (0.76) 8 (0.47) 9 (0.52) 30 (0.59)
aPEIRFER Cholecystitis acute 1 (0.06) 4 (0.24) 2(0.12) 7(0.14)
JESER Cholecystitis 0 2(0.12) 2(0.12) 4 (0.08)
JEE AL Biliary colic 2(0.12) 1 (0.06) 0 3 (0.06)
HESELIER Cholecystectomy 1 (0.06) 1 (0.06) 1 (0.06) 3 (0.06)
AEIT 5 o Cholestasis 0 1 (0.06) 2(0.12) 3 (0.06)
12 ARFE R Cholecystitis chronic 0 2(0.12) 0 2 (0.04)
& UL S LE Hyperbilirubinaemia 1 (0.06) 1 (0.06) 0 2 (0.04)
R I Porcelain gallbladder 1 (0.06) 0 0 1(0.02)
NEAE R Bile duct stone 0 1 (0.06) 0 1 (0.02)
JEAE 2% Cholangitis 0 1 (0.06) 0 1(0.02)
PERRE K Cholangitis acute 0 1 (0.06) 0 1(0.02)
S RS P E Malignant biliary 0 1 (0.06) 0 1(0.02)

obstruction

Abbreviations: N = number of patients in treatment group; n = number of patients with at least 1 treatment
emergent adverse event; TEAE = treatment-emergent adverse event; TZP = tirzepatide.

% 3 MR C 1 UL BB U 7 IR B R A K 2.7.4.4-117 1T, HEREAEFELRO

FEBLE|EIX

. tirzepatide £ TlL 0.6%~1.4%TH V. T

FR0.75mght) ~13% (L AV TITNALXURE) Tholo,

R 2744117 PBEEEEFEZRROEN (F 3HEHER

0% (IR HELNT 27 7L

Treatment Arm Patients with >1 TEAE

GPGK GPGL GPGH GPGI GPGM GPGO GPGP
TZP_ALL, n/N 2/363 15/1409 10/1077 2/355 14/995 4/447 4/443
(%) (0.6) (1.1) (0.9) (0.6) (1.4) (0.9) (0.9)
Comparator2 , n/N 0/115 3/469 1/360 0/120 13/1000 0/159 -
(%) (0.6) (0.3) 0 (1.3) 0 -

Abbreviations: N = total number of patients in treatment group;

TEAE; TEAE = treatment-emergent adverse event; TZP = tirzepatide.
a Refer to 2% 2.7.4.1-1 for information on comparator arm used in each study.

F2HEOE 3HABRO SN (AS3)

AS3 TOHSERHE A HFROELN N O 2 1SS (55

FERIT AS2 HEEL L T,

27442156

(£ 2.7.4.4-110) .

BEXIEECEEZREREER
AS2 TIlE. Tirzepatide £ 16 5 (Z
Kb % <R

B T R A H 5 Y E
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tirzepatide #f : 7 51 [0.14%] ) M OVEMEIEESR (4 tirzepatide #F : 6 1 [0.12%] ) Tho7z, &
FE TN EERSEA EF RGO ALz 16 filH, 14 AR Tl 2 52 1) 72,
ROFRITIEERAEFFRL LTHRE SN,
o RMEMRZESR : 641 (0.12%)
o JHAYE : 56 (0.10%)
o HFEZR : 24 (0.04%)
o JHAER, TUWEIRE S, EMIREPAZE : 45 16 (0.02%)

HEERBREEREFS

GPGO ## : Tirzepatide 10 mg B2V 17 7z sSHmO <. %5 65 A BICAMERE
DRELL T, BERDOERKFIIAATH T, AFEREITHEETHY, HETH-o7-, R
HEMIC K DIGERIE L ORIRERE & 5 L, AFRICKVIRBREOR G 2RI L, &
582 A, EERAEERTHLIBEEDOIERNEER L, CT AR, #ILE 4257
bz, BERMAORKR, 5mm OIEEANFED LT,

%%

27442157 RFHEe Faéh_wzréﬁw%ﬁ;ﬁ

EWNE 3 B CTOFIREREEICEAEST 2 A EFEZOREBAFEIL. GPGO MR Tl
tirzepatide #£C 2.0%, 7 =7 7 /LF K 0.75mg # T 1.3%. GPGP kbR Cix, % tirzepatide #£ T
2.0%~4.1%Th > 7=, HEBEEAGEFEGZOHKBLEIAIL, GPGO HBAD A tirzepatide #£T 0.8%.
GPGP B D4 tirzepatide #£ T 0.9% TH V| b Z < WME SN FRIIBAIETH o7z, HER
NESEPE BB 4 )Y GPGO RBRT 1 # (BMEMRER K ONEE %) . GPGP BT 1 5l (IBA
JE) IZF8 8 BTz, GPGO M (Y GPGP 5B C tirzepatide $¢5-12 L W ALT fE & OV AST fED /N
FPHMEITMR T L, GPGO B CIR F&ILT = 7 7V F K 0.75 mg #f & bl LT tirzepatide #£ T
R&EMoTz, GPGO KT GPGP iR T ALT {3 ASTfE7Y ULN O 3 f5LL LT o 7B 1L
BHE 0~2 6 & D Teino Tz,

PFE AT (2D < ITRERE R O Z2 M C B4 5 HELRFGRIILL T D L BV TH D,

o ASI TiX, WHERESEICBEET 2 A EFFRNIEEL L o9BRE OFIA 1L, 2 tirzepatide #f
9:7"*7?%%%?*”5{) LTz (BNE 1.7% KLY 1.3%) . AS2 Tl £ tirzepatide FfD
2.85% CHFIHIE RFEEICREE T 52 A EFGN BB L, ZORBEISIT tirzepatide FEMH D725
LR IR Do f:o

o [HEREAEFSIL, AS]1 TILA tirzepatide FED 0.6%., AS2 TIIA tirzepatide FED 1.00%
IZRBD BTz, AS2 Tl b2 <l SN FRIFMATE (0.59%) ThHho72,

o 3MMBRD tirzepatide #E TOMAIEDFEELZER (100 NMEHTZD 0.551F) X, AKINIT
W% T2DM 4 TOFRBR L U CRRE TR » 72, ZORREEEAD &
T2DM 3T tirzepatide 25 L7- & I THFEERB OB A7 X EH L2 VR E
s,

e Tirzepatide Z# 5 L7c & &, MHANE & REBA & ORICBEEMEITRD b7z,
Tirzepatide Z#45- L7z & & DIEATEDOFREELZ T, T2DM B3 & Hlg URRIRAERIZS I L 7=
PR TR o T2,
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o 2 3AHFBROD tirzepatide #E Tix & 2 < Wi SNV = E SUTHEE OMFILE REE L, IBAE
(0.14%) KOEMAEFER (0.12%) TH-oT,

o Tirzepatide %512 KV ALT fE X Y AST fEDFEIEITIR T L7z, ALT fE X1 AST fE23
mNa>3%uLf&ot%%%@%Ai\mmmmeﬁ&f?@ﬁﬁfﬁwtf%@\
AS2 Tl tirzepatide FEH] TAITIRD b7,

e Hy’slaw [ZEZYS T D HEBRF 1T\ 72 o 7,

ftiam & L C. Tirzepatide [IATHRREICH FEREE L E X RV LAVRENT, £, —&KBI7R
T2DM FBEEM & Lk L, tirzepatide 3¢ 512 L » THHATEDFEBLY A 7 X EH L2 o7z,

2744216 EHES

—MXAIZ, & R TO GLP-1 ZAMRIEBIEOM AL, BB O U 2 7 AN ERE L,
Tirzepatide |ZBI L T, ZRIFM T BREEE RET D K 5 7 — X ILFEHRARRBR 561
TV (5 2.6.6.1 ) , 7 v FXI~ T A Z AW AVRPERER TR b7z tirzepatide (2B
Y HME—DEBEMEIT RIX, 7 v b 2FMDAJRARER TR v FUR IR C MfaEE O34 D
HTH Y, ZHuE GLP-1 XFERMFEE THRE SN TWDHETR & —FH L T\,

WD A BT R OBIEFSEIC J 0 . T2DM B3 Tk < ORERNL O O BLEIE 23 & < 72
DT ENIRE NI, KER @%ﬁ?%%%@ﬁ@@iﬁw&%%éht(mmmemlmw)
F7z. Z< OWFET, FERIFIEH I FEMENEL I ANRF S, WM TR T D RER
ﬁ%ént(%mmemme)omm4§%¢¢@£k%ﬁﬁ&0$%%ﬁ&@%k¢i%@
SN TED (Rosol 2013) | ITFOFENT TILZ AL D OFEDFBLY A 7 13HEE ST e (Cao
etal. 2019) .

GLP-1 ZAREERZE T O L N V7 — ZEAFRI A A s Ko Tl = > b m—
VA S D tirzepatide DIEAREFIZ IS X | tirzepatide DEFIREAE 7' v 777 A CIREMIEE %
HEHT_REAEFLLE L TRFE LT

27442161 EUHHEVMOEEER
BMEESE, 55 2 AR O 3 BT —# Z LU T SMQ 125 £415 MedDRA PT THER T 5
IZE Y RFE ST,
o TEEMERESE) (PRI
o [EMEARHAOMER (PERHRE

2.74.4216.1.1 & < DERER
2744216111 GPGO iHE&
GPGO REATIZ, LLFD 76 (1.1%) (T 8 FDEMEESG 1 S Sz,
e  Tirzepatide 5 mg #F : 2 fi
e  Tirzepatide 10 mg £f : 3 31
o TaTUNF K0.75mght : 24
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8 EDEMMIG OFFM 2 TRITTR T,

Treatment Group Event (Preferred Term) Severity Serious Related to
(EAFE (Y/N) Study Drug
(Y/N)
TZP 5 mg Adrenal neoplasm (EII%&Hr4=4) Mild N N
Renal cell carcinoma (& #llAzE) Severe® Y N
TZP 10 mg Prostate cancer (Rl 7 JIiRH#) Mild N N
(3 events)
Mild* Y N
Moderate® Y N
Cerebellopontine angle tumour Severe?® Y N
(/NI F FO RS )
Prostate cancer (Hij 37 IRH) Severe® Y N
Dulaglutide
0.75 mg Lung neoplasm malignant Severe?® Y N
(Fifi D FEME T A=)
Abbreviations: N = no; TZP = tirzepatide; Y = yes.
# Study drug withdrawn.

2.74.4.2.16.1.1.2 GPGP E&
GPGP 3B TiE, 56 6 ORI HE S 4v, 5 FIH 4 3 tirzepatide 15 mg BECToH - 72,
6 DIV OFEM 2 TRITRT,

TZP OAM | Event (preferred term) (FEAFE) Severity Serious Related to

Treatment (Y/N) study drug

arm (Y/N)

15 mg SU Bladder cancer () Mild Y Y

15 me a-GI | Renal neoplasm (BHi4EW) Moderate N N
Renal neoplasm (B HT2E4) Moderate Y N

15 mg a-Gl | Colon Cancer (F&i5HE) Moderate Y* N

15mg TZD | Basal cell carcinoma (E&JEEHHRS) Moderate y N

5 mg glinides | Neoplasm skin (& DHiA4H) Mild N N

Abbreviations: a-GI = alpha-glucosidase inhibitor; OAM = oral antihyperglycemic medication; SU =
sulfonylureas; TZD = thiazolidinedione; TZP = tirzepatide

*Study drug withdrawn

**Study drug interrupted

274421612 HAREM

T RTOHE 2 HLEUEF 3 BT tirzepatide, EIEXHRIK, KT TR EHEG LIRS D,
TR FHIEAL Z & OBEMIEE O A FHFROFKBEIG 2 %K 2.7.44-118 1ITR T,

52 MK OV 3 FHRRER COEMENEE O BLEIA 1, tirzepatide BE (1.02%) M OKHREE (B~ 72
VTR [064%] . T2aT7VF R [188%] . A1 AV TTALT 7 [028%] . A AU v
70Xy [1.90%] . 7T 'R [1.60%] ) THEEL T\, BEHEEZOSETIE, KEo0 1
B 2 BIOFBLCTod > 7=, Tirzepatide FE T 3 FILL EIZFR O v/ EME RS X, RIEHIEE. R
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ﬁkﬂiﬁ" fER e . B, BT, KON DA Th oo, 5 2 RO 3 MR %

BT, FRRIBENEE & O C Al AU IFE O H v o 72,

FEREDS 3 BNCRO BAL, 2D 55 2 filiX tirzepatide #E, 1 FlIX7 78 RRECTH -T2, b, 2
DT TR REED 1 FIE, HEBRE OMBRTE TRICHIES G SN0l T =2 R=2ATIIHFE S
otz

fitL o> tirzepatide FED 1 #11 Tld, BEFERISBERT AN & LTS STz,

Tirzepatide i THEFE2YZRD DTz 2 il R OWEFENL 35860 B L7z 1 Bl OFEM 2 L FITR T,

GPGK B : Tirzepatide 5 mg BEICEI 0 117 b7z SO, WA OB & -
72, 264 HBIZHR® LN MIROFEERE T O 296 BB, HEEOEEZR IS (HEAREH
fags) LMz, /A%?H YEEANZ LD . PREIXIRERIE & ORI REIfR 7 L |l S,

P (FERREAIRaE) XL oBBEMEICZianzZ &b, RREOR AR
X720 7=,

GPGM Bk : Tirzepatide 5 mg BEIZEI 0 117 bz s <. BRI OEE ()
D7 tirzepatide DHIEIFE L% 3 » H 10 AMABE L7z, CT BAORER., FFH# & QWM ~
DI DGR B LTz, 3 [BIH OIRERERR 51212380 S AV ERITIE, M. ek, MO
RIZRRERD & EN T, KEIZ, X—=R2AT A D 655kg 1D, FERFEOFILO 1 H[H]
ANCIE 57.4 kg 12D L Q2. AREEBRE L 79 H HICIEBREKR S 2P L, #sEShi-F
RITEY 135 HHEIZFEEL LT,
GPGM R : Tirzepatide 10 mg FEIZHI Y 11T DAV AP TS L 2 sz, X7
V—= VRS ES- (ULN @ 3 f5#8) 23389 HAvlz, Tirzepatide D% 5-Ailc 30 S
AUTZ BB AL O REHE S AR A T, BEERER I i 0 00 AN BB 7 A o = — P o 2 1fn B
PO BTz, Tirzepatide DJEIE 50D 1 % H 10 H%. CT #A CIHEEEE OFESETIZ & R D
FNFRD b, BRFAREEILRZ R W RetED o 5 — 5. FEMUIR ORISR 2 0 nlREE
AN TERWEHIMT SN, 2 v H 1 BRRIZHEM S 4172 MRI OFER, FESE OB IR DT
JRZEDORE ST, Mt 1.7em #0.9em TH Y | LEZWHIMNR O RIS Th > 72,
2 %A 23 HED MRI T, AR IIHEMELZZZ L, HMER, ARLITEE OZER
RIT 5y B NRLER R MENESS CTdo 5 LIl L, ST SRV e e L7z, K
BERF L, BIARE DT D2 T 5 X o fam S iv, HIEIOHFMEDOZZRE R TIEZ oMo
RIRIIARE L 72 o7z,

55 2 AH KO 3 FHARBR TRE W D AV 7 i B ST E RS 7R BRI A 45 R BR O TR BR A R i i D RLRIS

RLT,
OFGfRHT C O IEVERRS O B & OFENTRE S, TERO B0 1SS (5F 5.3.53.1 1) IR LT,
MR O (AS1) Table ISS 4.301
MR O K (AS2) Table ISS 4.302
MR O K (AS3) Table ISS 4.303
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

2744118 BUHEVOEEER (TTOE 2HKEUVE 3HEHER)

n (0/0)
Semagl | Insulin | Insulin | Dulaglu
FEBLERAL Location of All TZP utide Deglude | Glargin tide Placebo
HARFE Cancer (N=541 1 mg c e 0.75+1. | (N=312)
Preferred 5) (N=469) | (N=360) | (N=100 S mg
Term 0) (N=213)
A HEFGIBUHIE | Patients with >1 55 3(0.64) | 1(0.28) 19 4(1.88) | 5(1.60)
(%) TEAE of (1.02) (1.90)
Malignancy
i Breast
BT Invasive 1(0.02) . -- 1 (0.10) -- --
ductal breast
carcinoma
FLIE S 2 1] Breast cancer | 1(0.02) - - - - -
stage 11
2L Invasive 1(0.02) - - - - -
breast
carcinoma
HLIEH A Breast 1(0.02) - -- -- -- --
neoplasm
FLIRR /N Invasive 1(0.02) - -- 1(0.10) - -
i lobular breast
carcinoma
B Skin
H5 S e e Basal cell 5(0.09) | 1(0.21) - 1(0.10) - 1(0.32)
carcinoma
- b B Squamous cell | 3 (0.06) | 1(0.21) - - - -
carcinoma
R & DA Neoplasm 2(0.04) - -- -- -- --
skin
N—T PR Bowen's 1(0.02) - - - - -
disease
P2 R bR Penile 1 (0.03) -- -- -- -- --
squamous cell
carcinoma?
r—Z — kLR Queyrat 1(0.02) . . . . .
JESE erythroplasia
B e Skin cancer 1 (0.02) -- -- -- -- --
B2 G A Tl e Squamous cell | 1 (0.02) -- -- -- -- --
carcinoma of
skin
H, 5. XA Ear, nose, throat
MR - b B Laryngeal - - - 1(0.10) - -
squamous cell
carcinoma
RGBT Nasopharynge - - - 1(0.10) - -
al cancer
B Gastrointestinal
i Mo e Adenocarcino | 3 (0.06) -- -- 1(0.10) -- --
ma of colon
i o Colon cancer | 1(0.02) - - - - -
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LY3298176 (2 BUMEFRYF)
tirzepatide

2.74 FRRAZE2NE

n (0/0)
Semagl | Insulin | Insulin | Dulaglu
FEBLERAL Location of All TZP utide Deglude | Glargin tide Placebo
HEAFE Cancer (N=541 1 mg c e 0.75+1. | (N=312)
Preferred 5) (N=469) | (N=360) | (N=100 S mg
Term 0) (N=213)
R A 1 O Colon cancer | 1(0.02) -- - 1(0.10) - -
i o metastatic
BT Gastric 1(0.02) -- -- -- -- --
neoplasm
FEHT A4 b Pancreatic 1(0.02) - - - - -
neoplasmb
g Pancreatic 1(0.02) . . -- -- 1(0.32)c
carcinoma
JiRge d Adenocarcino | 2 (0.04) - - - - -
mad
i Lung
Jii Jiges 265 4 1 Lung 1(0.02) - - - -- 1(0.32)
adenocarcino
ma stage [V
FitiE s 3 1, A Lung 1(0.02) -- -- -- -- --
fid 5 A 7" A carcinoma cell
type
unspecified
stage 111
Jiti i - b B Squamous cell . . -- 2 (0.20) -- --
carcinoma of
lung
it R Lung . . . 1(0.10) -- --
adenocarcino
ma
Jiti O MR AW Lung -- -- -- 1(0.10) | 1(0.47) -
neoplasm
malignant
R M Renal
R s Renal cell 3 (0.06) -- -- -- -- --
carcinoma
R Renal 3 (0.06) -- -- -- -- --
neoplasm
FLEIR B A s Papillary renal | 2 (0.04) -- -- -- -- --
cell carcinoma
7B Renal cancer | 1(0.02) - - - - -
recurrent
AT B R Transitional -- -- -- -- - 1(0.32)
cell carcinoma
JH N Hepatobiliary
iR ves Metastases to | 2 (0.4) . -- 1(0.10) -- --
liver
JE 787 e g Cholangiocarc | 1 (0.02) - - - - 1(0.32)
inoma
EAE e Bile duct . . -- 1(0.10) -- --
adenocarcino
ma
B Bladder
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LY3298176 (2 FRUBEIRIS)

2.74 FRRAZE2NE

tirzepatide
n (0/0)
Semagl | Insulin | Insulin | Dulaglu
FEBLERAL Location of All TZP utide Deglude | Glargin tide Placebo
HEAFE Cancer (N=541 1 mg c e 0.75+1. | (N=312)
Preferred 5) (N=469) | (N=360) | (N=100 S mg
Term 0) (N=213)
s Bladder 1(0.02) -- -- -- -- --
cancer
EMeRAT LR Bladder . . . 1(0.10) -- --
transitional
cell carcinoma
R A Bladder -- -- - 1(0.10) - -
neoplasm
B KX O G | Musculoskeletal
and connective
tissue
LS Metastases to | 1 (0.02) - - - - -
bone
BT Bone 1(0.02) -- -- -- -- --
neoplasm
HRAENE Fibroma = = = -- 1(0.47) --
LA T AR Reproductive
neoplasms
female
T NI e Endometrial 1(0.04) -- -- -- -- --
adenocarcino
mae
HN By e Ovarian 1(0.04) -- -- -- -- --
cancere
FEH e Uterine 1(0.04) -- -- -- -- --
cancere
FEH N € Uterine 1(0.04) -- -- -- -- --
neoplasme
F AT Reproductive
neoplasms male
HITNZ R a Prostate 3(0.10) - - 3(0.47) | 1(0.71) -
cancer?
FEE T a Testicular 1(0.03) -- -- -- -- --
neoplasm?
NG R A ) Endocrine
neoplasms
PR PN 0 U Neuroendocri | 1(0.02) - - - - -
ne carcinoma
RIEHT A= Adrenal 1(0.02) - - - - -
neoplasm
PHIRR DFEMERTAEY) | Nervous system
neoplasms
izl S Glioblastoma | 1(0.02) -- -- -- -- --
A e i multiforme
7N A S Cerebellopont | 1(0.02) -- -- -- -- --
ine angle
tumour
PR I i e A Glioblastoma - - - 1(0.10) -- --
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LY3298176 (2 BUMEFRYF)
tirzepatide

2.74 FRRAZE2NE

n (0/0)
Semagl | Insulin | Insulin | Dulaglu
FEBLERAL Location of AITZP | utide | Deglude | Glargin tide Placebo
HAFE Cancer (N=541 1 mg c e 0.75+1. | (N=312)
Preferred 5) (N=469) | (N=360) | (N=100 5 mg
Term 0) (N=213)
Mg LV > 7% | Blood and
lymphatic
system
U v EifER Metastases to | 1(0.02) -- -- -- -- --
lymph nodes
FERTX Y Non- - 1(0.21) - 1(0.10) - -
/i Hodgkin’s
lymphoma
B REYE TR ERT A Myeloprolifer -- -- 1(0.28) . . .
W ative
neoplasm
U B MR Lymphoprolif . . -- 1(0.10) . .
= erative
disorder
< DAl Other
P REARE A 1 O Metastatic 2 (0.04) -- -- -- -- --
- b B squamous cell
carcinoma
BN Y Neoplasm 1(0.02) - - - - -
malignant
RGBT Ocular 1(0.02) -- -- -- -- --
neoplasm
BAED Neoplasm - - - - 1(0.47) -

Abbreviations: N = number of patients in population; n = number of patients with event; TEAE = treatment-
emergent adverse event; TZP = tirzepatide.
a  Denominator adjusted because gender-specific event for males: N=3114 for TZP_ALL; N=636 for insulin
glargine; N=141 for dulaglutide.
b Patient NN ; diagnosed with non-malignant pancreatic cyst (vignette provided in 5

2.7.44.2.16 1 IH).

¢ Identified after patient completed Study GPGK.
d  One case was pancreatic adenocarcinoma (reported term was acinar cell carcinoma) in Patient NN

Il 1 casc was colon adenoma in Patient IR .

¢ Denominator adjusted because gender-specific event for females: N=2301 for TZP_ALL.

27442162 EHEREOKER

EWNE 3 MR CTH 5 GPGO K& X GPGP

JEZOERFTRIIUTO LR Tho7z,

o EMEIFE O BIE|S X Tirzepatide £ & xFFEEECTHELL L Tuie,

kA & T tirzepatide DH 2 FH & O 3 #H

o Tirzepatide ¢ 5-12 L 2 FUIRREEARSE & O C HERRIE T R8O B e o 7o,

e  Tirzepatide #E T 2%, 77 vAREET 1 HIFEREI RO LIV,

AR T oo EME

NS DORIRING | tirzepatide FeGIZHE D HURERFE, JiRe, SUIE OO BN O FEHEI S
DEEINTIRIE SR> T2, IRBRIKIRFE 1T, Mk O ER AR B TS 2 EER M L,
R IC BN T bl OERK M LSRGV T A 7§ izt 2 2 & & L,
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

2744217 K5 DOFRMEEE. BRREXIIERTA

TIDM KO T2DM BHE TIE, #19 DFER KO D DR HEREE O AREIG N3 2 (Holt et al.,
2014) o L72A->T, 8 3BT, KO OMMEREIARSEOAEFREER T &4
EHHERGL LT L,

SMQ 529 kO TAR A OLLFO N SMQ (25 £115 MedDRA PT Z W\ T, K
O E XA RSB OAEERERE LT,

o [oo0 (AR BEARS) | (PGS

o  THE/HAE (REGE

TARTOREITERE 2K D SRMERE T AR SEOA T FR 2 5 ABROTBBR TS &0
AR LTz,

27442171 {HZDHAER
274421711 GPGO E&
GPGO R Tl tirzepatide 5 mg #ED 2 fTHI D DR HBELL, WTNOBRECHEETH

ST,

2.74.42171.2 GPGP E&
GPGP 7R Tl, tirzepatide 15 mg #ET 241 (929, #19 DK3 & D WISkESE) 2SRBLL,
WFIL BB ESITHEE THRE CTh o7,

27442172 GHEMRIT
274421721 HIWMTSARABHBROGEENT (AS1)

AS1 TiX. 5 1 (0.5%) IZKOOWMEETBEREZEOAEELNEI LIz (ISS [
5.3.5.3.1 5] Table 1SS.4.304) ., \WT1Lh SMQ D [9 00| IZEENDLIHERTH-T=, ZD 54
DRz LLFITRT,

e  Tirzepatide S mg & : 1§ (0.4%) . 52 (PT)

e Tirzepatide 10 mg &f : 1] (0.4%) . 5 -2% (PT)

e  Tirzepatide 15 mg # : 265 (0.8%) . 2 2% (PT) . #1195 >%45 (PT)

o TTRAREE 1B (04%) . KOOW (PT)

ASl T, @EITEERK D SRS IIBZLREITRO bnenore (ISS [ 53.5.3.1
TH] Table 1SS.4.305) .

274421722 HELEDOEHDE IMBREBOHESEN (AS2)
AS2 TOR D DIt E T AR SEOEN 2K 2.7.44-119 (TR T,
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

& 2.7.4.4-119 RS3OFMEREXIBERZEDETERNDER (AS2)

TZP5mg | TZP10mg | TZP15mg | TZP_All
SMQ SMQ (N=1701) (N=1702) (N=1716) (N=5119)
HEAFE Preferred Term n (%) n (%) n (%) n (%)
B EFELHEBUIE (%) | Patients with >1 12 (0.71) 4 (0.24) 22 (1.28) 38 (0.74)

TEAE
2% (A7 BELL | Depression (excl 11 (0.65) 4 (0.24) 20 (1.17) 35 (0.68)
41) suicide and self-
injury)
9 DY Depression 6 (0.35) 3(0.18) 16 (0.93) 25 (0.49)
o5 ox5 Depressed mood 4 (0.24) 1 (0.06) 1 (0.06) 6(0.12)
KO Major depression 1 (0.06) 0 1 (0.06) 2 (0.04)
o OK & WS | Adjustment 0 0 1 (0.06) 1(0.02)
=X disorder with
depressed mood
KT DHEHIAI Discouragement 0 0 1 (0.06) 1(0.02)
HE B Suicide/self-injury 1 (0.06) 0 2(0.12) 3 (0.06)
WISE A AT D 92| Depression 0 0 1 (0.06) 1(0.02)
Uz suicidal
A E& 5 Intentional 1 (0.06) 0 0 1(0.02)
overdose
SRS Suicide attempt 0 0 1 (0.06) 1(0.02)

Abbreviations: excl = excluding; MedDRA = Medical Dictionary for Regulatory Activities; N = number of
patients in population; n = number of patients with event; SMQ = standardized MedDRA query; TEAE =
treatment-emergent adverse event; TZP = tirzepatide.

AS2 T, 4 15l (0.08%) T SUTEERNR D SPMEREE UL A BREESE D bz (USS [
5.3.5.3.11H] Table 1SS.4.307) .
e  Tirzepatide S mg £ : 11 (0.06%) . EXEIEERSE (PT)
o Tirzepatide 15 mg#f : 341 (0.17%) . MIEXELHT D 909K (PT) . BEAERK (PT) |
K929 (PT)

ZIDH DK D DFMEREE XL H A REOFMA L NIRRT,

e GPGH #B& : Tirzepatide 15 mg FECEI 0 (117 S/ TSmO <. RS ERIZ LY
320 H HICHAIC L WIEL Lz i Sivle, AR L 78 H B IR MO A HEHR
ICEVIBBRIEOE G2 I LT, RERFIZIE. 9 WO HER S -7, AREK
IHIRBRIR L OINGBIRA L Ll S, £72 CEC (& 0 LR A X2 b Tl &
E Iz,

e GPGL #XBR : Tirzepatide 15 mg #1280 1 57z slmoM <. 220 BB, B&EXMN
BB LTz, SERBAAERE AT, M) DFER, NEOEEARTE L, IEFEEEOZELD
WX o7, AREKOBBRT, 185 HHIZ, 9 2WMARBLL, Z0%, K5 oWk
faE L W S vis, ABBRE IIRBRIROE G K ORBR A 5E T Lz, 1RBRSERIZ LD,
F AR B TTEERIE & ORRBIR 2 L &l S,
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LY3298176 (2 FRUBEIRIS) 2.7.4 ERIRAYZLE A
tirzepatide

e GPGL 7Bk : Tirzepatide 5 mg #E(CEI 0 1 7= SHmO<. 31 HH., 7 R 7FF
U2 1120 mg 1 X DA SR 5038 B UARL Lo, AHERE 121X D 2% & OV BEE O
BRI B o 7o, ABRF I TIRRIEOHR G R OB A 5E T L7z,

e  GPGH B : Tirzepatide 15 mg # (2B i bhn7- slmo <. > B o&atird 1=,
57 HH., RAYEBRETHREFIR O DIFICL D ABE L7z, AYERE T, BEcHh, F
IRORBIED & > Tz, ARHERFIIR 5 DIR ORI & 2l S hvic, AREERF I TIRRIEOHR 5 K&
ORBRZ5E T L7z, 1RBRYERIC LY . KO DINITIRRIE & ORERERZR L LS h
72

27442173 X5 OFMEE. BRTEXIIERITADIER

[EINSS 3 FHRBR TdH %5 GPGO MUY GPGPRABRT [9of ) KO TAR B OAFEZRNR
DONTPERE TS 201 & D7 < WTNBBREXITEFE CIHEETH T,

AS1 TiE, T9500K) KO TEHR B OAFEFROFEEIGIT tirzepatide X V7 7 £ AR
THHELTEBY, Wb 1%KRHE CThHo72, AS2 Tk, T DA FFHLIT tirzepatide DH &
KIFEITRR D biie o7z, BEEZ TR B OAEFENIBL LT tirzepatide FED 4 filD
25 3 BITIRRIEDOWEIF GHIN D O DR TN O SEEL AL Tz, T b DRERND,
9 OREMK O FIE T A RS T B RAT A ORBLEIET tirzepatide 2L KIT T Z LIRS
Nigholo, &fkE LT, tirzepatide LK 9 DitEfEE, BRASEXIIAZITAICEE LW E
EZ BT,
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LY3298176 (2 HKEjRIp) 2.7.4 FRRMZ M
tirzepatide

2745 HAGEEERARTKETIZET2%eMH
27451 BAAEAEEHRERDLE

EFRILFETESR CTh 5 GPGK &Y GPGI #BRIZIZE AN HAAN OGN0, ARETIEIING
2 RERD A ARNEH & BREM O ERLZRMEORR A R LTz, GPGK KUY GPGI &bk HA A
LD RZEEORE R OZEMIZ. Analyses for Japanese population (Study GPGK and GPGI) (%5
5.353.65H) Tl

274511 #HEBREORNIR
GPGK } T GPGI REEDO#ERE DGR (H A NEM K OERER) X, 5 27323 H, &F
27324, KOV 27333114 ROz L,

274512 AO#HHAFERERVTR—Z4 UEBERHE

FRER T, HARNERM & SEERO N OFGHFRNE R O — R T A PR BRI OB % 5T
Lz, TOREFR., BARANER & REER T, —EHON O FRER ONR— R T A B ERHER
HpHMMPRRO N b 0D, BIKE LTRERBEWVTRO b2 o7c (5 2733312 H
ZH)

274513 AR U(ERAE (GPGIRERDA)

R=ATA L TDA LAY FIUF 0 1 A EEERET, 2ERENE L CRANE
MTH2Rno T2, ZHUIERBOEWCE b0 EE25N5 (5 27.333.1.341H) |

Flo, BEAOBEREOA A Y AFHES, BERER & i L THARANERTO R0 o7,

274514 HEER
2745141 HEZZROEH
27451411 GPGK 5%

GPGK B OAEFL L VO EELAFFLOFKETS L. BARAEHKOREEHDONTNT
t, 4% tirzepatide BE L OV 7 B AREECHELL L Tz,

AANEM R OEEREM T, IRBREORE G ILICE>T-HEFRORBEIGIL, & tirzepatide
BECTT IR LB L TRrole, IBEOEREG T ILICESTEAEFRORIEIEIT. k5%
¢l tirzepatide D HAENEWVIE E @ No7228, HANEM TIT tirzepatide & F&EIC K 5 50
REWVTRO Db ot, IBREORGPIRICE - AEERIL. HARANEMN CRREN X
2B LN (55274514411 HBR) |

AEFES, BELAEFL. LOREBEEREE CERWVWAERELOREREISIC, HARANEH

BREH OB TRET XZENTIRD NPT (£ 27451) .
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LY3298176 (2 THiE fRI%)
tirzepatide

2.7.4 BERM

R

&27451 FHIEFROEN (REMBINRER. BAAEHARUVE2AEH) (GPGK #HER)
HAANEH
p-values
TZP 5mg TZP 10mg TZP 15mg Placebo Total
(N=23) (N=22) (N=23) (N=21) (N=89) Pairwise*e
TZP 5mg TZP 10mg TZP 15mg
vs. vs. vs.
Event Type*a n (%) n (%) n (%) n (%) n (%) Overall*d Placebo Placebo Placebo
Deaths*b 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) - - - -
Serious Adverse Events 1 ( 4.3) 0 ( 0.0) 0 ( 0.0) 2 ( 9.5) 3 ( 3.4) 0.182 0.599 0.233 0.222
Discontinuations from 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) - - - -
Study due to an
Adverse Event
Discontinuations from 3 ( 13.0) 2 ( 9.1) 4 (17.4) 0 ( 0.0) 9 (10.1) 0.272 0.234 0.488 0.109
Study Treatment due to
an Adverse Event
Treatment-emergent 17 ( 73.9) 15 ( 68.2) 14 ( 60.9) 14 ( 66.7) 60 ( 67.4) 0.842 0.744 >.999 0.761
Adverse Events
Treatment-emergent 9 ( 39.1) 12 ( 54.5) 8 ( 34.8) 4 ( 19.0) 33 ( 37.1) 0.119 0.194 0.027 0.318

Adverse Events Related
to Study Treatment*c

Abbreviations: N = number of subjects in analysis population; n
TZP = tirzepatide - = not calculable.

*a - Subjects may be counted in more than one category.
*b - Deaths are also included as serious adverse events and discontinuations due to adverse events.
*c - Includes events that were considered related to study treatment as judged by the investigator.
*d - p-value for overall treatment effect were computed using Fisher's exact test.

*e - p-values for pairwise treatment comparisons were computed using Fisher's exact test.

number of subjects with at least one adverse event per event type;
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tirzepatide

EEH

2.7.4 BERM

R

p-values
TZP 5mg TZP 10mg TZP 15mg Placebo Total
(N=121) (N=121) (N=121) (N=115) (N=478) Pairwise*e
TZP 5mg TZP 10mg TZP 15mg
vs. vs. vs.

Event Type*a n (%) n (%) n (%) n (%) n (%) Overall*d Placebo Placebo Placebo
Deaths*b 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 1 ( 0.9) 1 ( 0.2) 0.241 0.487 0.487 0.487
Serious Adverse Events 5 ( 4.1) 2 ( 1.7) 1 ( 0.8) 3 ( 2.6) 11 ( 2.3) 0.349 0.723 0.677 0.359
Discontinuations from 1 ( 0.8) 3 ( 2.5) 1 ( 0.8) 2 ( 1.7) 7 ( 1.5) 0.682 0.614 >.999 0.614
Study due to an
Adverse Event
Discontinuations from 4 ( 3.3) 6 ( 5.0) 8 ( 6.6) 3 ( 2.6) 21 ( 4.4) 0.475 >.999 0.501 0.217
Study Treatment due to
an Adverse Event
Treatment-emergent 83 ( 68.6) 81 ( 66.9) 77 ( 63.6) 76 ( 66.1) 317 ( 66.3) 0.881 0.781 0.891 0.785
Adverse Events
Treatment-emergent 41 ( 33.9) 56 ( 46.3) 50 ( 41.3) 27 ( 23.5) 174 ( 36.4) 0.002 0.086 <.001 0.004

Adverse Events Related
to Study Treatment*c

Abbreviations: N = number of subjects in analysis population; n
TZP = tirzepatide - = not calculable.

*a - Subjects may be counted in more than one category.
*b - Deaths are also included as serious adverse events and discontinuations due to adverse events.
*c - Includes events that were considered related to study treatment as judged by the investigator.

*d - p-value for overall treatment effect were computed using Fisher's exact test.

number of subjects with at least one adverse event per event type;

*e - p-values for pairwise treatment comparisons were computed using Fisher's exact test.
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LY3298176 (2 HKEjRIp) 2.7.4 FRRMZ M
tirzepatide

2.7.45.1.4.12 GPGI #E&

GPGI B DA EFR M CEHELRAEFEZORIES T, ARANEF K OREEHONTNT
4 tirzepatide B M OV 77 B AR EETHELL L T,

AARNEME OEEREM T, IBREOE G ILICE T HEFRORBEIGIL, & tirzepatide
BT RBEL B L CENoT-, IEREOR LGN LICE > AEESORHE|SIL. &FE
[l tirzepatide DAENEWVIEE @ No7228, HAANEM TIT tirzepatide & F&EIZ L A8 570
REWIR LN DT,

HEFEG, BEELAEFRSE, LOKEBRNGE T RWEERROREIREAIC, AARANES
ERBRER OB THRETREIBEWVTRD b hoTe (£27452) ,
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LY3298176 (2 ZRUHEIRIP) 274 FRIRAYZ
tirzepatide

& 27452 FHEFROEHN (R&MBITHRER. BAAEARUVEKER) (GPGIHER)
HAANEH

p-values
TZP 5mg TZP 10mg TZP 15mg Placebo Total
(N=19) (N=21) (N=20) (N=22) (N=82) Pairwise*e
TZP 5mg TZP 10mg TZP 15mg
vs. vs. vs.

Number of Subjects*a n (%) n (%) n (%) n (%) n (%) Overall*d Placebo Placebo Placebo
Deaths*b 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) - - - -
Serious Adverse Events 0 ( 0.0) 1 ( 4.8) 1 ( 5.0) 0 ( 0.0) 2 ( 2.4) 0.728 - 0.488 0.476
Discontinuations from 0 ( 0.0) 0 ( 0.0) 1 ( 5.0) 0 ( 0.0) 1 ( 1.2) 0.476 - - 0.476
Study due to an
Adverse Event
Discontinuations from 1 ( 5.3) 2 ( 9.5) 2 ( 10.0) 0 ( 0.0) 5 ( 6.1) 0.495 0.463 0.233 0.221
Study Treatment due to
an Adverse Event
Treatment-emergent 14 ( 73.7) 17 ( 81.0) 14 ( 70.0) 11 ( 50.0) 56 ( 68.3) 0.174 0.199 0.055 0.222
Adverse Events
Treatment-emergent 8 ( 42.1) 14 ( 66.7) 12 ( 60.0) 3 ( 13.6) 37 ( 45.1) 0.002 0.075 <.001 0.003

Adverse Events Related
to Study Treatment*c

Abbreviations: N = number of subjects in analysis population; n = number of subjects with at least one adverse event per event type;

TZP = tirzepatide; - =

not calculable.

*a - Subjects may be counted in more than one category.
*b - Deaths are also included as serious adverse events and discontinuations due to adverse events.
*c - Includes events that were considered related to study treatment as judged by the investigator.
*d - p-value for overall treatment effect were computed using Fisher's exact test.

*e - p-values for pairwise treatment comparisons were computed using Fisher's exact test.
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EEH

p-values
TZP 5mg TZP 10mg TZP 15mg Placebo Total
(N=116) (N=119) (N=120) (N=120) (N=475) Pairwise*e
TZP 5mg TZP 10mg TZP 15mg
vs. vs. vs.
Event Type*a n (%) n (%) n (%) n (%) n (%) Overall*d Placebo Placebo Placebo
Deaths*b 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) - - - -
Serious Adverse Events 9 ( 7.8) 13 ( 10.9) 9 ( 7.5) 10 ( 8.3) 41 ( 8.6) 0.784 >.999 0.519 >.999
Discontinuations from 3 ( 2.6) 0 ( 0.0) 2 ( 1.7) 0 ( 0.0) 5 ( 1.1) 0.088 0.117 - 0.498

Study due to an

Adverse Event

Discontinuations from 7 ( 6.0) 10 ( 8.4) 13 ( 10.8) 3 ( 2.5) 33 ( 6.9) 0.058 0.210 0.050 0.017
Study Treatment due to

an Adverse Event

Treatment-emergent 85 ( 73.3) 81 ( 68.1) 94 ( 78.3) 81 ( 67.5) 341 ( 71.8) 0.204 0.393 >.999 0.081
Adverse Events
Treatment-emergent 43 ( 37.1) 46 ( 38.7) 63 ( 52.5) 17 (14.2) 169 ( 35.6) <.001 <.001 <.001 <.001

Adverse Events Related

to Study Treatment*c

Abbreviations: N = number of subjects in analysis population; n = number of subjects with at least one adverse event per event type;
TZP = tirzepatide; - = not calculable.

*a - Subjects may be counted in more than one category.

*b - Deaths are also included as serious adverse events and discontinuations due to adverse events.
*c - Includes events that were considered related to study treatment as judged by the investigator.
*d - p-value for overall treatment effect were computed using Fisher's exact test.

*e - p-values for pairwise treatment comparisons were computed using Fisher's exact test.
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2745142 HEBRRUVEARELORRBEMNEETETLVESTER
27451421 GPGK 5%

GPGK iR C, AEFLOBHAFEIL, AARNEN TIL tirzepatide 5mg #EN 7 7 EARHELD b
Eo TN, BIRENTIE T T B AREEE 4 tirzepatide BE TR E 2B W o7 (£ 2.7453) ,
GBI & ORI RBIENEE TE WA EFEROREIEIGIL, AARNERM LK OEEERDO T T
4% tirzepatide BEC7 7B ARREL U w07 (£ 2.7454)

AARNEM, SEREFLIC, AEELENERE L ORRBGENREE TERVWAEERERONT
nTH SOC IHEE) OFFEERNPKR LN -7, SOC THEEE) OFFEERIT. &
tirzepatide Bt CT7 T B ARBEL W BEEIS N E o7 (F 27453, #2745-4) . £EFEEFHTOW
PTHNOEGRET 2%LL FRB L= A EFSORRERFBI O REAGIE4 % 2.7.4.7-3 1277,
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R 27453 LWThHhDESH TSN LOEREICRBE L-FEEROERFURURREE
(REMBINRERA. BARAAEEARUVE2AEH) (GPGK iHER)
HARANEH
B BIKHE System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
HoAzE Preferred term (N=23) (N=22) (N=23) (N=21)
B EFLIEEHII(%) Patients with any TEAE 17 (73.9) 15 (68.2) 14 (60.9) 14 (66.7)
Gzl Gastrointestinal disorders 8 (34.8) 10 (45.5) 8 (34.8) 3(14.3)
{5 Constipation 3(13.0) 4(18.2) 1(43) 0( 0.0)
DIV Nausea 1(43) 2(9.0) 3(13.0) 1( 4.8)
R PR Abdominal discomfort 1(43) 1( 4.5) 2(8.7) 1(48)
B kS Gastrointestinal disorder 1(43) 2(9.1) 2(8.7) 0( 0.0)
T Diarrhoea 1(43) 3(13.6) 0( 0.0) 0(0.0)
R Gastritis 2(8.7) 0( 0.0) 1(43) 0( 0.0)
—i% - B REE O G ok General disorders and administration site conditions 3(13.0) 2(9.1) 3(13.0) 0( 0.0)
TR AL G Injection site reaction 2(8.7) 2(9.1) 1(43) 0( 0.0)
JERYEFS L OVEFAE HhUE Infections and infestations 6 (26.1) 4(182) 5(21.7) 9 (42.9)
RUGEEDN Nasopharyngitis 3(13.0) 3(13.6) 4(17.4) 5(23.8)
ZERIE Hordeolum 0( 0.0) 0( 0.0) 2(87) 0( 0.0)
Rtk L OsesglEsE Metabolism and nutrition disorders 2(8.7) 2(9.1) 1(43) 4(19.0)
BARIEE Decreased appetite 2(8.7) 2(9.1) 0( 0.0) 0( 0.0)
ik Hyperglycaemia 0( 0.0) 0( 0.0) 0( 0.0) 4(19.0)
BRI L ORLEREE Reproductive system and breast disorders 1(43) 0( 0.0) 0( 0.0) 0( 0.0)
RMERTZARIERIE *a Benign prostatic hyperplasia *a 1(5.9) 0( 0.0) 0( 0.0) 0( 0.0
Mg, BERIS L ONEhR b Respiratory, thoracic and mediastinal disorders 0( 0.0) 0( 0.0) 1( 43) 2(9.5)
FRGEDORAE Upper respiratory tract inflammation 0( 0.0) 0( 0.0) 0( 0.0) 2(9.5)

Abbreviations: N = number of subjects in safety population; n = number of subjects with events meeting specified criteria; TEAE = treatment-emergent adverse event; TZP=tirzepatide
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*a: B RAY 2L D4R« N=17(TZP 5mg), N=20(TZP 10mg), N=16(TZP 15mg), N=15(Placebo).
54 MedDRA/ ver23.1

328



LY3298176 (2 i fRI) 274 FRIRAYZC A

tirzepatide

2L

FREBIRIIE System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
FEAGE Preferred term (N=121) (N=121) (N=121) (N=115)

B EFLIEBII(%) Patients with any TEAE 83 (68.6) 81 (66.9) 77 (63.6) 76 (66.1)

izl Gastrointestinal disorders 46 (38.0) 50 (41.3) 50 (41.3) 22 (19.1)
G Nausea 14 (11.6) 16 (13.2) 22(18.2) 7(6.1)
T Diarrhoea 14 (11.6) 17 (14.0) 14 (11.6) 9(7.8)
MER iy =S Dyspepsia 11( 9.1) 8 ( 6.6) 7(5.8) 4(3.5)
{5 Constipation 7(5.8) 6( 5.0) 8 ( 6.6) 1(0.9)
LR Vomiting 4(33) 3(25) 7(58) 2(1.7)

TRYEFS L ORI Infections and infestations 30 (24.8) 22(18.2) 19 (15.7) 33(28.7)
ERUGEEDN Nasopharyngitis 7(5.8) 8 ( 6.6) 8 ( 6.6) 10 ( 8.7)
AT NE W Influenza 7(5.8) 3(25) 0( 0.0) 2(1.7)

R L Ok E Metabolism and nutrition disorders 14 (11.6) 15 (12.4) 16 (13.2) 35(30.4)
T I Hyperglycaemia 4(33) 5(4.1) 3(25) 31(27.0)
AR Decreased appetite 5(4.1) 8 ( 6.6) 10 ( 8.3) 1(0.9)

AR E Nervous system disorders 12( 9.9) 10( 8.3) 14 (11.6) 11( 9.6)
EISb Headache 5(4.1) 4(33) 5(4.1) 9(7.8)

Abbreviations: N = number of subjects in safety population; n = number of subjects with events meeting specified criteria; TEAE = treatment-emergent adverse event; TZP=tirzepatide

HR4 : MedDRA/I ver23.1

329



LY3298176 (2 i fRI) 274 FRIRAYZC A
tirzepatide
R 27454 LWIFNHODERESHTSNLUELOHEBREICRE LI-ARELDERBEEASTE TCELHVAETERORBRFIHRRUVEREE
(REMBINRERA. BARAAEREARUVE2AEEH) (GPGK iHER)
HAANER
PRE IR HE System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
A Preferred term (N=23) (N=22) (N=23) (N=21)
B EFLIEELII(%) Patients with any TEAE 9(39.1) 12 (54.5) 8 (34.8) 4(19.0)
HIGIEE Gastrointestinal disorders 6(26.1) 9 (40.9) 7(30.4) 2(9.5)
{5 Constipation 3(13.0) 3(13.6) 1(43) 0( 0.0)
s Nausea 1(43) 2(9.1) 3(13.0) 1(4.8)
T Wb Gastrointestinal disorder 1(4.3) 2(9.1) 2(87) 0( 0.0)
R PR Abdominal discomfort 0( 0.0) 1( 4.5) 2(8.7) 1( 48)
T Diarrhoea 0( 0.0) 2(9.0) 0(0.0) 0( 0.0
B Gastritis 2(8.7) 0( 0.0) 0( 0.0) 0( 0.0
— % - BEIEEL L O GENORE General disorders and administration site conditions 2(8.7) 2(9.1) 2(87) 0( 0.0)
TSR RO Injection site reaction 2(8.7) 2(9.1) 1(43) 0( 0.0)
R LU E Metabolism and nutrition disorders 2(8.7) 2(9.1) 0( 0.0) 2(9.5)
AARIBOR Decreased appetite 2(8.7) 2(9.1) 0( 0.0) 0( 0.0
e U Hyperglycaemia 0( 0.0) 0( 0.0) 0(0.0) 2(9.5)

Abbreviations: N = number of subjects in safety population; n = number of subjects with events meeting specified criteria; TEAE = treatment-emergent adverse event; TZP=tirzepatide

44, - MedDRA/J ver23.1
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2L
2B RARS System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
FEAGE Preferred term (N=121) (N=121) (N=121) (N=115)
B EFLIEBII(%) Patients with any TEAE 41(33.9) 56 (46.3) 50 (41.3) 27 (23.5)
H Gastrointestinal disorders 36 (29.8) 43 (35.5) 43 (35.5) 15 (13.0)
L Nausea 13 (10.7) 15 (12.4) 21 (17.4) 6(52)
T Diarrhoea 10 ( 8.3) 14 (11.6) 13 (10.7) 6(52)
MER iy =S Dyspepsia 10 ( 8.3) 7(5.8) 6( 5.0) 3(2.6)
Rt KOS Metabolism and nutrition disorders 5(4.1) 9(74) 10 ( 8.3) 10 ( 8.7)
ox /el Bl Decreased appetite 5(4.1) 8 ( 6.6) 10 ( 8.3) 1(0.9)
T I Hyperglycaemia 0( 0.0) 1(0.8) 1(0.8) 9(78)

Abbreviations: N = number of subjects in safety population; n = number of subjects with events meeting specified criteria; TEAE = treatment-emergent adverse event; TZP=tirzepatide
54, MedDRA/J ver23.1
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2.745.1.4.22 GPGI 5%

GPGI R T, AEFEFLOIBBEIEGIT, AARNEMN TILA tirzepatide #E T 7 ALY b
Mo T=hy, BRERTIT tirzepatide 5 mg #E L O tirzepatide 15mg T 7 EAREEL Y L &7z

(% 2.7.455) , JBBRIE L ORRBARNEE TCERVWAFTHELOREBEIE T, AARANERAKOE
R DOWT I TH 4 tirzepatide BECT 7 B AREEL W @ o 7 (3£ 2.7.456) .

AARNEH, BERERAILIC, AEFZLORRIELE ORRBARPEE TCERWVAEFRFRRONT
NTH SOC IHIBESE] OAEFLNKLELN-T-, WTHOEMTYE SOC IHigEE) ofF
FHHERIL, & tirzepatide FE T 7 B ARREL W BEEIG N mo7c (F 27455, £27456) ,

EREHATONT N ORGHET 2%LL BB LA FERORBLRFHR] O 5 BG4 &
2.7.4.7-4 277,
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& 27455 WThHhDERSH TSN LOEREICRBE L-AEEROERFHRURREE
(ZREMBRITHMEREH. BARAAKHRUVE2HKEH) (GPGIEHER)
HAANER
2w BRI HE System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
HiAzE Preferred term (N=19) (N=21) (N=20) (N=22)
BEFRGIHHLHE (%) Patients with any TEAE 14 (73.7) 17 (81.0) 14 (70.0) 11 (50.0)
Gl Gastrointestinal disorders 7(36.8) 12(57.1) 10 (50.0) 4(182)
R PR Abdominal discomfort 2(10.5) 1(4.8) 1(5.0) 1( 4.5)
(27 Constipation 2(10.5) 4(19.0) 4(20.0) 1(45)
LR Abdominal pain upper 1(5.3) 1( 4.8) 0( 0.0) 0( 0.0)
T Diarrhoea 1(53) 3(14.3) 4(20.0) 1( 4.5)
LR R Dyspepsia 1(53) 2(9.5) 0( 0.0) 1( 45)
B Nausea 1(53) 5(23.8) 3(15.0) 0(0.0)
HR Gastritis 0( 0.0) 0( 0.0) 1(5.0) 0( 0.0)
B AR Gastrooesophageal reflux disease 0( 0.0) 0( 0.0) 1(5.0) 0( 0.0)
LR Vomiting 0( 0.0) 4(19.0) 2(10.0) 0( 0.0)
JEYE B L OV A HUE Infections and infestations 7(36.8) 6 (28.6) 8 (40.0) 4(182)
NHEER % Nasopharyngitis 4(21.1) 3(14.3) 5(25.0) 3(13.6)
KR Bronchitis 1(5.3) 0( 0.0) 0( 0.0) 1(4.5)
J I 2& Cystitis 1(53) 0( 0.0 1( 5.0) 0( 0.0)
LIRS Gingivitis 1(53) 0( 0.0) 0( 0.0) 0( 0.0)
ORI 2 Herpes zoster 1(5.3) 1( 48) 1(5.0) 0( 0.0)
AT NE W Influenza 1(53) 0( 0.0) 2(10.0) 0( 0.0)
FEME S Conjunctivitis 0( 0.0) 1( 4.8) 1( 5.0) 0( 0.0)
g ¥ KO FRERRRE Skin and subcutaneous tissue disorders 4(21.1) 3(14.3) 0( 0.0) 0( 0.0)
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2 BRI HE System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
AR Preferred term (N=19) (N=21) (N=20) (N=22)
P2 Drug eruption 1(53) 0( 0.0) 0( 0.0) 0( 0.0
w5 Eczema 1(53) 0( 0.0) 0( 0.0) 0( 0.0)
AR Ingrowing nail 1(5.3) 0( 0.0 0( 0.0 0( 0.0
9 FEE Pruritus 1(53) 0( 0.0) 0( 0.0 0( 0.0)
ZERRZ Urticaria 0( 0.0) 2(9.5) 0( 0.0 0( 0.0
B # R3S L OV Ak Musculoskeletal and connective tissue disorders 2(10.5) 3(14.3) 1(5.0) 2(9.1)
A EfiR Arthralgia 1(5.3) 0( 0.0) 0( 0.0) 0( 0.0)
A Neck pain 1(5.3) 0( 0.0) 0( 0.0) 0( 0.0)
I Back pain 0( 0.0) 1(4.8) 1(5.0) 0( 0.0)
Yl Cardiac disorders 1(53) 0( 0.0) 2 (10.0) 1( 45)
IR Tachycardia 1(5.3) 0( 0.0) 1(5.0) 0( 0.0)
S B R AR Coronary artery disease 0( 0.0) 0( 0.0) 1( 5.0 0( 0.0)
—f% - BEEEL L OGN ORE General disorders and administration site conditions 1(53) 0( 0.0) 3(15.0) 0( 0.0
TR AL G Injection site reaction 1(53) 0( 0.0) 2(10.0) 0( 0.0)
HEEN Pyrexia 0( 0.0) 0( 0.0) 1(5.0) 0( 0.0)
JHF HESE SR b Hepatobiliary disorders 1(5.3) 0( 0.0) 1(5.0) 0( 0.0)
RETEALE Biliary colic 1(53) 0( 0.0) 0( 0.0) 0( 0.0)
JHEERY —7 Gallbladder polyp 0( 0.0) 0( 0.0) 1(5.0) 0( 0.0
BE, TR L OWEA DHE Injury, poisoning and procedural complications 1(5.3) 2(9.5) 1( 5.0 0( 0.0)
L fE B A Humerus fracture 1(53) 0( 0.0) 0( 0.0) 0( 0.0)
=iz Wound 0( 0.0) 1( 4.8) 1(5.0) 0( 0.0)
R Psychiatric disorders 1(5.3) 0( 0.0) 0( 0.0) 1(45)
RRAE Insomnia 1(53) 0( 0.0) 0( 0.0) 0( 0.0)
Mids LV 3Rk Blood and lymphatic system disorders 0( 0.0) 1(438) 1(5.0) 0( 0.0)
JlL Splenomegaly 0( 0.0) 0( 0.0) 1( 5.0 0( 0.0)




LY3298176 (2 RUbEIRI) 274 BRIRAYZANE
tirzepatide
2 BRI HE System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
AR Preferred term (N=19) (N=21) (N=20) (N=22)
B L OukgkiEsE Ear and labyrinth disorders 0( 0.0) 2(9.5) 2 (10.0) 0( 0.0)
AP D F U Vertigo 0( 0.0) 2(9.5) 2(10.0) 0( 0.0
R R AR A Investigations 0( 0.0) 2(9.5) 3 (15.0) 0( 0.0
M2 L7 2R AR —E8hn Blood creatine phosphokinase increased 0( 0.0) 0( 0.0 1(5.0) 0( 0.0
KA Weight decreased 0( 0.0) 1(4.8) 2(10.0) 0( 0.0
Rt KOS Metabolism and nutrition disorders 0( 0.0) 7(33.3) 6 (30.0) 1(45)
BRRIBHE Decreased appetite 0( 0.0) 7(33.3) 6 (30.0) 1(4.5)
TR E Nervous system disorders 0( 0.0) 1( 4.8) 1(5.0) 1(4.5)
TR Dysaesthesia 0( 0.0) 1(4.8) 1(5.0) 0( 0.0)
B L ORI Renal and urinary disorders 0( 0.0) 0( 0.0) 2(10.0) 1(4.5)
PR IR Dysuria 0( 0.0) 0( 0.0) 1(5.0) 0( 0.0)
B Renal impairment 0( 0.0) 0( 0.0) 1(5.0) 0( 0.0
B2 E N TE S SR O ] Respiratory, thoracic and mediastinal disorders 0( 0.0) 1( 48) 2(10.0) 0( 0.0
WL Hyperventilation 0( 0.0) 0( 0.0) 1(5.0) 0( 0.0)
1 e SE s Oropharyngeal pain 0( 0.0) 0( 0.0) 1(5.0) 0( 0.0)

Abbreviations: N = number of subjects in safety population; n = number of subjects with events meeting specified criteria; TEAE = treatment-emergent adverse event; TZP=tirzepatide

FHL4  MedDRA/I ver23.1

335




LY3298176 (2 RUbEIRI) 274 BRIRAYZANE
tirzepatide
2L
B RIRS A System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
FEAGE Preferred term (N=116) (N=119) (N=120) (N=120)
HEFEGHRBGIE (%) Patients with any TEAE 85 (73.3) 81 (68.1) 94 (78.3) 81 (67.5)
H Gastrointestinal disorders 42 (36.2) 45(37.8) 55(45.8) 26 (21.7)
L Nausea 15 (12.9) 21 (17.6) 22 (18.3) 3(25)
T Diarrhoea 14 (12.1) 15 (12.6) 25 (20.8) 12 (10.0)
MER iy =S Dyspepsia 8( 6.9) 10 ( 8.4) 6( 5.0) 2(1.7)
R Vomiting 8( 6.9) 9( 7.6) 15 (12.5) 3(2.5)
(27 Constipation 7( 6.0) 8( 6.7) 8( 6.7) 2(1.7)
BLW Eructation 6(52) 4(34) 7(5.8) 1(0.8)
53 Flatulence 3(2.6) 6( 5.0) 7(5.8) 0( 0.0
JERYE S L OVEFAE U Infections and infestations 41(35.3) 29 (24.4) 38 (31.7) 40 (33.3)
HER S Nasopharyngitis 18 (15.5) 8( 6.7) 15 (12.5) 23(19.2)
B ¥R I KOS SRk PR Musculoskeletal and connective tissue disorders 17 (14.7) 20 (16.8) 17 (14.2) 17 (14.2)
RAHH Arthralgia 6(52) 4(3.4) 3(25) 2(1.7)
B Back pain 6(52) 6( 5.0) 4(33) 7(5.8)
Rd L OSERRE Metabolism and nutrition disorders 14 (12.1) 20 (16.8) 21(17.5) 20 (16.7)
extel Bl Decreased appetite 8( 6.9) 15 (12.6) 17 (14.2) 2(17)
e A Hyperglycaemia 2(1.7) 0( 0.0) 1(0.8) 16 (13.3)
g AR AL Investigations 11( 9.5) 9( 7.6) 18 (15.0) 4(33)
Y R—EHIN Lipase increased 4(34) 2(1.7) 10 ( 8.3) 2( 17
I e Vascular disorders 6(52) 5(42) 4(33) 9(175)
& LT Hypertension 3(26) 3(2.5) 1(0.8) 7(5.8)

Abbreviations: N = number of subjects in safety population; n = number of subjects with events meeting specified criteria; TEAE = treatment-emergent adverse event; TZP=tirzepatide

HLL : MedDRA/I ver23.1
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LY3298176 (2 i fRI) 274 FRIRAYZC A
tirzepatide
K 27456 WTNADIREHT WU LDEREICHKE LI ARELORARBRNIEETELVEEEROARFIBKRUVRERES
(ZREMBRIHMEREH. BAAKHRUVE2HKEH) (GPGIEHER)
HARANEH
B BIKHE System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
HoAzE Preferred term (N=19) (N=21) (N=20) (N=22)
BEFRGIHLHE (%) Patients with any TEAE 8 (42.1) 14 (66.7) 12 ( 60.0) 3(13.6)
Gzl Gastrointestinal disorders 6(31.6) 11(52.4) 10 (50.0) 2(9.0)
EERAS PRI Abdominal discomfort 2(10.5) 1( 4.8) 1(5.0) 1(4.5)
(27 Constipation 2(10.5) 4(19.0) 4(20.0) 0( 0.0
T Diarrhoea 1(53) 3(14.3) 4(20.0) 1( 4.5)
LR R Dyspepsia 1(53) 2(9.5) 0( 0.0) 0( 0.0)
B Nausea 1(53) 5(23.8) 3(15.0) 0( 0.0)
BB MR Gastrooesophageal reflux disease 0( 0.0) 0( 0.0) 1(5.0) 0( 0.0)
AN Vomiting 0( 0.0) 2(9.5) 2(10.0) 0(0.0)
oYl Cardiac disorders 1(5.3) 0( 0.0) 0( 0.0) 0( 0.0)
IR Tachycardia 1(53) 0( 0.0) 0( 0.0 0( 0.0)
W - A FEER OGN OREE General disorders and administration site conditions 1(53) 0( 0.0) 2(10.0) 0( 0.0)
TR AL B G Injection site reaction 1(5.3) 0( 0.0) 2(10.0) 0( 0.0)
FER 3 KOV TRk Skin and subcutaneous tissue disorders 1(53) 1( 4.8) 0( 0.0) 0( 0.0)
& 9 FEIE Pruritus 1(53) 0( 0.0) 0( 0.0) 0( 0.0
PR AR AT Investigations 0( 0.0 2(9.5) 2 (10.0) 0( 0.0)
R Weight decreased 0( 0.0) 1( 4.8) 2(10.0) 0( 0.0)
RTds L ORERE Metabolism and nutrition disorders 0( 0.0) 7(33.3) 6 (30.0) 1( 4.5)
AARIBOR Decreased appetite 0( 0.0) 7(33.3) 6 (30.0) 1( 4.5)

Abbreviations: N = number of subjects in safety population; n = number of subjects with events meeting specified criteria; TEAE = treatment-emergent adverse event; TZP=tirzepatide

HLL : MedDRA/I ver23.1
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LY3298176 (2 i fRI) 274 FRIRAYZC A
tirzepatide
2L
B BIKHE System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
HoAzE Preferred term (N=116) (N=119) (N=120) (N=120)
HEFEGHRBGIE (%) Patients with any TEAE 43 (37.1) 46 (38.7) 63 (52.5) 17 (14.2)
izl Gastrointestinal disorders 33(28.4) 36 (30.3) 49 (40.8) 10 ( 8.3)
G Nausea 15 (12.9) 21(17.6) 21(17.5) 0(0.0)
T Diarrhoea 12(10.3) 9( 7.6) 20 (16.7) 5(42)
{5 Constipation 6(52) 7(5.9) 7(5.8) 0( 0.0)
MER iy =S Dyspepsia 6(52) 7(5.9) 4(3.3) 0( 0.0)
BLW Eructation 6(52) 4(34) 7(58) 1(0.8)
AL Vomiting 6(52) 7(5.9) 15 (12.5) 0(0.0)
B Flatulence 3(26) 5(42) 6(5.0) 0(0.0)
FRIR AT Investigations 8( 6.9) 5(42) 13 (10.8) 1(0.8)
U R—EHIN Lipase increased 3(26) 1(0.8) 9(175) 0( 0.0)
Rt L OsegEE Metabolism and nutrition disorders 8( 6.9) 16 (13.4) 17 (14.2) 3(2.5)
AR Decreased appetite 8( 6.9) 15 (12.6) 17 (14.2) 2(1.7)

Abbreviations: N = number of subjects in safety population; n = number of subjects with events meeting specified criteria; TEAE = treatment-emergent adverse event; TZP=tirzepatide
F44 : MedDRA/J ver23.1

338



)

IRHY

el

R

LY3298176 (2 ZHE R %) 274
tirzepatide

b=t

2745143 FBRERVZOMOEELGEEER
27451431 GPGK 5%
GPGK AR T, SFELIX T 7 EARRET1H] (AARANLSN) Bobile (27451 .
BEDAEFGIIAARNEN, REEFLICEREIG KD -7, BELRAEFLOREEE
2, £ tirzepatide #E L OV 7 B ARRECRE BV T oo 7e (3R 2.7.457)
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LY3298176 (2 RUbEIRI) 274 BRIRAYZANE
tirzepatide
:27457 EBEELGHEEZZRORBRFAHURVRERIE (X2UETRERA. BAAERARUVL2AER) (GPGK iER)
HANEM
2B RARS System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
FEAGE Preferred term (N=23) (N=22) (N=23) (N=21)
HEERAFEFLIEHOE (%) Patients with any SAE 1(4.3) 0( 0.0) 0( 0.0) 2(9.5)
H b E Gastrointestinal disorders 1(43) 0( 0.0) 0( 0.0 0( 0.0)
RN Colitis ischaemic 1(43) 0( 0.0) 0( 0.0) 0( 0.0)
Yl Cardiac disorders 0( 0.0) 0( 0.0) 0( 0.0) 1( 4.8)
T N Cardiac failure 0( 0.0 0( 0.0 0( 0.0 1(4.8)
| ﬁ, > D=y 1\ N 4 E S
ﬁ%tﬁt;;zgé?ui#ﬁiTtﬁ@%ﬁEW (b LU Neoplasms benign, malignant and unspecified (incl cysts and polyps) 0( 0.0) 0( 0.0) 0( 0.0 1(4.8)
REAE A g Cholangiocarcinoma 0( 0.0) 0( 0.0) 0( 0.0) 1( 48)

Abbreviations: N = number of subjects in the analysis population; n = number of subjects with events meeting specified criteria;

SAE = serious adverse events; TZP = tirzepatide
F44 : MedDRA/J ver23.1
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LY3298176 (2 UpERIP) 274 BRIRAYZANE
tirzepatide
2L
2B RARS System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
FEAGE Preferred term (N=121) (N=121) (N=121) (N=115)
HE A EFLIEEHII(%) Patients with any SAE 5(4.0) 2(1.7) 1(0.8) 3( 2.6)
Lo Cardiac disorders 1(0.8) 0( 0.0) 0( 0.0) 2( 1.7)
PN I U Acute myocardial infarction 0( 0.0) 0( 0.0) 0( 0.0) 1(0.9)
DA Cardiac failure 0( 0.0) 0( 0.0) 0( 0.0) 1(0.9)
= MEAENR Supraventricular tachycardia 1(0.8) 0( 0.0) 0( 0.0) 0( 0.0)
JRYUE F5 & OVERAE e Infections and infestations 0( 0.0) 2(1.7) 0( 0.0) 0( 0.0)
JRARNI VUL T 4T 4 LEG Clostridium difficile infection 0( 0.0) 1(0.8) 0( 0.0) 0( 0.0)
Jiti & Pneumonia 0( 0.0) 1(0.8) 0( 0.0) 0( 0.0)
i%;%ﬁgégﬁwmmm%ﬁé% (Fehds £ O Neoplasms benign, malignant and unspecified (incl cysts and polyps) 1(0.8) 0( 0.0 0( 0.0 1(0.9)
e Adenocarcinoma 1(0.8) 0( 0.0 0( 0.0 0( 0.0)
S g Cholangiocarcinoma 0( 0.0) 0( 0.0) 0( 0.0) 1(0.9)
B E Gastrointestinal disorders 1(0.8) 0( 0.0) 0( 0.0 0( 0.0
A lIREPN TS Colitis ischaemic 1(0.8) 0( 0.0) 0( 0.0) 0( 0.0)
B ¥ RIS KOS SRk Musculoskeletal and connective tissue disorders 0( 0.0) 0( 0.0) 1(0.8) 0( 0.0)
i A % M e Musculoskeletal chest pain 0( 0.0) 0( 0.0) 1(0.8) 0( 0.0)
AR R P Nervous system disorders 1(0.8) 0( 0.0) 0( 0.0) 0( 0.0)
PR Syncope 1(0.8) 0( 0.0) 0( 0.0) 0( 0.0)
BB L OURKEE Renal and urinary disorders 1(0.8) 0( 0.0) 0( 0.0) 0( 0.0)
RS A Nephrolithiasis 1(0.8) 0( 0.0) 0( 0.0) 0( 0.0)
R, MERIs K OithR PR Respiratory, thoracic and mediastinal disorders 1(0.8) 0( 0.0) 0( 0.0) 0( 0.0)
REORAS 4 Respiratory failure 1(0.8) 0( 0.0) 0( 0.0 0( 0.0
A pEE Vascular disorders 1(0.8) 0( 0.0) 0( 0.0) 0( 0.0)
EREELRE e Peripheral arterial occlusive disease 1(0.8) 0( 0.0) 0( 0.0) 0( 0.0)
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Abbreviations: N = number of subjects in the analysis population; n = number of subjects with events meeting specified criteria;
SAE = serious adverse events; TZP = tirzepatide
=LA, - MedDRA/] ver23.1

342



LY3298176 (2 ZHE R %) 274
tirzepatide

)

IRHY

el

R

b=t

27451432 GPGI iE&

GPGI RER CIH L ITGEO Lo T (£ 27.45-2)

FEARAAEFGIE, AANEN CTIT AL &l U CORBEAS NI -7, BARANEN LY
EREFONTITYH, EERAEFROBIEIES X, 4 tirzepatide AL N7 7 B AR CTRE 72
BT o7 (3£2745-8)
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LY3298176 (2 i fRI) 274 FRIRAYZC A
tirzepatide
x27458 EELGEEZZROXRBFHRUVERIE (REMBHIXNKRER. BAAKHARUVL2AEH) (GPGIHER)
HARANEH
B BIKHE System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
JEAEE Preferred term (N=19) (N=21) (N=20) (N=22)
HEERAFEFLIEHOE (%) Patients with any SAE 0( 0.0) 1( 4.8) 1(5.0) 0( 0.0)
M Cardiac disorders 0( 0.0) 0( 0.0) 1(5.0) 0( 0.0)
SR R A Coronary artery disease 0( 0.0) 0( 0.0) 1(5.0) 0( 0.0)
G5, PR JOWE S OHE Injury, poisoning and procedural complications 0( 0.0) 1( 4.8) 0( 0.0) 0( 0.0)
FHEEEEHT Spinal compression fracture 0( 0.0) 1(4.8) 0( 0.0) 0( 0.0)

Abbreviations: N = number of subjects in the analysis population; n = number of subjects with events meeting specified criteria;

SAE = serious adverse events; TZP = tirzepatide

44, - MedDRA/J ver23.1
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tirzepatide
2L
B RIRS A System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
FEAGE Preferred term (N=116) (N=119) (N=120) (N=120)
EERAEFSHEIIE (%) Patients with any SAE 9( 7.8) 13(10.9) 9( 7.5) 10 ( 8.3)
Lo Cardiac disorders 3(2.6) 2( 1.7) 3(25) 2( 1.7)
DARA Cardiac failure 3(2.6) 1(0.8) 0( 0.0) 0( 0.0
LB AN Atrial fibrillation 1(0.9) 0( 0.0) 0( 0.0 0( 0.0
PNk U Acute myocardial infarction 0( 0.0) 1(0.8) 1(0.8) 0( 0.0
PRCME Angina pectoris 0( 0.0) 0( 0.0) 1(0.8) 0( 0.0
TEENIRAE Coronary artery disease 0( 0.0) 0( 0.0) 2(17) 0( 0.0)
IR E Myocardial infarction 0( 0.0) 0( 0.0) 0( 0.0) 1(0.8)
SR Tachycardia 0( 0.0) 0( 0.0) 0( 0.0) 1(0.8)
JRYYE R L OVFA BUE Infections and infestations 2(1.7) 2(1.7) 2(1.7) 1(0.8)
oA LR fEY Coronavirus infection 1(0.9) 0( 0.0) 0( 0.0) 0( 0.0)
ElZES Gastroenteritis 1(0.9) 0( 0.0) 0( 0.0) 0( 0.0)
COV ID—1 9% COVID-19 pneumonia 0( 0.0) 0( 0.0) 0( 0.0) 1(0.8)
W B Cellulitis 0( 0.0) 1(0.8) 0( 0.0) 0( 0.0)
i A Postoperative wound infection 0( 0.0) 1(0.8) 0( 0.0 0( 0.0
BB Pyelonephritis 0( 0.0) 0( 0.0) 1(0.8) 0( 0.0)
PR IR G Urinary tract infection 0( 0.0) 0( 0.0) 1(0.8) 0( 0.0)
i‘ﬁ%;%‘ggé)@#?ﬁﬁﬂKfﬁ@%ﬁé% (s Lo Neoplasms benign, malignant and unspecified (incl cysts and polyps) 2( L7 1(0.8) 0( 0.0) 1(0.8)
FLEDIR B Papillary renal cell carcinoma 1(0.9) 0( 0.0) 0( 0.0) 0( 0.0)
EHAD Renal neoplasm 1(0.9) 0( 0.0) 0( 0.0) 0( 0.0)
AT LR Transitional cell carcinoma 0( 0.0) 0( 0.0 0( 0.0) 1(0.8)
FEIE *b Uterine cancer *b 0( 0.0) 1(2.1) 0( 0.0) 0( 0.0)
A s Gastrointestinal disorders 1(0.9) 0( 0.0) 0( 0.0) 2( 1.7
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tirzepatide
2 BRI HE System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
AR Preferred term (N=116) (N=119) (N=120) (N=120)
E < Faecaloma 1(0.9) 0( 0.0) 0( 0.0) 0( 0.0)
A~ =T Abdominal hernia 0( 0.0) 0( 0.0) 0( 0.0) 1(0.8)
FRE R Pancreatic disorder 0( 0.0) 0( 0.0 0( 0.0 1(0.8)
— % - B EER L O G ORE General disorders and administration site conditions 1(09) 0( 0.0) 1(0.8) 0( 0.0)
) HE Asthenia 1(0.9) 0( 0.0) 0( 0.0 0( 0.0
B R Impaired healing 0( 0.0) 0( 0.0) 1(0.8) 0( 0.0)
SN TS SEON ] e Respiratory, thoracic and mediastinal disorders 1(09) 1(0.38) 2(17) 1(0.8)
AR e E I T B R Sleep apnoea syndrome 1(0.9) 0( 0.0) 0( 0.0) 0( 0.0)
2 P ZE M i A Chronic obstructive pulmonary disease 0( 0.0) 0( 0.0) 2( 1.7) 0( 0.0)
IEF-% [ Dyspnoea 0( 0.0) 1(0.8) 0( 0.0 0( 0.0
i ZE R E Pulmonary embolism 0( 0.0) 0( 0.0) 0( 0.0 1(0.8)
12 &N Respiratory failure 0( 0.0) 0( 0.0) 1(0.8) 0( 0.0)
I L OukkkEE Ear and labyrinth disorders 0( 0.0) 0( 0.0) 1(0.8) 0( 0.0)
J B Deafness unilateral 0( 0.0) 0( 0.0) 1(0.8) 0( 0.0)
B, PR L OWLE A OHE Injury, poisoning and procedural complications 0( 0.0) 2(1.7) 1(0.8) 1(0.8)
i BE - BT Hip fracture 0( 0.0) 0( 0.0) 1(0.8) 0( 0.0)
L fE B A Humerus fracture 0( 0.0 1(0.8) 0( 0.0) 0( 0.0)
IHEWE A IHE Intestinal anastomosis complication 0( 0.0 0( 0.0 0( 0.0 1(0.8)
FHEE B E T Spinal compression fracture 0( 0.0) 1(0.8) 0( 0.0 0( 0.0
(N PSRN S ¢ Metabolism and nutrition disorders 0( 0.0) 1(0.8) 1(0.8) 0( 0.0)
JIESTiiTR S Hypoglycaemia 0( 0.0) 1(0.8) 1(0.8) 0( 0.0)
B+ RIS KOS ARk Musculoskeletal and connective tissue disorders 0( 0.0) 2( 1.7) 0( 0.0) 0( 0.0)
FHAE AR Spinal stenosis 0( 0.0) 1(0.8) 0( 0.0) 0( 0.0)
TR ZENE Synovial cyst 0( 0.0) 1(0.8) 0( 0.0) 0( 0.0)
R R Nervous system disorders 0( 0.0) 2(1.7) 1(0.8) 1(0.8)
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tirzepatide
2 BRI HE System Organ Class TZP 5mg TZP 10mg TZP 15mg Placebo
Az Preferred term (N=116) (N=119) (N=120) (N=120)
ARG B M R O Hypoglycaemic unconsciousness 0( 0.0) 1(0.8) 0( 0.0) 0( 0.0)
JE ST A Orthostatic intolerance 0( 0.0) 0( 0.0) 1(08) 0( 0.0)
U Syncope 0( 0.0) 0( 0.0) 0(0.0) 1(08)
— I MER R TS AR Transient ischaemic attack 0( 0.0) 1(0.8) 0( 0.0 0( 0.0)
T E Psychiatric disorders 0( 0.0) 1(0.8) 0( 0.0) 0( 0.0)
Rz Anxiety 0( 0.0) 1(0.8) 0(0.0) 0( 0.0)
B L ORI Renal and urinary disorders 0( 0.0) 0( 0.0) 1(0.8) 1(0.8)
J IR Bladder disorder 0( 0.0) 0( 0.0) 0( 0.0) 1(0.8)
SRR A Calculus urinary 0( 0.0) 0( 0.0) 1(0.8) 0( 0.0)
SRS KO RHLE Surgical and medical procedures 0( 0.0) 1(0.8) 0( 0.0) 1(0.8)
DT T L—va v Cardiac ablation 0( 0.0) 1(0.8) 0( 0.0) 0( 0.0)
[P 25 G R Pancreatic lesion excision 0( 0.0) 0( 0.0) 0( 0.0) 1(0.8)
LA P T Vascular disorders 0( 0.0) 1(0.8) 1(0.8) 1(0.8)
KEpRpRAE Aortic stenosis 0( 0.0) 0( 0.0) 0( 0.0) 1(0.8)
EREEULREE e Peripheral arterial occlusive disease 0( 0.0) 1(0.8) 1(0.8) 0( 0.0)

Abbreviations: N = number of subjects in the analysis population; n = number of subjects with events meeting specified criteria;

SAE = serious adverse events; TZP = tirzepatide

*b: LRI 22 T GUT K D 23 Rk © N=55(TZP 5mg), N=47(TZP 10mg), N=55(TZP 15mg), N=54(Placebo).

44, - MedDRA/J ver23.1
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2745144 ZFOMOEELEESER
27451441 BREBSHPILIZES-HFEER
274514411 GPGK 5%

GPGK 7R Tl THBRIFEMGFH I CHEANIHLE SN 7MW LA OIRBREE O BB IR AT & L
7=

EHREMTIX, &5 2161 (4.4%) DEFEFRICL > TRBREORGZHIEL, 20955 18 4
I tirzepatide #, 3 BlIX7 7 A TH o7z (£27451) , BREOEREFILICE T AESF
GO RRI IR BE S 13K - 72, Tirzepatide #E Tl d K< AN IBRBREDOEK G ILICE -T2
HEFEGIL SOC I'HEREE] (18 #l [38%] ) THv ., BHIEMEE. &l TH. IR,
HIEARR, RO KGR SE iz, Tirzepatide 15 mg BT, o G8F & i L <. 1B
HORHH LB > HEFG R ONEHIEOB G P ILICE > - BIBEEREFLR L A b,

AARNEHITIE, A5 9 ] (101%) BDAEFFRICL > TRBREORELHTIEL, ZO2HIN
tirzepatide Ff Ch o7z (F2.7.45-1) . 9BID S B 1HlTMmpH/Lo =80, 7% 84k SOC
[BIBMEE] oFL (BBEE, Bo. TR, EBATRE, KOELERBR) 12X TREREE
OFHAERIE LT,

274514412 GPGI i#E&

GPGI B Cix, JHBRIZHEFHEE CHANHE S - LIS OIRBRIE O H BT A~ & L
77

EREMTIE, AFF 3361 (6.9%) NAEHERBIZL > TRREOHRLGZTIEL, 2055 304l
I% tirzepatide £, 3 BlIZ 7 I ¥ RHETH 7= (£ 27.452) , IEHREOEGPILICE>T-HESR
LORERB R FHENGITE o 7o, IBBREORGHILICE ST HEFLO tirzepatide #f L 77 &
PHETORBEIGOEWNE, FIZ SOC [FEEE] L2 b0 Tho7, BREOKREHIEIZ
o7z SOC I'HGMEE] o PT &, &L (7 61 . mark (5 #1) . FH B f#l) . HkrE (2
Bl o BREEYE Qf) . ROEEEERERE A6) Thol,

AARNEMTIE, AFF 5 61 (6.1%) BPAFFRICL - THEREOKGEZFIEL, 20
tirzepatide #£ Tl o7 (% 2.7.45-2) . IBBREDOE G HIEIZE > oA HEEROREKM R FEHEG
& > 72, SHITRD HNTIBREOFEFILICE S T-HEFLO PTIX, BEEE QF) |
Bl 2F) . KOEERR (16]) Tholz,

2745145 BEHEEEEEER
27451451 GPGK i#E&

SOC HikEE) OFFEEROFKEAEFGIX. AARAAEAKOEEKERHONTHLTH, &
tirzepatide B C7" 7 v ARIEL W mvo 72 (3£ 2.7.45-9) . 4 tirzepatide BE CHEIC L 2B VTR S
oz,

b IR bz SOC IEhkEE) OFEFRITAARNEN & 2FREMATHEL L iz, {#
FhZ, BARNEHTREER LY ZRBO LN,
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LY3298176 (2 i fRI) 274 FEIRAYZENE
tirzepatide
£27459 L2EEEOVTIAHIDEREHETRRIEGH 2%ULD SOC TEBEEE] OHEER (REMBINRER) (GPGKHRER)
Overall Japanese
n (%) n (%)
Event Category or Term TZP5 TZP10 | TZP15 Overall TZP5 TZP10 | TZP15 Overall
Placebo ] Placebo ]
mg mg mg (N=115) p-Value mg mg mg (N=21) p-Value
(N=121) | (N=121) | (N=121) (N=23) (N=22) (N=23)

Patients with >1 TEAE in the GI

disorders SOG 46 (38.0) | 50 (41.3) | 50 (41.3) | 22(19.1) | <0.001 | 8(34.8) | 10(455) | 8(34.8) | 3(14.3) 0.163
L Nausea 14 (11.6) | 16(13.2) | 22(18.2) | 7(6.1) 0.038 1(4.3) 2 (9.1) 3(13.0) 1(4.8) 0.770
T Diarrhoea 14 (11.6) | 17 (14.0) | 14 (11.6) 9(7.8) 0.506 1(4.3) 3(13.6) 0 0 0.092
HILARR Dyspepsia 11 (9.1) 8 (6.6) 7(5.8) 4 (3.5) 0.372 1(4.3) 0 0 0 1.000
XA Constipation 7(5.8) 6 (5.0) 8 (6.6) 1(0.9) 0.106 3(13.0) 4 (18.2) 1(4.3) 0 0.147
Mg Pt Vomiting 4 (3.3) 3(2.5) 7 (5.8) 2(1.7) 0.394 1(4.3) 0 0 0 1.000
9 Abdominal pain 3(2.5) 2(1.7) 4 (3.3) 1(0.9) 0.714 0 0 0 0 -
E%K'I% Abdominal discomfort 1(0.8) 1(0.8) 4(3.3) 3(2.6) 0.412 1(4.3) 1(4.5) 2(8.7) 1(4.8) 1.000
EES Gastritis 6 (5.0) 0 3(2.5) 0 0.008 2(8.7) 0 1(4.3) 0 0.613
A Wb Gl disorders 2(17) 4(3.3) 2(1.7) 0 0.289 1(4.3) 2(9.1) 2(8.7) 0 0.716
R Gastrooesophageal reflux
S diseass 2(1.7) 4 (3.3) 1(0.8) 1(0.9) 0.545 0 1(4.5) 0 1(4.8) 0.360

Abbreviations: Gl = gastrointestinal; n = number of patients in the specified category; N = number of patients who were randomized and received at least 1 dose of study drug;
SOC = system organ class; TEAE = treatment-emergent adverse event; TZP = tirzepatide.
Note: Patients may be counted in more than 1 event category.
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27451452 GPGI iE&

SOC I'HEkETE] oA FEERIL, AARANERLKOEEERONTNTE, % tirzepatide BT~
TR RBEL O RBAEENEm -T2 (3£ 27.45-10) , 4 tirzepatide #£C, HEICKDE VIR O
otz

b X< R b7z SOC IEMEE )] OFEFLITAARANEN & 2EREMATHELE L T\, (#
. AARNERITREER LY Z RO BT,
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LY3298176 (2 ZHk IR p) 274 FRIRAYZC A
tirzepatide
£ 274510 £AREHOVWINADTRSHETRIRIEN 2% LD SOC IERES] OFEER (REMBAREH) (GPGIHER)
Overall Japanese
n (%) n (%)
Event Cat T
vent Lategory or ferm TZP 5 TZP 10 TZP 15 Placebo lg)\\/;érlall TZP 5mg TZP TZP Placebo F?\\//erla”
mg mg Mg | (N=120) | VAYE | (N=19) | A0M9 | ISMG |y pny | PVAILE
(N=116) | (N=119) | (N=120) (N=21) | (N=20)

Patients with >1 TEAE in the

Gl disorders SOC 42 (36.2) | 45(37.8) | 55(45.8) | 26 (21.7) <.001 7(36.8) | 12(57.1) | 10(50.0) | 4(18.2) 0.047
TR Diarrhoea 14 (12.1) | 15(12.6) | 25(20.8) | 12 (10.0) 0.094 1(5.3) 3(14.3) 4 (20.0) 1(4.5) 0.368
D Nausea 15 (12.9) | 21 (17.6) | 22(18.3) 3(2.5) <.0.001 1(5.3) 5 (23.8) 3(15.0) 0 0.045
M P \omiting 8 (6.9) 9 (7.6) 15 (12.5) 3(2.5) 0.028 0 4 (19.0) 2 (10.0) 0 0.038
HIL AR Dyspepsia 8 (6.9) 10 (8.4) 6 (5.0) 2(1.7) 0.088 1(5.3) 2(9.5) 0 1(4.5) 0.739
5w Constipation 7 (6.0) 8 (6.7) 8(6.7) 2(1.7) 0.184 2 (10.5) 4 (19.0) 4 (20.0) 1(4.5) 0.393
BILO Eructation 6 (5.2) 4(3.4) 7(5.8) 1(0.8) 0.147 0 0 0 0 -
537 Flatulence 3(2.6) 6 (5.0) 7 (5.8) 0 0.025 0 0 0 0 -
R Abdominal pain upper 5 (4.3) 3(2.5) 3(2.5) 3(2.5) 0.850 1(5.3) 1(4.8) 0 0 0.476
JE BB AN Abdominal discomfort 2(L.7) 4 (3.4) 1(0.8) 3(2.5) 0.587 2 (10.5) 1(4.8) 1(5.0) 1(4.5) 0.807
HE R Abdominal pain 3(2.6) 2(1.7) 2(1.7) 1(0.8) 0.698 0 0 0 0 -
JEERIA Abdominal distension 1(0.9) 5(4.2) 1(0.8) 0 0.056 0 1(4.8) 0 0 0.732
R IE W Gastrooesophageal reflux

2(17 2(17 2. 427 1(5.0 0.476

PRI disease .7) .7) 3(29) 0 0 0 0 .0) 0

Abbreviations: AE= adverse event; Gl = gastrointestinal; N = number of patients who were randomized and received at least 1 dose of study drug; SOC = system organ class;
TEAE = treatment-emergent adverse event; TZP = tirzepatide.
Note: Patients may be counted in more than one event category.
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tirzepatide

el

R

2745146 N4 ZILYAY
2.7.45.1.4.6.1 GPGK 5%

HARNERTIZ, N—RA T A TOPREMIME7S tirzepatide 10 mg #£ X U tirzepatide 15 mg #£ T
TITRRBEEIVIEN-T2Z L 2ROV T, BRAEALOREEHONTNTEH, X—ZXF AT
ONRFE, WHRESIIE, & ORI E O T Z B REE L 4 tirzepatide FE CREECTH o7,

SRER TG 40 B ORI OBEINIEA tirzepatide BE & 7 I ¥ REETHEETH 7=, BA
NEFITIE, #5 40 IR0 7T 2 REE & Ll LT tirzepatide #E CARIHE OHIINNERD Sz, H
KAWL TONRIER ORI EIL, SREMN L i L TRED -7z (£ 27.45-11) , #5 40 #
I OO WA BT I M ONPEBR I I 1%, A A AR 04 tirzepatide #E, I ONC 2K >4 tirzepatide
HEROTFZERBETR=RT A VInBIKT LTz, BRAEHOT 7 ERBETIEIN—AF 14 00 h
PN LT, % tirzepatide #£ COMEDIK T EIZ, HARNEM & 2REM TR E 72281358
O LRI T,
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LY3298176 (2 i fRI) 274 FEIRAYZENE
tirzepatide
R274511 NAZLYAUDR—ZX5A4 UHbREMDEBEHMETOELE (REMBIHREH) (GPGK HER)
HAANEH
TZP 5 mg TZP 10 mg TZP 15 mg Placebo
Parameters (N=23) (N=22) (N=23) (N=21)
40 Weeks | SFU 40 Weeks | SFU 40 Weeks | SFU 40Weeks |  SFU
Pulse (bpm)
Baseline 73.2 74.5 74.0 76.5
Change from baseline 3.4 -1.6 3.8+ -4.5% 6.01F -1.3 2.7 -0.3
Change difference from placebo 0.7 -1.4 11 -4.2 3.3 -1.0 N/A N/A
(95% CI) (-4.7,6.1) (-6.4,3.7) (-4.3,6.5) (-9.4,0.9) (-2.1,8.8) (-6.1, 4.0)
SBP (mm Hg)
Baseline 132.9 129.9 125.7 133.1
Change from baseline -8.317 -3.9 -3.4 -4.2 -6.6F -3.6 0.3 0.8
Change difference from placebo -8.5 -4.7 -3.7 -5.0 -6.8 -4.4 N/A N/A
(95% ClI) (-17.1,0.0) (-13.5,4.0) (-12.3,5.0) (-13.8,3.9) (-15.5,1.9) (-13.2,4.4)
DBP (mm Hg)
Baseline 81.6 76.9* 76.6* 84.4
Change from baseline -3.4 -3.9 -1.2 -4.2 -4.4% -4.1 0.5 2.7
Change difference from placebo -4.0 -6.5* -1.7 -6.8* -4.9 -6.7* N/A N/A
(95% ClI) (-9.4, 1.5) (-12.7, -0.4) (-7.2,3.8) (-13.1, -0.5) (-10.4,0.7) (-13.0, -0.5)
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LY3298176 (2 i fRI) 274 FEIRAYZENE
tirzepatide
2REH
TZP 5 mg TZP 10 mg TZP 15 mg Placebo
Parameters (N=121) (N=121) (N=121) (N=115)
40 Weeks | SFU 40 Weeks | SFU 40 Weeks | SFU 40Weeks |  SFU
Pulse (bpm)
Baseline 72.7 73.0 74.4 74.9
Change from baseline 0.8 -1.8F 2.2% 2. 157 1.3 2. 157 1.2 0.7
Change difference from placebo -0.5 -2.5* 0.9 -2.9%* 0.0 -2.8** N/A N/A
(95% CI) (-2.5, 1.6) (-4.6, -0.5) (-1.2,3.0) (-5.0,-0.8) (-2.1,2.1) (-4.9,-0.7)
SBP (mm Hg)
Baseline 128.2 127.4 126.6 127.8
Change from baseline AT -4.67Ft -5.2%%+ -2.6% AT -4.07+7 -2.0 -1.3
Change difference from placebo -2.7 -3.4* -3.1* -1.3 -2.7 -2.8 N/A N/A
(95% ClI) (-5.7,0.3) (-6.3,-0.4) (-6.2,-0.1) (-4.3,1.7) (-5.7,0.4) (-5.8,0.3)
DBP (mm Hg)
Baseline 79.9 78.4 79.2 79.7
Change from baseline -2.97tt =297+ -3.17%t -3.47+t -3.47+t -4.5%++ -1.4 -1.1
Change difference from placebo -1.5 -1.9 -1.8 -2.4* -2.1 -3.4** N/A N/A
(95% ClI) (-3.6,0.5) (-4.0,0.3) (-3.8,0.3) (-4.5,-0.2) (-4.2,0.0) (-5.6, -1.2)

Abbreviations: ClI = confidence interval; DBP = diastolic blood pressure; mITT = modified intent-to-treat; MMRM = mixed model repeated measures; N = number of patients
who were randomized and received at least 1 dose of study drug; N/A = not applicable; SBP = systolic blood pressure; SFU = safety follow-up; TZP = tirzepatide.

Note: MMRM analysis.

Note: Shown are the least-squares means.

*p-Value <0.05, **p-value <0.01 versus placebo.
tp-value<0.05, T1p-value<0.01, F++p-value <0.001 versus baseline.
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LY3298176 (2 ZHE R %) 2.7.4 FERM
tirzepatide

2.7.45.1.4.6.2 GPGI iE&

R—=R T A > TOPLEWINE N 2RE O tirzepatide 5mg BEM& VA A AN O tirzepatide
10mg #ECTT T ERBEL VKD -72 2 L &2BRWT, BARANEMN, 2FEREIC, R—RAF AT
DONRAaEL, DOEBME, & OWESE = O FEMEIL 7T A #E & & tirzepatide #E ClRIERCTH o 72,

AARNEM, LRI, 85 40 R tirzepatide BT 7 B ARRE L HLlt L CTONRMER O
MMRFEO BN, AARANEM TORME O E L, REEMEHBLTRE -7
(#£2.7.45-12) , &5 40 ERFOUGHERIME R OPEIRHIMEIX, BARANER, SEERILC, %
tirzepatide B N7 T ¥ REEONWTH THER—Z T A U BIKTF LT, MEMKF&EIZ, AAA
LM OBREHONTHTHE tirzepatide BT 7 REEL Y H KEVVHANRH Y, AANE
H K OV R ORI K & ZREWVITRED b h o T,
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LY3298176 (2 i fRI) 274 FRIRAYZC A
tirzepatide
K274512 NAZILYAUDR—RA5A4 UhbREMDERBEZPEETOERILLE (REUEBTHREH) (GPGIEHER)
HAANEH
TZP5mg TZP 10 mg TZP 15 mg Placebo
(N=19) (N=21) (N=20) (N=22)

Parameters 40 Weeks | SFU 40 Weeks | SFU 40 Weeks | SFU 40Weeks |  SFU
Pulse (bpm)

Baseline 7.7 76.0 76.4 75.9

Change from baseline 24 11 7.0FTT -1.9 6.411F -2.7 -1.0 2.3

Change difference from placebo 3.3 -1.2 8.0* -4.2 7.4* -5.0

(95% CI) (-1.7, 8.4) (-6.5,4.1) (3.1,12.9) (-9.4,0.9) (2.4,12.3) (-10.2,0.2) N/A N/A
SBP (mmHg)

Baseline 136.7 135.0 131.8 138.4

Change from baseline -6.97 -3.8 -10.5¥ 17 -5.4% -13.1%7 -3.9 -1.1 1.6

Change difference from placebo -5.8 -5.3 -9.4* -7.0 -11.9* -5.5

(95% ClI) (-13.0,1.5) (-13.1,2.4) (-16.4, -2.4) (-14.5, 0.6) (-19.1, -4.7) (-13.2,2.2) N/A N/A
DBP (mmHg)

Baseline 80.9 77.9** 81.2 86.0

Change from baseline -4.1% -1.0 -3.1 -4.3% -6.17F -6.21%+ -0.9 -0.9

Change difference from placebo -3.2 -0.1 -2.2 -3.4 -5.2* -5.3*

(95% ClI) (-8.1, 1.8) (-4.9,4.7) (-7.1,2.7) (-8.1,1.3) (-10.1,-0.3) (-10.0, -0.6) N/A N/A
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LY3298176 (2 LBEIR M)

274 FRIRAYZC A
tirzepatide
2L
TZP5mg TZP 10 mg TZP 15 mg Placebo
(N=116) (N=119) (N=120) (N=120)

Parameters 40 Weeks | SFU 40 Weeks | SFU 40 Weeks | SFU 40Weeks |  SFU
Pulse (bpm)

Baseline 75.3 74.5 75.6 75.3

Change from baseline 1.3 -2.81F 3571t -2.27% 5.67TT -1.7% -0.8 -0.5

Change difference from placebo 2.1 -2.3 4. 3%** -1.7 6.4*** -1.2

(95% CI) (-0.1, 4.4) (-4.6,-0.1) (2.0, 6.5) (-3.9,0.5) (4.1,8.7) (-3.5,1.0) N/A N/A
SBP (mmHg)

Baseline 136.9 138.2 136.8 139.8

Change from baseline -6.111T -2.6F -8.311T -2.2 -12.611F =37 -1.7 -1.8

Change difference from placebo -4.4* -0.8 -6.6%** -04 -10.9%** -1.9

(95% ClI) (-7.8,-1.0) (-4.3, 2.6) (-9.9, -3.2) (-3.8,3.0) (-14.3,-7.5) (-5.3,1.6) N/A N/A
DBP (mmHg)

Baseline 79.2* 80.8 80.1 82.6

Change from baseline -2.07+ -1.9% =337 =281+ -4.57 -3.8%%+ 2.17F -2.3%

Change difference from placebo 0.1 0.4 -1.2 -0.5 -2.4* -1.5

(95% ClI) (-2.0,2.1) (-1.8,2.5) (-3.2,0.7) (-2.7,1.6) (-4.4,-0.4) (-3.6, 0.6) N/A N/A

Abbreviations: ClI = confidence interval; DBP = diastolic blood pressure; mITT = modified intent-to-treat; MMRM = mixed model repeated measures; N = number of patients
who were randomized and received at least 1 dose of study drug; N/A = not applicable; SBP = systolic blood pressure; SFU = safety follow-up; TZP=tirzepatide.
Note: MMRM analysis. Only patients with non-missing baseline value and at least 1 non-missing postbaseline value of the response variable were included in the analysis.

Note: Shown are the least-squares means.

* p-value <0.05 versus placebo, **p-value <0.01 versus placebo, *** p-value <0.001 versus placebo.

T p-value<0.05, ¥ p-value<0.01, 111 p-value <0.001 versus baseline.
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LY3298176 (2 HKEjRIp) 2.7.4 FRRMZ M
tirzepatide

2745147 BARAKHIZETS5HBROENRUVLAER L DL

GPGK & T* GPGI il T, AEHEFSL, HELRAETFR, BUBEEAEFER, KON Z ¥4
v a2 AARNEH & BARERTHE Lo R, IRIOBOENZEERE, WTFhoRBR TS B AR
ké%ﬁﬂfﬁé@@%ﬁhk%@éwm@#okowfﬂeﬁ%f%\mmﬁ®ﬁM’%5ﬁ
ERHRQEED, HRAEAOARTHREFENEEICE . ORI L 70 2 F4U3580
o le, BARNEMIZR R L 2N E oI m@%ﬂ@ﬁotouﬂ%@%%ﬁ%
GPGK K& * GPGI #7572 5 AS1 OFERICE ST AR NEMICBIT 5 22Ol 24T 5 2
CIXFRETH D LT LT,

27452 HNEMEER
274521 HEIWTTEHRABHREBOGHEMENT (ASL)

TRBRERIZ 63 D SUSICZEN L DD AREMEN & D M 2 el 3 5 72, AS1 TOHERE D
N AR EH PRI REME X ORI IS EAEBNIC, B LI Ao HEES (5%
VL EOWESRE AT AT Lo, BRI S CEERAITIL. R T REFEFEFLOHEIC
RUfk L72 (55 27.4.4.235H) , LA O 256 L 7=,

o Fliv (657%AN. 65m%LA )

o MERI

o AN (TAVHZA LT AT RIIT I ABFEAER, TOT A, BAXIIT 7V HRT A

U N, BHA, JRI)

o R—2F 4> BMI (30kg/m2Aiii, 30 kg/m2LL L) (35 kg/m2 A, 35 kg/m2 LA )

o X—ZF A D eGFRA (60 mL/min/1.73 m2 Aiifi, 60 mL/min/1.73 m2 2L )

o EE (exR=v 7 XUIT7T %, #txﬂ~y7ﬂﬁ?%yﬁ\$iﬁb)

TRERIERE 5 L 5 B O 2 AAEH T 0.10 R0 p RS D= DIX, PEBIOE /£ g ©
<Dﬁ%$gzrmij@mﬁvﬂrc%ot(Bs[%53531@]F@mews4m)o7fé6 ESIEY S
RO T TR EDOETRO LN, LKHETITRD SN o7, ZOEMETORES RO K
WL, 77 RE L ST RAHE SN R EOBEPEE L @hrofcl iz L b &
Bz b, TRIFEWER EZE 20N TEY ., MR X IR R OE N Z BT 5 AW F) %
YPET eV, 072D FHEIIMERNZ M T3ROS DRIER & i s d,

AS1 (21X, GPGK } (X GPGl ikl & & 7=, GPGL B, GPGH B, K1 GPGM iR CTLui
ML AL AEFESLY., Hx ORBRL LT EROWMYEMICHOWTIM L, BRET, %

YR TR L < RO N DA EFLIT, GPGL B, GPGH B, M1 GPGM ki D4k
HIClBM L RN BERFRLERRTH o7z, —HOHSEMTIEL, &L OAEFIEA
Drp L FEROIRMPHIR S 7z (GPGL sBRiGE ke ih k& (25 5.3.5.1.4 ITH] Section 5.2.1.6,
GPGH iR R G HEE [F 5.35.15 ] Section 5.2.1.6, GPGM KERIGHRFEHREE [
5.3.5.1.6 IH] Section 5.2.1.6) .

274522 H2HRUVE IHBABOHEHENT (AS3)

55 2 fHOVES 3 fHERBR C tirzepatide % $&5- S T-HBRAE OAFHRIL, 65 IAN 3815 il 65 kLA
b 75 A 1387 i, 75 % LA b 85 A 206 i, K UF 85 kLA b 7 il Td o 7z,
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LY3298176 (2 ZHE R %) 2.7.4 FRIRMYZEME
tirzepatide

VIT OHRIE, FlfE s m O E RN ERBEEI G2 Mmoo/ (1SS [5 53531 H] Table
1S5.4.312)

o HEMAHHER

o IBBEOHREPILICESTHHEER

o  HiBIUHE (SMQ)

o LMiEkEE (SOC)

o [MEREE (SOC)

fEam & LT, ASL KON AS3 OF — & /b tirzepatide DRI 22 M7 1 7 7 A AZAEERC
KNI D N o T2, 75 BB OBBRE N D ignie & KBRS O 2 RE o
EUWDIZ XV EOEMDOEEIZIZBA RN H 5720, T — X ZBEIRR LAWK D EET D LEN
H 5,

27453 SEMHER
274531 BARABBRECTOHAREOZEM
B EFEGORBEEG I R IAE DR ELEIE K OFEERICEI LT, tirzepatide % #% 1 LR T
NI A AV EPFA LT L EDBARANPERE CoORRMERFT Lz, RETIE, LTO
tirzepatide o BUMUE VL, % 1 MAERE T3 & OPFRFIE, KOS VR U v 770X L Off gL
DOFEFR%E -,
o GPGO#MER (EWH 3MHER) « MWL
o GPGP&ER (EWE 3MRER) O MbER N3 14 (SUE, © 77 A R o-7 1=
VH—BHEE, FTYU UV 7Y = R L SGLT-2 HEAD & off L
o GPGK#ER (EREILFI 3MHHER) Bk (AARANER)
o GPGI#BR (EHPRILFZE 3HRER) A MFRAI U UIEIFH T COA R v 75
VF & ORFREE (B ARNEER)

2745311  AREFMHEERUA—R 51 UREHH

IO A REEHEIRHER O — 2 7 RBRHEORE LT, GPGP K TX GPGI B
AARNEMDST73, GPGO KT GPGK s> A AN L0 & HERIF O R i 235 <. HbAlc
MEhols (27332, £27336 KUK 2.733-72H)

N R ER R R O — 2 7 B BARIEL, AR OS5 B TR BTl L T,
GPGP &R TIx, P L7ofFMAEEIC L > T D NAFEHARFER OAN— 2 T A B BRFEDS
R DEMDBD LR bOO, RIS LTREBEOERD LIRS -T (K 27.45-13 XU
* 2.74.5-14) ,
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LY3298176 (2 UpERIP) 274 BRIRAYZANE
tirzepatide
% 2.7.45-13 HAXENOANOMETZHEE (BEAIER) (GPGPHER)
OAMs
Attribute SuU Biguanides a-Gl TzD Glinides SGLT-2i All
(N=129) (N=62) (N=64) (N=63) (N=62) (N=63) (N=443)

Age (years), mean = SD 57.7+9.6 56.6 +11.3 574115 58.1+10.8 57.8+10.8 54.1+11.9 57.0+10.8
Age Group 1, n (%)

<65 years 96 (74.4) 47 (75.8) 44 (68.8) 45 (71.4) 45 (72.6) 51 (81.0) 328 (74.0)

>65 years 33 (25.6) 15 (24.2) 20 (31.3) 18 (28.6) 17 (27.4) 12 (19.0) 115 (26.0)
Age Group 2, n (%)

<75 years 124 (96.1) 58 (93.5) 61 (95.3) 61 (96.8) 58 (93.5) 60 (95.2) 422 (95.3)

>75 years 5(3.9) 4 (6.5) 3(4.7) 2(3.2) 4 (6.5) 3(4.8) 21 (4.7)
Male, n (%) 105 (81.4) 47 (75.8) 46 (71.9) 49 (77.8) 43 (69.4) 46 (73.0) 336 (75.8)

Abbreviations: a-Gl = alpha-glucosidase inhibitor; n = number of patients in the specified category; N = number of patients who were randomized and received at least 1 dose of

study drug; OAM(s) = oral antihyperglycemic medication(s); SD =standard deviation; SGLT-2i = sodium-glucose cotransporter type 2 inhibitors; SU = sulfonylureas; TZD =

thiazolidinedione.

Source: Table GPGP.8.4.
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LY3298176 (2 UpEIRIF) 2.7.4 FRIRMYZEME
tirzepatide
% 274514 HRAFEINDONR—XSA4 UEEFE (BEAZGER) (GPGP HER)
Attribute SuU Biguanides a-Gl TZD Glinides SGLT-2i All
(N=129) (N=62) (N=64) (N=63) (N=62) (N=63) (N=443)

S]g;i“ioggf diabetes (years), 10.78 + 6.03 8.88 +5.27 9.92+7.13 9.39 + 6.90 10.03 + 6.63 8.71+5.75 9.79 + 6.29
Duration of diabetes groups, n (%)

<5 years 25 (19.4) 16 (25.8) 16 (25.0) 20 (3L.7) 16 (25.8) 16 (25.4) 109 (24.6)

>5 to <10 years 39 (30.2) 25 (40.3) 24 (37.5) 17 (27.0) 23 (37.1) 26 (41.3) 154 (34.8)

>10 years 65 (50.4) 21 (33.9) 24 (37.5) 26 (41.3) 23 (37.1) 21 (33.3) 180 (40.6)
BMI (kg/m?), mean + SD 27.83 +4.92 27.99 + 4.48 26.49 + 355 29.09 + 5.37 27.69 + 4.24 28.44 + 5.68 27.90 + 4.81
BMI Group 1, n (%)

<25 kg/m? 43 (33.3) 20 (32.3) 27 (42.2) 13 (20.6) 20 (32.3) 18 (28.6) 141 (31.8)

>25 kg/m? 86 (66.7) 42 (67.7) 37 (57.8) 50 (79.4) 42 (67.7) 45 (71.4) 302 (68.2)
BMI Group 2, n (%)

<27 kg/m? 71 (55.0) 32 (51.6) 45 (70.3) 28 (44.4) 35 (56.5) 32 (50.8) 243 (54.9)

>27 kg/m? 58 (45.0) 30 (48.4) 19 (29.7) 35 (55.6) 27 (43.5) 31 (49.2) 200 (45.1)
BMI Group 3, n (%)

<30 kg/m? 98 (76.0) 47 (75.8) 56 (87.5) 43 (68.3) 46 (74.2) 45 (71.4) 335 (75.6)

>30 to <35 ke/m? 24 (18.6) 10 (16.1) 5(7.8) 10 (15.9) 12 (19.4) 13 (20.6) 74 (16.7)

>35 ke/m? 7(5.4) 5(8.1) 3(4.7) 10 (15.9) 4 (6.5) 5 (7.9) 34 (7.7)
SBP (mmHg), mean + SD 13356 +13.62 | 128.40+14.29 | 127.46+12.41 | 12864+12.09 | 13161+1513 | 12583+1379 | 129.88+13.81
DBP (mmHg), mean + SD 81.57 + 10.42 81.00 + 11.68 79.11 + 8.86 78.87 +9.37 77.65 + 9.60 78.92 +10.21 79.83 +10.16
PR (bpm), mean = SD 73.15 + 10.55 73.71+11.91 7352 +11.19 72.44 +9.97 73.41 + 10.09 73.68 +10.25 73.29 + 10.61
iGSFDR (mL/min/1.73m?), mean | .2 25, 1555 80.31 + 10.99 78.56 + 12.66 77.95 +12.15 77.48 +12.68 80.90 + 14.30 78.66 + 12.58
Weight (kg), mean = SD 78.19 + 16.30 77.02 + 14.08 7357 +11.79 80.08 + 17.71 7571+ 13.75 79.80 + 20.50 77.51 + 16.06
HbALc (%), mean + SD 8.71+1.06 8.44 +0.96 8.55+ 1.31 8.37 + 1.09 8.83+1.23 8.30 + 0.82 8.56 + 1.09
HbA1c category, n (%)

<8.5% 61 (47.3) 34 (54.8) 38 (59.4) 41 (65.1) 30 (48.4) 40 (63.5) 244 (55.1)

>8.5% 68 (52.7) 28 (45.2) 26 (40.6) 22 (34.9) 32 (51.6) 23 (36.5) 199 (44.9)

FSG (mg/dL), mean + SD 18132 +45.63 | 178.00+49.75 | 17534+4988 | 16430+3471 | 18505+4739 | 15452+2753 | 174.28+4458
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tirzepatide

Abbreviations: a-Gl = alpha-glucosidase inhibitors; bpm = beats per minute; BMI = body mass index; DBP = diastolic blood pressure; eGFR = estimated glomerular filtration
rate; FSG = fasting serum glucose; HbAlc = glycated hemoglobin; n = number of patients in the specified category; N = number of patients who were randomized and
received at least 1 dose of study drug; OAM = oral antihyperglycemic medication; PR = pulse rate; SBP = systolic blood pressure; SD = standard deviation; SGLT-2i =
sodium-glucose cotransporter type 2 inhibitors; SU = sulfonylureas; TZD = thiazolidinedione.
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LY3298176 (2 HKEjRIp) 2.7.4 FRRMZ M
tirzepatide

2745312 HEZZROWME

GPGP B CIXEHERAFEFLORIEIE T, -/ Va v ¥ —EIEEFARICR &S, F
TN YU IR o T (32 2.745-15) . BT IEICE > A EER KL ORBRIED
B HILICE S TEAEFLORBE AT, o/ v ar X —BERHRICR b E»- T2, AF
FROFEEEIL, 7V = FEJFHRICR bR, F7 YU O UVEIFARICR IR,

% 274515 HAXEIOEEEZROME (REMMBITIRER) (GPGP iER)

OAM
Categorya n (%)
SuU Biguanides a-Gl TzD Glinides | SGLT-2i All
(N=129) (N=62) (N=64) (N=63) (N=62) (N=63) (N=443)
Deathsb 0 0 0 0 0 0 0
SAEs 5(3.9) 3(4.8) 8 (12.5) 1(1.6) 5(8.1) 2(3.2) 24 (5.4)
Discontinuations 4(3.1) 5(8.1) 6 (9.4) 0 2(3.2) 1(1.6) 18 (4.1)
from study due to
an AE
Discontinuations 6 (4.7) 7 (11.3) 12 (18.8) 3(4.8) 3(4.8) 2(3.2) 33(7.4)
from study drug
due to an AE
TEAEs 102 49 (79.0) | 51(79.7) | 37 (58.7) | 53(85.5) | 51(81.0) | 343 (77.4)
(79.1)
TEAE related to 73(56.6) | 34(54.8) | 35(54.7) | 24(38.1) | 33(53.2) | 36(57.1) | 235(53.0)
study treatmentc

Abbreviations: AE = adverse event; a-Gl = alpha-glucosidase inhibitor; n = number of patients in the specified
category; N = number of patients who were randomized and received at least 1 dose of study drug; OAM =
oral antihyperglycemic medication; SAE = serious adverse event; SGLT-2i = sodium-glucose cotransporter
type 2 inhibitors; SU = sulfonylureas; TEAEs = treatment-emergent adverse events; TZD = thiazolidinedione.

& Patients may be counted in more than one category.

b Deaths are also included as SAEs and discontinuations due to AEs.

¢ Includes events that were considered related to study treatment as judged by the investigator.

FOMORBOFERELOMEICHOWTIL, & 27421111 B (GPGO #Er) .
2745141157 (GPGK#Er) MUV 2.7.45.1.4.1.215H (GPGI#ER) THA L=,

2745313 HEZRORBKAE

GPGP RERDO O R O HFFROFEEGICEHAL T, WINoOfFHE T, EHIERDSMNE
BIGEEOFRBEE N R Po T, a-Z N av X —BHEFEEL Q7Y = NEGFH R EL O R E]
GRENMER AR SN TZbo0, MLTHHAEICL LI REREVWETIRD N o T

(# 2.745-16) ., GPGO #Br T tirzepatide B L (£ 2.74.2-5) & GPGP # R T
tirzepatide & #5% 1 MAERE FEDOHMBIEDOH TH ., AEFEFROFHEIGITH L@ TR D
Lo Tz,

BIEFIDA AV & Le GPGI #BRO HARANERITH, GPGP 3k & [FIARIZ FIFHEEZR LA
SMTEGEEORBLEIG N Em < (£ 27.455) | tirzepatide HUMPRIE A V2 GPGK &k D A AR
N (£ 27.45-3) LD THHLNRIENTRRD otz
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2745314 (EOEORRIERUVHTFE

W ORER T b MAEE 54 mg/dL A OARIMAE DR RENE K OB (LEHTZ D ITHE) 1%
Kotz (3£ 27.45-17)

GPGP &R TiL, IMFHE 54 mg/dL A OMKIMFEIX 5 #1 (1.1%) TH 15D o7z, 5 fillX
SUZE (44 [31%] ) X7V ="Fr3 14 [1.6%] ) Z0FH L e, FAEMRMET Mbgn
7o 7z, Tirzepatide BMPEETH D GPGO akBR CTid. MPHE 54 mg/dL A AR M 1%
tirzepatide #£ 2 5] (0.4%) TH LHFEO L, BHIEKIMPEIIERD o7,

BIEFIA A Y A& LTz GPGIBRD H AR NEMTIE, 6 1 (10%) T 15 ¢Fo ik
filfl 54 mg/dL Al DR MABEA GRS DTz, EIEMAEFIIEE® S - 72, Tirzepatide BARHRE T
H % GPGK #kBRD B AN TIx, B 54 mg/dL AT O IMLRE & OVEESEAS M X586 S 7
Mol

2745315 BARAHERECOHRAEREOREMDOER

ARVEEER & U THERERR D22 A RET LT R, SRIARFEERFL T 07 7 A VITKRER
BWIIRD bNRh oo, BMBGETH MR TR E OFNFETH. BIBMEAEFROREE
FHEDRE <. WTHOIREIETHIRO DN FRICKE Z2ENL o To, IRIEHE DR HRE S
FOFEHRITIWDTNOEBETHR U TR -2, SU K, 77U = R, XIA 2 ) OH
L I R ot 0 BE . FERORAIE & bR CTED o 72, W OGFRRETYH, BEK L pE
JEIFRO bRz,

INHOFERNS, BHARAGERE TO tirzepatide & #% 1 IMBERE FEE T A > A U > & DOHFHME
BEIZL2ME EOREITRD b2 o 7z,
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274516 L2HHAEHTSWRULERBRLE-FESEROMARENORTEE (XU BITIREH) (GPGP RER)
OAM
n (%
Preferred Terma su Biguanides a-Gl T(ZD) Glinides SGLT-2i All
(N=129) (N=62) (N=64) (N=63) (N=62) (N=63) (N=443)
Patients with >1 TEAE 102 (79.1) 49 (79.0) 51 (79.7) 37 (58.7) 53 (85.5) 51 (81.0) 343 (77.4)
NHEE S Nasopharyngitis 23 (17.8) 8 (12.9) 11 (17.2) 9 (14.3) 11 (17.7) 13 (20.6) 75 (16.9)
L Nausea 18 (14.0) 9 (14.5) 15 (23.4) 7(11.1) 14 (22.6) 11 (17.5) 74 (16.7)
A Constipation 17 (13.2) 4 (6.5) 9 (14.1) 5 (7.9) 7 (11.3) 12 (19.0) 54 (12.2)
T Diarrhea 16 (12.4) 8 (12.9) 5 (7.8) 5(7.9) 9 (14.5) 8 (12.7) 51 (11.5)
BAREOR Decreased appetite 9 (7.0) 9 (14.5) 7 (10.9) 5 (7.9) 7 (11.3) 7(11.1) 44 (9.9)
N - Vomiting 9 (7.0) 6 (9.7) 4 (6.3) 3(4.8) 4 (6.5) 4 (6.3) 30 (6.8)
R AN ek Abdominal discomfort 12 (9.3) 3(4.8) 3(4.7) 2(3.2) 3(4.8) 1(1.6) 24 (5.4)

Abbreviations: a-Gl = alpha-glucosidase inhibitor; n = number of patients in the specified category; N = number of patients who were randomized and received at least 1 dose of

study drug; OAM = oral antihyperglycemic medication; SGLT-2i = sodium-glucose cotransporter type 2 inhibitors; SU = sulfonylurea; TEAE = treatment-emergent adverse
event; TZD = thiazolidinedione.

Patients may be counted in more than one preferred term.
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& 274517 GtRAEANOEMYE (MAEE 54 mg/dL Kid) DREBFINERUVURRE QEHYICHE) (REUBITHRER)
Study GPGO GPGP GPGI
- Tirzepatide 15 mg | Tirzepatide5mg | Tirzepatide 15 mg | Tirzepatide 10 mg | Tirzepatide5 mg | Tirzepatide 10 mg | Tirzepatide 15 mg
reatment
(N=160) +SU +SU + Glinides + Insulin glargine | + Insulin glargine | + Insulin glargine
rou
oroup (N=43) (N=43) (N=21) (N=19) (N=21) (N=20)
Incidence
2 (1.25) 1(2.33) 3 (6.98) 1(4.76) 1 (5.26) 3(14.29) 2 (10.00)
n (%)
Number of
2 1 3 1 2 10 3
Episodes
Aggregated Rate
0.012 0.022 0.068 0.048 0.13 0.57 0.18

per Year
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274532 HFHEZROMEAOHSEHRHR (AS2)

TRBRERIZ KT A SUSITIEWR R O 5 AIHEMEDN & D5 M 2 BT 572, AS2 Thi b £ <
ARONDEEFES (5 27421222 HEWR) & Hgh i Uiz, HgBIoEaER X, bk
(B, KkEH [T ) azEte] )  FEKEOAXT 2, 7U7 (BRDSL . BAR,
R (EUMNERE., #E, 77 T74F) | N Z Do ik L Lz,

ZOMOHIHIZ 1T 88 FIOHERE (AS2 D 1.7%) NEENDDHRTHL720, LLFITRTRER
WZIZED TV,

AS2 T, Wiy X < oS A EFRLMUO R & g L T @G SN IRIZLI T O LB
W2 (ISS [# 5.3.5.3.1H] Table 1SS.4.313) .

o TUT (AARZERL)
- Rl : 25.37% (flooHiuEk : 11.64%~18.36%)

o« AKX
- AERRIR - 13.26% (fthoo il : 7.61%~9.81%)
- fEFL : 13.93% (fh o HuE : 3.14%~8.29%)
- _BREAZ : 16.51% (fthoo il : 2.26%~5.41%)
o HEARNKOAFT o
- HEARE 1 10.43% (fth oo Ml : 4.26%~5.33%)

2RELT, AS2 T b L AOBNAFERLNRE SINTZBEFOEIEGIL, HURF TREE
o RSV AYIRE! f:o
AS1 Iz B9 2 I 2N T2 HUE R O 53 5 FH AT 1 X580 L 72 - 7,

27454 EYHEEER

GLP-1 A MIFEIFEIC L - Thl Sl Z SN BNAPEHH OBEIEL, # 0 &L S 7RO
INZEZALSH, Crax X tnax 78 & D PK/XNT A — T E RAZTAEEMN H D 2 L ARSI T
Do TNHOEE, FHCTNT 7 U oo Tx 7 EDOIREIRD WO IE TR F2%
FAE T FRetEn & 5.

% 1 FHEBR D GPGA 3BR T, R & O T2DM g 2 xt8: L LC, tirzepatide O H NAHE
HWER At L, BNEHEHOFM O, T2 N7 ) 720 2R~ ——& L THEH
L7z (Young 2005) ., HWNAHEHOBIEIZ LY, 7 b7 X/ 7= o OIYBIRENZE(L L, AUC
WZEHET 52 L70< Crax & tmax & S 72,

Tirzepatide & DEERIEYFR AAERARBROMRERE LT PBPK €7 U 7 &5 L, JFAROIET
HHTENTI )72y, VTN, AR Tara—, VAT RROREI, 7 X
ABF v ETYTF . ARKRVIL, KU NLT 7 U O PK T tirzepatide (285 HANE
PEHRIE DS RT3 528 2 5l L7z,

FEAICOWTIR, 2272 AZROZ &,

F7. R MR E T ORI BT O PK (295 tirzepatide D2 A 344 5 72 6
2, FEWHEEA/ERRER (GPGR#MER) % FhE L7,
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274 g

HR IR A2 etk

Tirzepatide & &% OBHEERONFH I, @B/ MBS TR U CERMENEEF Tho7-, &KL
LC. AEFFLORBEE ST, ROBEERE FMEZ L L-858 LW tirzepatide & OFFH L7254 T
IR CThHoT-, FEMNTE 272 HICEH LT,

27455

PR R R FLEF O A
W0 SATAZ I D LetE 2 k5 & U BRRERBRIT 30 L Ty,
Tirzepatide EfIK 7' 11 777 A O5E T LR T, 7 6] 7 EOMER HE Sz (3R 2.7.45-18)

6 1% tirzepatide ¥ 5-HFHF OITIRTH Y . 55 1 HlIFHERE D/ X— M F—DURTH - 72, #

B (UIF 08— R F—) ©HH 5 FIEALEURHTEEZHE R LT, BERE D/ — kT —

ZRNT, HEEIREITE 1 SEHICRE STV, BIROEIFIEZ. 7609 5 1 6% BRI E,

LHIASER A A, LEIER AT, 720 O 40NEHRE SiRnoT,

% 2.7.4.5-18 Tirzepatide DERRAER THIRMN RO o - FHBRED—&

Estimated

Study Age of Period of
Patient | Mother | Study | Exposure Maternal Fetal
1D (years) | Drug (weeks) | Pertinent Clinical Information Complications | Outcome
[ ] 20 TZP 7.9 e Contraception: cyproterone/ None reported |  Good
[ 5 mg ethinylestradiol condition
[ o Preexisting condition of polycystic

ovaries
I i Sema 9.1 e Contraception: drospirenone and No report No
[ 1 mg ethinylestradiol report
[
[ B | TZP 5.6 « Contraception: ethinylestradiol/ No report No
[ 15 mg norelgestromin report
[
[ B | TZP 8.9 e Contraception: drospirenone and No report No
[ 5mg ethinylestradiol report
[ o Medical history of Cesarean section
[ B | TZP 16.3 e Contraception: birth control pills None reported No
[ | 10 mg (unspecified) report
[
I 4 TZP 5.1 e Contraception: Male or female Spontaneous -
[ 10 mg condom with spermicide abortion
[ ¢ Medical history of miscarriages,

infertility due to excision of fallopian

tube, postoperative adhesions,

pregnancy (2014), gestational

diabetes.
I 20 TZP 1.7 ¢ Negative medical history specific to Elective -
[ ] 5 mg pregnancy termination
[ ] e Previously used drospirenone and

ethinylestradiol and during screening
for study

o Study OC was her contraception

during active dosing phase

o Did not resume previous OC

contraception after end of study
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Estimated
Study Age of Period of
Patient | Mother | Study | Exposure Maternal Fetal
ID (years) | Drug (weeks) |Pertinent Clinical Information Complications | Outcome

dosing phase

e Used only condom without an
additional effective method as
required per protocol, during final
follow-up period when no longer on
any OC.

Abbreviations: ID = identification; OC = oral contraception; Sema = semaglutide; TZP = tirzepatide.
a  Male patient reported pregnancy of partner.

27456 BERE

72 BRI O HARINIC 15 mg 28 2 5 tirzepatide 23 & G- S - E 2B EKR G L E©F LT,

5 3FHEER TIX, AP LB R ER G OE ﬁ%%kL\GW‘@E@FME&QJﬁﬁ%$%
LLTHE SN, WERGOERZMIZ L3055, LTO 2613554 ik Lz,

o GPGH #B& : Tirzepatidel0 mg BE(CEI 0 £+ S 7z Al <. 71 BRILLNIC tirzepatide
10mg % 2 [a]l, AFF 20 mg #4537, WBERGORNIZ, BEOFERERTH HBEARE
OB, WNCHEEOR EFG CTh 2 BN RE S, #RE T, BEEkED
AN FEH, L7 MR O FEHFRIC L IGREDOKR G2 ik Uiz, WERGOREILH LI
MANCRE N H D LB X LD A FFROBINRE TR o7,

o GPGM # : Tirzepatide 15 mg BticEI 0 1) Sh 7z 7T <. 68 HILLNIC tirzepatide
12.5mg % 1[a], tirzepatide 15 mg % 1 [FOAFE 275 mg &5 Sz, BH, TEEDOEL
DHEERLRNRE ST, Dk, tirzepatide 15 mg %z w72 kg < 3 MBI L L=, &
S OEOXMEIE Lo 72, Tirzepatide O &% 10 mg (ZI8E L7=, 8 H%. tirzepatide
10mg ##% 5L, AH., BELZAEFZTHLELOLLOCIREAFE Lz, 1 EREZIC
tirzepatide 10 mg Z BN G L, @SELRAEFRTHLIELOD, FH, RRIEOEE
ik L7,

O D29 BIOWERE D S B 1FITEERGRICEERAEFEFRO Mg ErhiE o2, @
BREZ IO ERERITRE SN0 o7, 1HITIE 2 [BHO tirzepatide #5-0 2 H % ICHE
DHERLTHHIMNFEBL LT,

% 3 FHRER CHEE S ER G ORI, SRBRO TR FEIREE O Section 5.2.3 (2R L7,

2.7.45.7 EYELF
Tirzepatide X NWNT DA 7 LF EEIETH | FEWIELHITET 2BEMOERILZLR VN,
Tirzepatide DEGKEHTE 7' 1 77 A CTITHEWELRITERD HiLZeh o7, Tirzepatide PR 7' 7 7 F A
TITAEAEER G528 1 RS Sz, WA T tirzepatide DR GHIRKIth TH - 7273, WEKRS
SNIHEANIT I NI TFV o Thote, FEMIEE 2744217THSROZ &,
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27458 HEBRERKRUTRBIER

SMQ TSEMBERL) A FV T, BEBUER e O B85 & Bl 2 alREME N b D EF 4%, IFE
FEMT D FEAT R REE N The b K& W AS3 TREAl L7c, BEBUEIR & OV BkELS: & B9~ 5 A EEMEAS
HILIEEEZILGED Lo T,

27459 BIEEGLRUEMIREICHT 2EEXTEREEDES

H ) B N OB E 21T 9 8B T) . W ONTREFREEREIC KIE T tirzepatide D527 2 KFRIIIZ PR
T oMBRIEFE LR oTc, ESNTAFFERICEOE | tirzepatide (X, B B HUElR MK OB
BUEEAT DB E KT S e, I T b T REELLKF S0 E PRI, R
F O H B FER K OB E 21T O BB~ DR 2 me+ 5L FOMFEICE LT, ASL Z AT
FFAm L 7=,

o FEMEDFE Y 4 tirzepatide £ 1.9%. 77 BREE 1.3%

o J%57 . 4 tirzepatide £ 1.5%., 77 AL 0%

o MEJIJE : 4 tirzepatide BE 1.3%. 77 B AREE 0%

o [A[HAMED F U ¢ 4 tirzepatide BF 1.1%., 7T BAREE 1.3%

o B : 4 tirzepatide BE 0.7%. 77 & AREE 0%

o KA . 4 tirzepatide £ 0.6%. 77 EAREE 0.9%

o TN : 4 tirzepatide Bf 0.1%., 7T B AREE 0%

o E% : Atirzepatide #f 0.1%. 77 B AREE 0%

o fHHR : 4 tirzepatide £ 0%, 77 & ARHE0.4%

%2 < OFELRIL, tirzepatide #E & 7' T EARBETREEENEL L TWD, UIHBHE R V70 < |
tirzepatide X N7 7 B R DM TCEVWERHTHZ ENTEhhole, ZTRHDOETRANG,
tirzepatide 23 #KBRE O H B) BUERS X OBHRIE 21T O B NNICER B2 525 2 L 2R 537
FViIR S e oo 7o,

7272 L. tirzepatide & SU 331 A VU v LHAA DY CTHERT 258100, s | & O
BEPIRIBE Z [T 5 720 DO FHHEE Z#E U2 K O BFICEET 2 0ERH D,
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2746 THRET—%
AHIGHIF AT tirzepatide D% 7 — Z 1345 B THRWY,
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