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ACE T74=7 4 —F ¥ 7F ¥ —¥%H (affinity capture elution)

ADA PrEE iR (anti-drug antibody)

Al A — ~A V=7 % — (autoinjector)

AUC TR - BRI N s (area under the concentration versus time curve)
AUCo 0 R 7~ & MEFRIRF ] S THME L7 - Refil iR T #% (area under the
concentration versus time curve from zero to infinity)

AUC.tlast 0 R b o B ST RElRe L () F CTOIRE - FEfE dh#R N rifg (area under
the concentration versus time curve from time zero to time t, where t is the last
time point with a measurable concentration)

BMI body mass index

cAMP YAV 7T ) vr—U U (3,5 -cyclic adenosine monophosphate)

Cl {E#EIX R (confidence interval)

Crmax R (maximum observed drug concentration)

DOE FEERF L (design of experiments)

ECL mRAbFI L (electrochemiluminescence)

GIP T3 — KA R R AR Y <7 F K (glucose-dependent
insulinotropic polypeptide)

GLP-1 TN H 3T T R-1 (glucagon-like peptide 1)

ISR Incurred sample reanalysis

LC/MS Wik v~ 277 78 858 (liquid chromatography-mass spectrometry)

NAb HFFIHUA  (neutralizing antibody)

PD # /)%~ (pharmacodynamic(s))

* C * C

PK SRyyEhReE  (pharmacokinetic(s))

t1/2 TH R0 (half-life)

T2DM 2 RUBER I (type 2 diabetes mellitus)

tmax B e BRI EERERT  (time of maximum observed drug concentration)
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HEBRE—E
AT 54 IEX R4

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
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2711 E2RUHE
Tirzepatide (X, f% A T2DM H%%‘@%a%?% HAi & LR &7z GIP Z &R K O GLP-1 &R D
TaTNT A=A RNTHY, FEFIEITHE 1R TH S5 Th 5, Tirzepatide (X 39 HOT I/ FEF%
HENORD BT TF KT, TOMHEIL GIP OT 2 B ZX—A L LTEY, U h—%I
L C C20 IEMIMESH A S G LT D (B 1.93H) , Tirzepatide D%y F 5134 4800 T 5.
Tirzepatide % FZ NG5 D t1, OVEMEITN 5 HTHY ., #H 1 [FREDFAHETH D, BRARBHF
T 2EHOMAN ZEA L, MIoRAIT + & THY, TORBERHFEZHERE L,
Mo T MBS L7258 1 ERER, AE3RAl 3B, BURIEHERER, K OYE 2 tHRBR Tk
-+ (I /) G L (5 27000
1) , —#moxIERE L O IO IERBTIZ o UL AL 26 L TR &R 5
L7, AalBR O Lo 23 2.7.1.1-2 1287 5,
o Rovar (5 27.0125) IG5 U, 1 5%
B8 tirzepatide #5 A3 5, MlARA L LTIL, tirzepatide &K 0.5 mL % £ TA L7z Al DA
ETELTEBY .« ¢ OMNRTEITRY, B2D5HED tirzepatide $¢5-121%, ik &3 L@
(0.5mL) T, REDE: D tirzepatide # L TA L7z Al Z H W5,

MRS A T T XA Z 8V T 0 WIS EGRF] BEGEMOALTEALG ¢ o E AD 23
tirzepatide D/3A A7 XA T U T 12 RIET B L | WERHEBRE 255 & U A RR
TR L7z (£2.7.1.1-1) . ThDLORBROFROMEL LTINS GEIZE 2.7.12 HSH) |

. A EIRIRIAIC, PK, ek, RORBMEIFEEIL T,
. T REHY R 1 A @ tirzepatide 5 mg Z[EEIZE THR G Uiz & & Oakta A 4

TRAZEVT 413K 80% T o7,

o JEES, B, UTKERE WD BEHEBALDEMT tirzepatide DWREE BB LY 5 2 2o T
Z&MB, tirzepatide (X 2O DWT IO~ EEGENETH DH T LRI NI,

o c LAITOHEEEEE LT & X O tirzepatide D PK ITFALL L T 7z,
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Trial Alias Brief description of Study Population Dosing Regimen
I8F-MC- PK, safety, and tolerability Healthy Part A: Single SC 5 mg, solution
GPGE of the = A participants versus * A, CrOSSOver

compared to the Part B: Single IV ~ 10 min infusion
solution formulation using a 0.5 mg
= c ; IV Part C: Four SC doses QW 5 mg
administration to compute (Week 1), 5 mg (Week 2), 7.5 mg
SC bioavailability (Week 3) and 10 mg (Week 4)
Part D: Single IV bolus 0.5 mg
I8F-MC- PK of tirzepatide Healthy Single SC5mg, =+ ¢
GPGS administered viaa * ¢ participants versus autoinjector, crossover
compared to an
autoinjector
I8F-MC- Effect of injection site Healthy Single SC 5 mg, abdomen versus
GPHI (abdomen, upper arm, thigh) | participants with thigh versus upper arm (3-way
on bioavailability. low and high BMI | crossover)

Abbreviations: BMI = body mass index; IV = intravenous; PK = pharmacokinetics; QW = quaque week; SC =
subcutaneous.

27111 HHIBAH

BRI ClT 2 FEEORA 2 Lz (322.7.1.1-2) . F 1 FRB M O 2 B Cix

oA BERA L, 2ok, mlARAE U CRIERAI 2B L, BERBRIC BEE L,
WAL B R R TR O [R5, RV ME 2 5 L. MRS A T R Z eV 7 ¢ R
(GPGE #R%) Tl fAIAKELL L 7= BB REFROREZ R 92 & A i L7, ERRBRCEM L
7o tirzepatide BH| DAL Z K 2.7.1.1-3 1T T, WAIOMBE L OELEIZET 2 S 0 R 5 EWME S
2.7.1.4.1 IR T,
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F 27112  BREREABRICFEF L 1= tirzepatide EFI R UHREDHE
Formulation Used Presentation Phase 1 Phase 2 Phase 3
* A ] I8F-MC-GPGA I8F-MC-GPGB None
] I8F-JE-GPGC I8F-MC-GPGF
] I8F-MC-GPGE
I8F-MC-GPGG
I8F-MC-GPGT
Solution Formulation I |  (RF-MC-GPGE None None
I (10 mg/mL,
20 mg/mL, 30 mg/mL)
*C I8F-MC-GPGQ2 None I8F-MC-GPGM
0.5 mL Solution I8F-MC-GPGRa
(5, 10, 15, 20, 25, and 30 mg/mL) I8F-MC-GPGSa
Autoinjector I8F-MC-GPGSa None I8F-MC-GPGH
0.5 mL Solution I8F-MC-GPH]Ia I8F-MC-GPGI
(5, 10, 15, 20, 25, and 30 mg/mL) I8F-MC-GPGK
I8F-MC-GPGL
I8F-JE-GPGO
I8F-JE-GPGP

a

Only lll mg/mL solution used in these studies (ljmg dose)
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#27.1.1-3 FERREERIZHEEA L7 tirzepatide #| D AHRK
Ingredients * A Solution Rationale for
Phases 1 and ] Phase 3 and Change
2 Drug I Commercial-
Product I | Launch Drug
I Product
Active Tirzepatide | I [ ] 2.5mg/0.5mL, | Active
Ingredient ] 5 mg/0.5 mL, ingredient,
I | 7.5 mg/0.5mL, | changed
[ ] 10 mg/0.5 mL, | concentration to
I | (2.5 mg/0.5 mL, | meet clinical
[ and dosing
15 mg/0.5 mL requirements
Buffer [ I . N/A To optimize
Components | I product stability
]
I I
[ |
Sodium [ | ] 0.67 mg/0.5 mL
phosphate [ ] (5 mM)
dibasic
heptahydrate
Excipients [ ] [ ] [ ] N/A [ R
[ ] ] not needed for
solution
formulation
Sodium [ ] 4.09 mg/0.5 mL | I agent,
chloride ] (140 mM) added to solution
formulation for
I 2 nd
I
pH HCl or Asneededto | Asneeded to As needed to No change
adjustment NaOH achieve achieve target pH | achieve target
pHIN pH
Solvent Water for I g.s. 0.5 mL N/A
Injection [ ]
I
[ |
Abbreviations: N/A = not applicable; ¢.s. = quantity sufficient.
271111 EREREERICEEA L= RA

27111141 A

TV T — 2 b— 3 VIR R R B R T O BREHREHIEE SV T, 2 A

gLl Gg32p2m) o+ a3 | I TIC tirzepatide 2 Wmg, I L LT
- [G e Ve N
LZEMRROT — 512 8> T, 2~8CORMMRI SR T D,

ev i RPN RO RO TR EE R
BRI, A A L. 0.25~15mg O FH &P kS S8 Tyl 2 g & & Rk ¢
BhH LT,
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27.1.1.1.1.2  BKREE

TV 74— 2 b—3 g SR, WAIBRRRER, KO DOE fBRIZHE-SU T, tirzepatide DK
B & B L Cheafb L, oA MHER LT,

DOE #ERTiX, tirzepatide DI FHI R O BRI L EVEIZEET 5 FE Rl & /3T A — & Z FiEfb
U, EEE el AR HER K OVl i 441 oo 1l 7 10 U 7= ik 441 % BR s L 7=, DOE 3k 1% tirzepatide
pers .. OB F L CERLE, LT —Ialb—Y e VR
OBEE DO IFHIZ IS W TE®D B L7 tirzepatide ¥k B4 O Feii Stk 2 )X L T, DOE #lk TR
AL A IR LT,

TAEREANX, GPGE R CTHIO CTHRIARRBRICHER L=, Z o3BT, A yARSREo311
A ~DOEFEN PK ITKIFTEBELZFMT 272D, KEFKFFH<797> [ Pharmaceutical
Compounding - Sterile Preparations| (=9t~ € 5t = e p B8 <l 2 [ N U - I L - 505
iZ. 10, 20, X030 mg/mL ook e L. IHNEI: < - TR o
Bl iRt Ens, ZoRkiET, 2~8CohiEst <. Il 2 ETH -7, 5~10mg
O EH#PFIZHIST D72 OICARRF A L, @72 E &, R e b L,

WAL, 25mg/0.5mL, 5mg/0.5mL, 7.5mg/0.5mL, 10 mg/0.5mL, 12.5mg/0.5mL, K&
15 mg/0.5mL @ 6 fEOEE ¢, &5 HC IIIIININGNgG -6 L 7-Bnl =20 I
B chCA LTSRS, FEREEO R S AE HET 52 LT, SAIOREC
DIPHOLTERIEREZ 05 mLICHR L7cE £, 6 EOHEORAZMET L2 LN TE 5,

2711113  HENHF
BALP

27112 CEARFEROERER

B b ~OBITRHRETH DI L EMEGRT D700, IR Al % 0 FeE: 4 G L
tirzepatide & O GYEL MRS L7 (5 3.2P.241H) |

MR SIAI & L Cid, tirzepatide A7 05 mL ZF CA L2y U o UMREE S HEREH O
Al ZHNVD TETH D, FHREDO R > RAZNET 52 & T, HFEAREZ 0.5 mL ITHERE
Li-E %, 6 EOAEORANZMET N TE S, AlIZ, WTHOHAETH LERGED
tirzepatide 2 & A4 5.+ ¢ LKOANZ IRERGERR (D72 0Y) 2EELTWD (6
32.P.7 ) . Al ¥HBEER ORGSR L2 S ORISR ICxE T S
tirzepatide o | NGz0@0= = & L7-eno R .

% 10 GPGS BT, fREEWBRA I tirzepatide 5mg 2+ ¢ XX Al THRE L& & D PK 2t
L (4 2712m) . 27112 Lze 60 NN 5 20 35 (IR
HERAPRS) TH, Al ZfEH LT,

271121  ERKREBRR U G, -

2711211 * c
% LR 3RBE O SRR 1R B CHEHLE « orAR (F2711-2) . IIIEIGINEB
& 000000 A 0009909 (eI TAadrey-d 8809000 )ae)
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I | R L e 2h 2D ORERRER SR 5 tirzepatide oI
| PREIORRWVESEWID] iy R

2711212 FA—hrA2PzHE—

R ARA T A T Y T 4R TH D GPGS ik e O GO PK I K IET B % st
L7= GPHI RBRTIL., L TAT I P % Al IZHERE LT tirzepatide 2% 5-L7=, Al %5825
DORERER ST CIE B L 220, 2 S ORERER x5 tirzepatide o [ NGB
Bege Lz I 506 U eh - 72, BERBRA & diggi o Al o, IINIEINEIEIEIE
o' -l 07 A R RR DM, FRLSMC R RS 21T S BT
DT YA ANCEBERERITRD -T2,

27113 HEPYRFFHBROAELIER

BB % &0 LT, <A UTBSIRIRE 2 FV, tirzepatide & B2 TS UL ERIRINEE S
Lize  * a4 EVIERAI DRSNS A AT _A T €U T 013, % 14 GPGE B TRl L
7 (85 2.7.0218) £ 2.7.0.1-2 \CHIRTEOEEEA 26 L7255 1B & O 3 B —
AR,

£7-. F 1HD GPGQ. GPGR. GPGS. MU GPHI#ER, NI THH 3MERBRTIL, &
HIOBEIZIZ . T A ZERA L, ¢ & Al DAL T A YT 113, 5 148
GPGS A CEHE L7= (85 2.7.1.278) , #£27.1.1-2 12 Al 2 H L7248 1 3B &% O 3 FaER
D—EEFT,

27114 HHEOEE

M4 tirzepatide J2E 2 HET 5720, HRELL7= PK Akl 200 L7z, ERKBIZ 2@ L C.
[F— D HEA R Uie (BRSEFREHMIC A LB — B A58 27238 £ 27.21-1 127 7) &
Tirzepatide (U > 7 —# kO 7 M A G 7 VL T ADXRTF R) &, NUF—hrEh
7z LeMs ECllE Lz, A Loms =iz - CKE) cBxsh, NUTF—haEnik,

MmAE tirzepatide JREE 2 E T 5 72O O HHE L OV AT EREOREM 2 5 2.7.1.4.2 THIZ TR T, 4%
FRER TR L7t tirzepatide #REEHIE D720 DT ER OVF OB (FNE, oFr#aH, e
MO, HEMOERE, KOVZEENEL L) 2% 2.7.1.4-11T77,

INTER ONY F = a U lEEZH 5.3.14 HIZIRMT 2,

FIERVED L E Z DY F—ra o BIRERBRT — % WONCRERYE & tirzepatide DI
TR, Ao, ROZ 2N e oM EME LY 5 S 72 2K % Integrated Summary of
Immunogenicity (%5 5.3.5.3.41H) TRk L7z,

Tirzepatide (ZxF3 % ADA KUY NAb ZHIET L7, L L 7z o0 ik ekt 2 20 L7,
ADA HBLO A7 ) —=2 7 R ORERD T2, ACE-ECL A —F A VU —+ TV R+ HrR=—
THFE L=, ACE /o#TikiL, AF STV 5 Fik (Bourdage et al. 2007; Butterfield et al. 2010) (2
S bDTHD, ADA SHTHEDBFE L NY T — a2 ADA BELDO R 7 U —=1 7 LS,
FRELfk . RREE, BRI, ADA tEOBIEOUE, K ONEEAINEICR T 23/i%. CTD
%5 5.3.1.4.7 TH Method History Report: ADA |27~ L7, ADA ZSHHEITE I N 7 — F &, K
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Aoz eh: I CK =) <oOfr Sz, Tirzepatide @ GIP Z 1A K Y GLP-1 Z 45K
DIEVEILIZ 2 NAb Z i T- 25 72012, 2 F#$H 0 cell-based NAb 73Tz A —F AV U — 7T
YRR =—THIE L7z, NAb DHTEDBHI &Y T — g o FrBME R, PR O
B, NAb BGHEDBIEORE, KON SEAIEIC B 5 78/i1X, CTD % 5.3.1.4.7 T2 Method History
Report: NAb (278 L7, NAb iriEidseaicny 57— bk &h, BREB o -320eH: REGNE
ThHrShiz, 2B, 250N FDA @ Guidance for Industry: Assay Development for
Immunogenicity Testing of Therapeutic Proteins (FDA 2019) J U" Guideline on immunogenicity
assessment of therapeutic proteins (EMA 2017) (Z#U TAU F— hETz,

271141 I tirzepatide JRERIE (S AW E KM S TE

TRCOEEERBR T, 7130 F— k &7z LCIMS #E% VTl Eh tirzepatide 2% 2 & L
7= (35 27142 THSM) , WYNZ, 96 X7 L— R Z AW TIEEF O tirzepatide 21 A/ 7 7 4 =
T A A U7e, WARYEMETIZIE tirzepatide %22 E RN AT IA Td 5 LSN3316897 A M L7,
#ElF T, Heated Electrospray lonizationTM (HESI) } T* High Resolution Accurate Mass Monitoring

(HRAM) % ¥E7 L 7= Q Exactive /% Q Exactive Plus quadrupole-orbitrap & 43 #7172 Fiv ¢,
2.00~500 ng/mL OFEAEAhFROHIPH T tirzepatide & ONWAREW'E & €& LT-, REILY — 7 Ikt
ZHAWTEHE L, BREROERRIEIL 12 BT BBEIRSITIC L VRE LTz, N TF—a
REBEOWPEMOELE (%RE) 1-05%~109%TH v, HEMOKEE (%CV) X 45%~12.2%T
bolo, RIEROEE R ORIEROREIX, FANCER LT N TOERELHZ Lz, &0
v FNIE, BREBREDHZ D 57290 quality control Y2 7 L &G 7=, EE ERME (500 ng/mL)
HEDPREE T o - T2 MAERREL 2 . R 100 5 FE THIR L7z, Tirzepatide @3 X TOEFKFEER T ISR
ZFEME L, ISR D 2/3 LA ETZEN 30%LANTIH o727, HiED ISR ORHEAGT-3 2 & 3k
ST,

2.7.1.1.42 ADA D%

ACE-ECL OREARM 2 HIEIT, LLFTDOLE0 THo7-, (1) ADA & tirzepatide % & Te I fEMED
B B MG UE 2 AR L CRs a2 el S 7o, (2) BRFR L7530k 2, N Kiik Ot C K
i B AT U AER tirzepatide JHEMADIREM Ca—T 4 7 L=7 L— F ETHRIL., ADA Z e
SHTo,  (3) WEHE tirzepatide Z Ve bRE L7cfe, MALBIC LY 7L — D ADA Z Tt S H 7,

(4) 2 >HOZ L— | ETHRE ZFf1&E, ADA ZEESE, (B) AL RTEYV L
T = MRS Lo N RS OY C Kl B A F L 4555% tirzepatide FALUAZ SOG S8, HAER DK
IS E L TR AT I Ny 77 —% i LT, ECL (Meso Scale Discovery) T ADA %
R L7z,

ZDIARN I EE Tier 1L (A7 V—=27) THEMAL, XCoORE% Tier 1 Tl L7z,
Tier 2a (fEZ2) <TlX, Tier 1 ® A7V —=27THhH v FiRA > M EDOFERTH - 725306 2 5
L7z, Tier 2a T ADA BthEnsfiad S =ikl Tier 2b (WM GIP ~DAZZRISMERES) .
Tier 2c (NRVE GLP-1 ~D A ZESMEREA) | Tier 3 (FUAMEEM) . Tirer 4a (tirzepatide ® GIP
ZRRIEMALBEIZ K45 NAb) KOt Tier 4b (tirzepatide ® GLP-1 % & IAIEMEALAEIZ K42 NAD)
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THHM L7z (NAb 3 HHEOBEZIT5 2.7.1.1.43 TS MH) , Tier 2a, Tier 2b, Tier 2c & U* Tier 3 T
(X, Tier 1 DA 2R HTEE DT 2NCEE L THA LT,

2.7.1.1.43 NAb ¥k

Tirzepatide ™ GIP 5z A ATEMEALIZ A3 5 NAb Zf 7 2% 72 @ cell-based NAb 534715 (Tier 4a)
TlE, B b GIP ZEEL D CAMP IGEESIFE ALY 7 = 7 —BBIE D LEEE A S 117 HEK293
Al 2 7o, Tirzepatide ME#RIZ KV | GIP ZFERIZT 7 =gy 7 7 —E &ML L, cAMP
EHEMT D, HIIRERY T O cAMP 23880132 & ECL ¥ 7 FAnibd 5, 202 Enb,
tirzepatide J2E OS] L T, GIP ZRE~DFEE %I LT cAMP BEEANHIN L, ECL 7
FANRDT 5, NAb I, —EHRFED tirzepatide DIEE FTD, ECL ¥ 7 F /L O L » TH
HL7-,

Tirzepatide > GLP-1 % BIEMAVIZH T2 NAb Z 4 H 9 5 729 d cell-based NAb 234115 (Tier
4b) TiX. & b GLP-1 ZAEEKL N cAMP JREBSIFE AN 7 = 7 — BB FRLEEANI NI
HEK293 il 2 F 7=, Tier 4a & [RIERIZ. CAMP FEAE % FEIZEIZ Tier 4b T NAb Z 4R H L7,

2.7.1.1.5 Invitro XU in vivo TORF|4FEDHE
2.7.1.1.5.1 Invitro TOHEFI4FMHE
AP

2.7.1.15.2 Invivo TOHEFIHMHE
BALQ

2712 EALRORBEROEN

Tirzepatide D/SA A7 XA Z BV T 4 IZEEZ KITT RO & DR+ %, EW3EAIFHABR 3
B CRHIE L7z, 2 OEMFEAIRBRO—E A2 K 2.7.1.1-1 (TR L, FRBROIRBREREE
%5 5.3 IS LTz,

2.7.1.2.1 GPGE & : Pharmacokinetics, Safety, and Tolerability of a Solution Formulation of
Tirzepatide in Healthy Subjects

GPGE #Bri%. tirzepatide IEIKHAN D NA AT ATV T ¢ 3l L7z, 52 Bl S E A

WERE At L Uiz 43— N TR S L Hiiaax . 58 LB CH - 7=, GPGE kB 4 /3— |
(S—F A, B, C. XKU'D) #F 2.7.1.2-112EKT 5,

10
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tirzepatide
#2712-1 £/I—FOBE (GPGE i#ER)
Design Objective Dosing PK Sampling

Part A Randomized, 2 period, 2- | To evaluate the PK of a single SC dose of 5-mg SC dose as a solution 20 For each period:
treatment, crossover study | tirzepatide, administered as solution formulation versusa  * & predose and up to

formulation versus * A in . The washout period 37 days postdose
healthy participants. between the 2 doses was at least
35 days.

Part B Fixed, single-arm study To evaluate the PK of a single IV dose of Single 0.5-mg IV ~10 minutes 8 Predose and up to at
tirzepatide, solution formulation, in healthy infusion least 70 days postdose
participants.

Part C Randomized, placebo- To primarily evaluate the safety and Solution formulation SC at a dose of 16 For each of the 4 doses:
controlled, 4-week tolerability of tirzepatide following multiple 5 mg on Days 1 (Week 1) and 8 predose and samples up
titration study SC weekly doses of a solution formulation in | (Week 2) to 72 hours postdose. An

healthy participants. Secondary objective was | 7.5 mg on Day 15 (Week 3), and additional sample at
to evaluate the PK of tirzepatide, 10 mg on Day 22 (Week 4). 57 days after the first
administered as a solution formulation. dose

Part D Fixed, single-arm study To evaluate the PK of a single bolus IV dose | Single 0.5-mg IV dose, bolus. 8 Predose, and up to at
of tirzepatide, * A ,in least 70 days postdose
healthy participants

Abbreviations: 1V = intravenous; N = number of subjects; PK = pharmacokinetics; SC = subcutaneous.
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FERKORER

N— K A DFER *oA AT RIF O tirzepatide 5mg Z X TG L& &0
tirzepatide ™ PK (3ZJHELL TE Y . AUCqh.o. AUCp last. KT Crax P fe/IN I EEIE O L oD
90% ClLIZAEMFHIRIENEDIHETH D 0.80 15 1.25 OHEIPHINTH > 7= (F£2.7.1.2-2) , [lifAl
D toax (CHFHFRNCH BT Do T2 (R 2.7.1.2-3)

N— Tk B ®HMIZL, tirzepatide DXaxf) A 4T XA Z VT 4 #RHHT 572D OFIRNE S
TR E/HLETHol, =K B TIIEFELEERL TWVRWVA, GPGA kT
tirzepatide 0.5 mg Z i T8 5- L7z & DGR (AUC X O¥ Chay) & LT, 23— bk B THERAN
Feh LT & X ORI &L 8 il T X TOPIRE TR | MEHIANA T T AT Y T4 2R LA
molo, BEENBELV NS Rl Z LITEMOBRENREMR TH -T2 LITERT L EE
ZHNL0, FEITFEICHE L2 OO TH 5,

NR—h B THRBEIANA T T XA TV T4 ZH LR o7/, /S— 1 D @i,
oA EFRNA— T A L7z & &0 PK 25l L, tirzepatide D#axtfy/NA 47 X4 Z &Y
T4 EFEM Lz, S—F D OBIRNA =T AEE LI EDT—ZIZES<, 2S—F AD
*~ A O tirzepatide 5mg & TG L2 & O ANA AT XA Z YT 1135 80% Th -
7o (3527645 £ 2764-3) . £/, FHIRNA—TF 285 L7 & E D typ 1358 100 REETH Y |
FTI#EGELZEED Y, WS5H) EBBHRR%ETH-T-,

N—h C Ti&, FEHWTH S tirzepatide ¥ HLFA 5/5/7.5/10 mg (5 1 HHKF KT 2 JHRFIZ
5mg. 3 EKFIZ 7.5mg, 4 HKFZ 10mg) Z &5 L7z & & 0L R OREMEOFHEIZINZ
tirzepatide 5. 7.5, XN 10mg # &5 L7 & D PK b L7=, PK OfE R, * A %
W3 LHRBOF R E —H LT\ (5 2.7.641H % 2.7.64-4) ., 728, AX— kD 75 KD
10 mg DAL, %55 3 FIER CheE A& 15 mg OG5 WS L [ U 30 mg/mL i T 5
Iz,
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& 27122 /X— bk A:tirzepatde Z R TIRE L& ZD PK/INTA—2DLLE (GPGE i#ER)

Parameter Treatment N Geometric Ratio of geometric LS mean 90% CI for the ratio
(5 mg Tirzepatide SC) LS mean (Solution: = =& ) (Lower, Upper)
AUC._, « A 19 112737
(ng.h/mL) solution 20 108919 0.966 (0.943, 0.990)
AUCq.tast 4 19 111539
(ng.h/mL) solution 20 107473 0.964 (0.940, 0.988)
Cmax N 20 524
(ng/mL) solution 20 575 1.1 (1.03,1.17)

Abbreviations: AUCg_,, = area under the concentration versus time curve from time zero to infinity; AUCq_yjast = area under the concentration versus time curve from time zero
to time t, where t is the last time point with a measurable concentration; Cl = confidence interval; Cyax = maximum observed drug concentration; LS = least squares; N = number

of subjects; PK = pharmacokinetics; SC = subcutaneous.

Model: Log(PK) = Treatment + Period + Sequence + Subject + Random Error, where Subject is fitted as a random effect

Note: One participant withdrew from the study prior to completing Period 2. This participant received tirzepatide 5 mg solution formulation in Period 1and * a
in Period 2. All remaining 19 participants completed both periods of treatment per plan.

#27.1.2-3 /3\— bk A tirzepatide ZR THEEG LT- & ED tha DELE (GPGE FER)

Parameter Treatment N Median Median of differences Approximate 90% CI P-value
(5 mg Tirzepatide SC) (Solution- = & ) for the difference
(Lower, Upper)
tmax (h) . A 20 24.00
solution 20 23.99 -0.001 (-3.95, 0.06) 0.7454

Abbreviations: Cl = confidence interval; N = number of subjects; SC = subcutaneous; tax = time of maximum observed drug concentration.
tmax analyzed using a Wilcoxon rank sum test
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2.7.1.2.2 GPGS iE& : A Study to Compare the Pharmacokinetics of Tirzepatide Administered

Subcutaneously by an Autoinjector versus * c in Healthy Subjects

GPGS iBix, Al KT " &M\ T tirzepatide Z 5 L7= & & D PK Z 5l L7=, 45 BlOskE
NIEREM R 2 kiR & LT FEEM, BIEAL, 2 B, 2 v—2 = A, Z a2t —n— 1
HiRBRThotz, HBREIT. 2 MEOY —27 2 20 0T NITEEZIZE Y AT i,
tirzepatide 5mg/0.5 mL Z, Al xO¥ ", ZHAWTHRIZ TG L7z, Tirzepatide D 513072 < &
t, 35 HOMEZ BT T L7z, 5RO 5% 840 Kff# & T tirzepatide @ PK FHAli D 72> D
MR Z BRI L 72, AUCq.0 & Crnax D /N 3R SR FIAE D EL o> 90% CI 7% 0.80 725 1.25 125
FNTWDLLEIT, 2 ODIEASRE RO PK MEEIT 5 & LTz,

FER K OfERR

Al X% ", T tirzepatide 5mg Z %5 L7z & & D AUCo & Y Cray DFxc/ N — 3R S EIIMHE D bt
® 90% Cl (AW FHREEDOREHETH S 0.80 225 1.25 OHPANTH Y (£ 2.7.1.2-4) | PK 2
B2 2 LR E N (276318 [x27.6.3-2) , ik AT tirzepatide O tmay HEELL L T
Wiz, 8 3ARRBR TITW T OEAG A S ey, iR & LT Al O FES
nCTnnb (#£27.1.25) ,
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#£2712-4 Al (1x05ml) BRU* ¢ (1x0.5ml) T tirzepatide 5mg R T#&5 L= & Z0 tirzepatide M PK /35 A —2 DLLE (GPGS #ER)

Parameter Treatment n Geometric least squares mean Ratio of geometric least squares mean
(5 mg tirzepatide SC) (90% CI) (AL:". ) (90% CI)
AUC_s (ng.h/mL) « c 42 103379 (98731, 108246)
Al 42 101220 (96669, 105986) 0.979 (0.962, 0.997)
Crnax (ng/mL) « c 44 557 (526, 591)
Al 42 532 (501, 565) 0.955 (0.905, 1.01)
Abbreviations: Al = autoinjector; AUC_,, = area under the concentration versus time curve from time zero to infinity; CI = confidence interval; C,,,,x = maximum observed drug
concentration; n = number of participants; PK = pharmacokinetics; *oc ; SC = subcutaneous.
Model: Log(PK) = Device + Sequence + Period + Subject(Sequence) + Random Error, where Subject(Sequence) is fitted as a random effect
Note: Two participants withdrew from the study prior to the Al period. These participants received tirzepatide 5 mg in the * o Period and * A n in Period 2. All

remaining 42 participants completed both periods of treatment per plan.

£27125 Al (1x05ml) BV ¢ (1x0.5ml) T tirzepatide 5 mg Z R &5 L 1= & Z D tirzepatide D tma D ELER (GPGS :KER)

Parameter Treatment n Median (Min, Max) Median of differences (AI-" ¢ ) P-value
(5 mg tirzepatide SC) (approximate 90% CI)
tmax () * C 41 24.00 (8.00, 48.00)
Al 41 24.00 (8.00, 144.12) 0.00 (-4.00, 4.00) 0.5246
Abbreviations: Al = autoinjector; CI = confidence interval; Max = maximum; Min = minimum; n = number of observations; * C ; SC = subcutaneous; tx =

time of maximum observed drug concentration.
Note: thax is analyzed using the procedure PROC UNIVARIATE and p-values are reported from the Wilcoxon signed rank test.
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2.7.1.2.3 GPHI 5% : Effect of Injection Site on the Relative Bioavailability of a Single Dose of

Tirzepatide in Subjects with Low and High Body Mass Indices

GPHI FRABRIZ, KERES M OV ERaEBIC tirzepatide Z#¢5-L7- & &, JEEE 5263 D M%)
AFT ATV T 4 &5l L7z, 54 BIOSNENEFRERE 255 L LI-IFEmR. 3 HIF., 7=
AF—— LR TH 72, K BMI M (185 kg/m2 DL | 27.0kg/m2 L, N=27) & &
BMI 4] (27.1kg/m2 ULk 45.0 kg/m2 LR, N=27) ZLb#Z L7z & & D tirzepatide D/NA A7 <A
FEUT o bkl L7e (B 2.7.222415H) . % BMIBEOHERE X 3 SO Gy — 27 = X
DIHLONTIND Y — 7 T RNTIEIEZ AL, ENEND T — 7 = ZDFEGENNAIZ,
FREES (Test 1) . KERES (Test 2) . M OVMEES (Reference) (2 Al T tirzepatide 5 mg 4 H[EI T
b5 LT, PR ERITHERT D700+ 072 2R T 570, £&E513070<Ed 35 H
ORI 2 B CTHEM L7z, BGa1LROHE-% 840 Wil £ T tirzepatide @ PK FAh 0> 72 b O IfiLifd iR
REHm LT,

FER KOS

Tirzepatide 5mg 25 L7- & & D PK L, EREE SUIKREREICHE G Lic & & L IEEICKREG LT
EETHBL T\, FGEALIL, tirzepatide 5mg %5 L7 & & OIRBEEICH I FRICAHE R
WL NIF S ehoTz (R27.1.2-6, 5527.6.27H ¥ 2.7.6.2-2) , Tirzepatide 5 mg % Hiln|Z T 5-
L7- L 202 EHEE (AUCH K TE Chax) (COWT, JEEHE G-I 63 5 KRR G- & O
i BT # G- D fe /N TSRS DO H oD 90% CI 1% 0.8 205 1.25 O#FIPANTH V. BGEIE T
WEHFHNCH BRI e o T,

WTIDELA~DIEETH | tnax DT RAEIT 24 B TH o 72 (£ 2.7.1.2-7) , KREREH G- &
JEER 3 G-RE O WERE N D tmay DD FRAEIE 12 B TH 0 . KERER G0 T . BRI E
DOFER, W GENLT tmax DO R D Z LAVRENTA (p=0.0013) . KERERE G- & JEES
FEHRED tmax D 12 IO 21T, tirzepatide O ERIRFEBLEABR 2% TR HALTE tmax PHLFH  (Fe/IME
~EKAE - 8~T2 BE[H]) WTH o7, MEEREGREE EREiE 50 & ORI Tl thax IR B
o,

AREROT — 25| tirzepatide (FHEE, BRI, R OKBEHEOWNTNOEHA T, HEFE
THZERLSETHELETEDZ RSN,
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£27.12-6 HEHLBOMEED tirzepatide D PK /8T A —2 DLLE (GPHI EXER)

Parameter Injection site N Geometric least Ratio of geometric
squares mean (90% CI) least squares mean
(Test : Reference) (90% CI)

AUCy_ (h.ng/mL) Abdomen (Reference) 54 112139 (106557, 118014)
Thigh (Test 2) 53 106830 (101508, 112432) 0.953 (0.935, 0.970)
Upper Arm (Test 1) 54 110963 (105439, 116776) 0.990 (0.972, 1.01)

Cmax (ng/mL) Abdomen (Reference) 54 603 (574, 634)

Thigh (Test 2) 53 520 (495, 547) 0.862 (0.818, 0.909)
Upper Arm (Test 1) 54 556 (529, 584) 0.921 (0.874, 0.971)

AUC.{]ast (h.ng/mL) Abdomen (Reference) 54 110424 (104861, 116282)
Thigh (Test 2) 53 104718 (99438, 110278) 0.948 (0.931, 0.966)
Upper Arm (Test 1) 54 109086 (103591, 114873) 0.988 (0.970, 1.01)

Abbreviations: AUC_,, = area under the concentration versus time curve from time zero to infinity; AUCg_yjast = area under the concentration versus time curve from time zero
to time t, where t is the last time point with a measurable concentration; Cl = confidence interval; Cax = maximum observed drug concentration; N = number of observations;

PK = pharmacokinetics; SC = subcutaneous.
Notes: Model: Log(PK) = Injection Site + Period + Sequence + Subject(Sequence) + Random Error, where Subject(Sequence) was fitted as a random effect. AUCq_, and Cax

are the primary endpoints. AUCq_jast Was also analyzed as an exploratory parameter.
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271 EWEAITF AR N OB S 5 ST A

£ 27127 HBESERIOMIESD tirzepatide O tna DEEE (GPHI EXER)
Injection site n Median (Min, Max) Median of differences P-value
(Test-Reference)
(approximate 90% CI)

Abdomen (Reference) 54 24.00 (8.00, 48.00)

Upper Arm (Test 1) 54 24.00 (8.00, 120.17) 0.00 (-4.00, 11.98) 0.6734
Abdomen (Reference) 53 24.00 (8.00, 48.00)

Thigh (Test 2) 53 24.00 (8.00, 144.00) 12.00 (0.00, 12.00) 0.0013

Abbreviations: Cl = confidence interval; Max = maximum; Min = minimum; n = number of observations; ty,x = time of maximum observed drug concentration.
tmax Was analyzed using the procedure PROC UNIVARIATE and p-values are reported from the Wilcoxon signed rank test
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2713 2HRBREEL TOBROLLE L ER

% 1F GPGS #BA T, ALK . ZHAWT tirzepatide 5 mg & f7 F#5- L7=& & D PK Z 3 L
7o B3 ARBRTIIWTROEAZS O L2y, mlARAlIE LCTix Al OFARTEINT
W5, GPGS RBRRE RIL, AlZHiNA LT 52 L2/ T26DTh o7z,

HEA#ZRD tirzepatide PK ~D52 8%, RHEMIEMEhREMRNT COILE BT CHLRHME L7z, £ D
R o & AL CHEGRHERI R ORERAIICER D H 5 PK DFETRD SN o Tz, AR OFEH
{22 ClE, Population PK/PD report (5 5.3.3.5.21H) Section9.1.1 #&MD = L,

(2% 3C#K]

Bourdage JS, Cook CA, Farrington DL, et al. An Affinity Capture Elution (ACE) assay for detection of
anti-drug antibody to monoclonal antibody therapeutics in the presence of high levels of drug. J Immunol
Methods. 2007;327(1-2):10-17. doi: 10.1016/j.jim.2007.07.004

Butterfield AM, Chain JS, Ackermann BL, et al. Comparison of assay formats for drug-tolerant
immunogenicity testing. Bioanalysis. 2010;2(12):1961-1969. doi: 10.4155/bi0.10.136.

[EMA] European Medicines Agency. Guideline on immunogenicity assessment of therapeutic proteins.
2017. Accessed March 14, 2022. https://www.ema.europa.eu/en/documents/scientific-
guideline/guideline-immunogenicity-assessment-therapeutic-proteins-revision-1_en.pdf

[FDA] United States Food and Drug Administration. Guidance for Industry: Immunogenicity testing of
therapeutic protein products — developing and validating assays for anti-drug antibody detection. 2019.
Accessed March 14, 2022. https://www.fda.gov/media/119788/download

2714 8%




LY3298176 (2 HKEjR %) 2.7.2 FRARIRERRER
tirzepatide

IO NYOARTE25mMg 7T4R
IVUOYAETESMg PTH R
IVONYARTE75mg 7T4R
IUOYOAETEIONG TTHR
YUY OARTE 125mg 7TH R
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2.7.2 EREREBEHER

MiE—E
i EH

ADA FUEmBTA (anti-drug antibody)

Al 4 — hA V=7 %— (autoinjector)

AUC JEEE - WA N s (area under the concentration versus time
curve)

AUCp- 0 IReft 7> & MEFRARFIA] £ CHOME L 72 IREE - FE[E Eh#R T ifE (area
under the concentration versus time curve from zero to infinity)

AUC_tjast 0 KF[E D D o E R TRERF AR () F CTOUREE - Iefagh#g T ifE

(area under the concentration versus time curve from time zero to

time t, where t is the last time point with a measurable
concentration)

AUC, 1 HE-RRIZIT DR - Rfiidh#e N HEfg (area under the
concentration versus time curve during one dosing interval)

BCRP FLFE M 2 » 27 8 (breast cancer resistance protein)

BMI body mass index

cDI clamp disposition index

Cl {EHE X[ (confidence interval)

CLcr 7 VLT F =227 UTZ A (creatinine clearance)

CL/F g osz V7 < A (apparent clearance)

Crmax e (maximum observed drug concentration)

CYP F k2 v — A P450 (cytochrome P450)

Css EHIRAE O MR EE (average steady-state
concentration)

CKD-EPI Chronic Kidney Disease Epidemiology Collaboration

cv ZEENEEL (coefficient of variation)

DDI R EAEM  (drug-drug interaction)

ECso 50%# Kt (50% of maximal response)

eGFR HEFRER AR B (estimated glomerular filtration rate)

ESRD KB A (end stage renal disease)

FDA KERMESEMSE (Food and Drug Administration)

FP H# AR (florescence polarization)

GIP T3 —2KAFEA R Y AR U X7 F K (glucose-
dependent insulinotropic polypeptide)

GLP-1 T F 34k T7F R-1 (glucagon-like peptide 1)

HbAlc ~E 7 1t Alc (hemoglobin Alc)

HEK t MEIEE (human embryonic kidney)

HSA t hMiFE 7 v ~7 2 > (human serum albumin)

ICso 50% KFHEJEEE  (half maximal inhibitory concentration)

ISR A AV o WEEE (insulin secretion rate)

LC/MS/MS Wtk a~ s 757 4 —% 07 NEESHE (liquid
chromatography-tandem mass spectrometry)

MATE multidrug and toxin extrusion protein

MDRD modification of diet in renal disease

MHLW JEA 584 (Ministry of Health, Labour and Welfare)

MTD HeKMm A& (maximum tolerated dose)

NOAEL 4 (no observable adverse effect level)

OAT HHET =4 R#E{A (organic anion transporter)

1
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2.7.2  FRARIRERER

OATP AT = vk Y ~X7F K (organic anion transporting
polypeptide)

OCT HigAF 4> b Z > AR —%— (organic cation transporter)

PBPK A PREEHDERY) SRR (physiologically based pharmacokinetic)

PD $£77% (pharmacodynamic(s))

« C * C

P-gp PHEZ o737 (P-glycoprotein)

PK ) ERE (pharmacodynamic(s))

PopPK RHEMERYEhHE (population pharmacokinetics)

QTc f#H1E QT (corrected QT)

QTcF Fridericia %% AW 7=f1E QT (QT interval using Fridericia’s
correction)

t1/2 VR (half-life)

T2DM 2 BUBEPRI  (type 2 diabetes mellitus)

tmax TR FEBIEERERE (time of maximum observed drug
concentration)

TEADA TRBRR D B H-BRAGT (B L 7= tirzepatide (2% 3 2 FUSRBy ik

(treatment-emergent anti-drug antibody)

VAS AR T v 7 RE  (visual analog scale)

Vd/F XX VIF 25T 04544554 (apparent volume of distribution)

Vz WA D434 54 (volume of distribution during the terminal

phase)
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HEBRE—E
AT 54 IEX R4

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
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2721 BERUEEH

Tirzepatide (LY3298176) 1. At A T2DM HBEDIREAZ HEE L THE SN GIP ZEEKL D
GLP-1ZHKEDT a7 VT A=A MTHY, HFHEFHETE LREZ TEETH D,

GIP }¢Of GLP-1 OBEA DA PR FHY o OBEBL R RFEICEE DS < &L GIP XY GLP-1 B D 7
MR E A GDED Z EI2L Y, T2DM BEICRAY ., IRERH,. KOMKEO=a > hr—Lb
DEEZ ST EBZZHNTEY . 26 BEEFORRA) GLP-1 A/ AREEIFETFRO Hit T
DR EBZ D Z EPHIFSN TN D,

27211 BREREEIOJSLOEM
BE RSP~ 1 75 A0 BIE LU RIS RT,
fatBERY A M OV 3538 S E T db 5 T2DM A T tirzepatide @ PK 0 #Ah
Tirzepatide ™ PK }2 OF PD (25228 % KAZ 3 R REME D & 2 WIRIME R O R
Tirzepatide 23t D PK IZ K IE 4 52 1A
> RROBEHEIRO PK I KIE
> PBPKET/VEZHWZ, tirzepatide D HNAPEHEBEEANROGHE (T N7/
Tz, ThARZREF VIaAxy UV )7V, AREALIV, Ao
—), TFZNVTZARNTUF )V JNGTAF A=K, VETVTF KNS T
77 Ur) O PKIZKIET DO
® Tirzepatide ® PD D FFAfh
> T2DMEBETOMmE= > ho—/L
> T2DM BFHE TORE
® PDIZRHE$ 5 tirzepatide O 1E I O FEAM
> A AU U
> A AV AR (f R RS )
> TV
> RECELE
® R E-SUSBIR O
> AINERT A—H  ZEERE S L a— ZPREE . HbAle, KE
> BEREVERT A= EL EH, T
> BREMERT A—F S Z YA TEAM LI URAA R O ECG TR L 7= Uk,
M (OO R OERRE) | BRI A (O I 7 —8fE, UV A—BE, KOBreh
=UAE) L AR
o afE. BRME. M, PK. KUY PD fTICE-D < BHIE BERE K OV it OHELE ] &
DIRFS

Ihbz, ENTHER LE DR 1R AU 3MHER 238, AAARZI L EHERE
[F 25 3 AR 2 AR, Edh T ok L 7 B RS PERAER 6 BB, AW~k 35, 2 2 tRAER
2B, % 3HHABR 3RO 19 BROKI R Z N TRMIE L 72 (R 2.7.2.1-D)
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e PR SR B 7
8 mg O E#PH CHEIERG AN L7z & & R EI3MEEHR AT 5mg Tho7z, 5mg ZHZ

5HAEICIE, B EWEE CRESE D Z & L Lz, Tirzepatide @ tyy |
W 1A LY A NSRS T, BEREKEEEER CTld. 0.5~15 mg O ff E#ipH T 4~28 i

RUBEIRIR)

AR T

2.7.2  FRARIRERER

. tirzepatide 0.25~15mg @ J E:#ipH % 54l L 7=, Tirzepatide 0.25~

13K 5 HTHY,
HFE DX

BEHREG 2T, MBREMITIE, EEHERE 361 61, T2DM B4 209 Bl & 17,
19 BRI X TOTF—Z %05 L, PopPK T & ONR FE & - SOGS R AT 2 320 U 72 (FEMII
Population PK/PD report [#; 5.3.3.5.278] #&MH) ,
—EOBRARIEERBR CIX, TROT 27 7 VvF KRRt~ 7“/1/? RZxHEREEE LCHEM LT,

ﬁuu i@uiﬁ%ﬁ %Z*Hnit%ﬁ &U\% 3$Hnﬁ%ﬁ®£gtﬁrnnﬁﬁ
AERAS 2722 HIZREHT D, 2B, EWNE 3 fH GPGO

27212 HIZEEHEIL. %\%iﬁ%ﬁ@
AEBRAE D PK T PD OFEERE S .

2722 H|ZFH T D,
PopPK fi#tT X OVH &% EICB 3 2 2R 418 L CORE RO i & fifghr 255 2.7.2.3 THIZFEHET
60
WFRORBRT b %R ORBE AT L TH ) | Ratkr — 2 & KRB0 276 HICH
ﬁ‘a‘éo
F: 27211 BERRFEEFFMICEHER L HABROBE
Study | Description | Population SC Dosing Regimen

PK and/or PD in Japanese Patients with T2DM

GPGC Multiple-dose Japanese Total dosing duration: 8 weeks
safety, PK, PD T2DM TZP QW dose range: 2.5 to 15 mg
(diet/exercise | [1] 2.5 mg (2 weeks), 5 mg (2 weeks), 10 mg
control or (4 weeks)
using single [2] 5 mg (2 weeks), 10 mg (4 weeks), 15 mg
OAM (2 weeks)
[metformin or | [3] 5 mg for 8 weeks or
DPP-IV Placebo
inhibitor])
GPGO addendum Multiple dose Japanese TZP QW: 5, 10, or 15 mg QWe for 52
PK, PD T2DM (diet/ | weeks or Dulaglutide 0.75 mg QW for 52
exercise weeks
control)
Healthy Participant PK, PD, and Tolerability
GPGA Single- and multiple- Healthy [A] SAD: 0.25, 0.5, 1, 2.5, 5.0, and 8 mg
dose safety, PK, and PD participants | TZP or placebo
[B] MAD total dosing duration 4 weeks
TZP QW [1] 0.5 mg [2] 1.5 mg [3] 4.5 mg
TZP QW dose escalation: [4] 5/5/8/10 mg
each dose for 1 week or
Dulaglutide: 1.5 mg QW or
Placebo
PK and/or PD in Patients with T2DM
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Study Description Population SC Dosing Regimen
GPGA Multiple-dose safety, T2DM [diet/ | Total dosing duration: 4 weeks
PK, and PD exercise TZP QW: [1] 0.5 mg [2] 5 mg
control or TZP QW dose escalation: [3] 5/5/10/10 mg
using single | each dose for 1 week
OAM TZP QW dose escalation: [4] 5/5/10/15 mg
(metformin or | each dose for 1 week or
SU)] Placebo

Disposition and Metabolism Study

GPHX

Disposition of
radioactivity and
PK

Healthy males

Single 2.9-mg dosea [**C-TZP 100 uCi]

Effect of Injection

Delivery Device on PK

GPGS

Effect of
injection device

Healthy
Participants

Single 5-mg dose TZP delivered through
* C vs single-dose pen
(autoinjector) (cross-over study)

Effect of Intrinsic

Factors

GPHI Effect of BMI Healthy Single 5 mg TZP
participants;
low and high
BMI
GPGG Effect of renal Normal or Single 5 mg TZP
impairment impaired renal
function
GPGQ Effect of hepatic Normal or Single 5 mg TZP
impairment impaired
hepatic
function

Effect of tirzepatide on PK and/or PD of Other Drugs

GPGR Effect on combined OC Healthy Single 5 mg TZP
women
eligible to use
OoC
Mechanistic Pharmacodynamic Study
GPGT Effect on pancreatic a T2DM [diet/ | Total dosing duration: 28 weeks
and p cell function and exercise Dose-escalation scheme:
insulin sensitivity control and TZP QW: 2.5 mg (4 weeks), 5 mg (4 weeks),
metformin = | 7.5 mg (4 weeks), 10 mg (4 weeks), 12.5 mg
1 other OAM | (4 weeks), 15 mg (8 weeks)
(SU or DPP- | or
IV inhibitors | Semaglutide 1 mgP
or SGLT-2ior | or
a-Gl)] Placebo

Studies Providing Population PK/PD Information
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Study Description Population SC Dosing Regimen
GPGB Phase 2 T2DM (diet/ | Total dosing duration: 26 weeks
exercise TZP QW dose range: 1 to 15 mg
control = [1]1 1 mg[2] 5 mg
metformin) [3] 5 mg (2 weeks) and then 10 mg
for remainder of study
[4] 5 mg (2 weeks), 10 mg (4
weeks) and then 15 mg for
remainder of study
or
Dulaglutide: 1.5 mg QW
or
Placebo
GPGF Phase 2 T2DM (diet/ | Total dosing duration: 12 weeks
exercise TZP QW dose range: 2.5 to 15 mg
control = [1] 2.5 mg (2 weeks), 5 mg (2
metformin) weeks), 10 mg (4 weeks), 15 mg (4
weeks)
[2] 2.5 mg (4 weeks), 7.5 mg (4
weeks), 15 mg (4 weeks)
[3] 4 mg (4 weeks), 8 mg (4
weeks), 12 mg (4 weeks)
or
Placebo
GPGH Phase 3 T2DM (diet/ | TZP QW: 5, 10, and 15 mg QWe for 52
exercise weeks or insulin degludec
control and
metformin =
SGLT-2i)
GPGI Phase 3 T2DM on TZP QW: 5, 10, and 15 mg QW¢cfor 40
metformin and | weeks or placebo
insulin
glargine
GPGK Phase 3 T2DM (diet/ | TZP QW: 5, 10, and 15 mg QWe¢ for 40
exercise) weeks or placebo
GPGL Phase 3 T2DM (diet/ | TZP QW: 5, 10, and 15 mg QWe¢ for 40
exercise weeks or semaglutide 1 mg
control and
metformin)
GPGM Phase 3 T2DM with TZP QW: 5, 10, and 15 mg QWe for up to
increased CV | 104 weeks or insulin glargine
risk; on1to 3
OAMs
GPGO Phase 3 Japanese TZP QW: 5, 10, or 15 mg QWe¢ for 52 weeks
T2DM or dulaglutide 0.75 mg QW for 52 weeks
(diet/exercise)
GPGP Phase 3 Japanese TZP QW: 5, 10, or 15 mg QWe¢ for 52 weeks
T2DM on background OAMsd
(diet/exercise
and 1 OAM)
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Abbreviations: a-Gl = alpha-glycosidase inhibitors; CV = cardiovascular; BMI = body mass index; DPP-IV =
dipeptidyl peptidase-4; MAD = multiple-ascending dose; OC = oral contraceptive; OAM = oral
antihyperglycemic medication; PD = pharmacodynamics; PK = pharmacokinetics; QW = once weekly; SAD
= single-ascending dose; SC = subcutaneous; SGLT-2i = sodium-glucose cotransporter type 2 inhibitor; SU =
sulfonylurea; T2DM = type 2 diabetes mellitus; TZD = thiazolidinedione; TZP = tirzepatide administered SC.

2 Planned dose 4.1 mg; actual dose 2.9 mg; however, 100 pCi 14C was administered per plan.

b Semaglutide dose-escalation scheme: Per Ozempic label, i.e., starting dose is 0.25 mg QW for 4 weeks,
followed by an increase to 0.5 mg QW for the next 4 weeks, followed by an increase to 1 mg QW for the
duration of the study.

¢ Tirzepatide dose-escalation scheme for all Phase 3 studies: Starting dose is 2.5 mg QW for 4 weeks, followed
by an increase to 5 mg QW, for the duration of the study in the 5-mg group. For the 10-mg group, the starting
dose is 2.5 mg QW for 4 weeks, followed by dose increases of 2.5 mg every 4 weeks (2.5to 5 mgto 7.5 to 10
mg) until the 10-mg dose is reached and maintained for the duration of the study. For the 15-mg group, the
starting dose is 2.5 mg QW for 4 weeks, followed by dose increases of 2.5 mg every 4 weeks (2.5 to 5 mg to
7.510 10 mg to 12.5 to 15 mg) until the 15-mg dose is reached and maintained for the duration of the study.

4 OAMs: SUs, biguanides, a-Gis, TZD, glinides, or SGLT-2i’s.

27212 BREKREETOT S LOKER

BRI 7' 7T A THBI R AL LU TITRT,

1. ¥pEhe

EIN 3 1 GPGO skl C. tirzepatide # 1[0] 25mg Z# Bt HELE L, T0#% 4HMH LI
25mg FOHWML T, 5mg, 10mg, KT 15 mg DR EEA KRG L& WTILOHETS
tmax P T IRAEITH) 24 BHTH Y |ty ORITEEIEITHK) 5~6 H Th o7z, Tirzepatide & H IR
TD Cax X TN AUC, D & FEIE T I I e o H E L BRI HIN L 7=,

PopPK AT D fEF. fEFEMERE & T2DM B3 & T tirzepatide ® PK [Z¥ELLL T\ iz (58
27231 18) , 0.25~15mg O fEHilH T, tirzepatide D HABIEIENHER S 7=, T2DM BEIC
tirzepatide 5mg, 10 mg, & O 15 mg O#ERFHEZE 1 [RIKER G L7 & & D Ce OFHE (CV)
X, ZNEH 495, 998, K TN 1480 ng/mL (22.2%~23.0%) T&H Y. Chax P FHHE (CV) 1E. =
EHL 664, 1340, K TX 1990 ng/mL (22.0%~22.8%) Tdh 7=, PopPK EF /LIS < 55 3HIRR
B Gt F U 7= AV B T oI g tirzepatide 2 - R HERS 21X 2.7.2.1-1 12~ LT,

Tirzepatide % K HE L7z & 2 O BRI 1.7 ©, HEERE T —X|(ZES FHlE —5T
B DD, PKOSKFRICESF L2 EovRainz (B 27.231H) |
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Note: Tirzepatide concentrations in a 90-kg individual were simulated using the
tirzepatide population pharmacokinetic model. The solid lines denote concentrations
following dose escalation up to 5, 10, or 15 mg. Dose escalation started with 2.5 mg
and dose amount was increased by a 2.5-mg increment every 4 weeks. The dashed
line denotes concentrations following a single 2.5-mg dose. Tirzepatide doses were
administered once weekly. Tirzepatide limit of quantitation is 2 ng/mL.

2.7.21-1 PopPK ETILIZE DL tirzepatide ZEHE%5 XL
B 1 ERAEHMERERS L& Enmigd tirzepatide J2E - H#F

IR -

%5 1 FHEBR A @ L C, tirzepatide A BRI X ONIE R TG L72 & ED tyax DI (Fe/ M~
RKME) 13, B EICEO TR 24K/ (8~T721F#]) Th o7z,

fEFEWLBR 12 tirzepatide 5 mg & 2 TG L7- & & O, 4T XA Z 8V T 1135 80% T
bol- (GPGE #BR/N— bk D, #27.12H) ,

BeGERNLBI DK I NA T XA Z BV T ¢ et LTzhb R, tirzepatide [TAEE, Bk, &
ORI ONWT IO TH, HERET L2 LR ETRETELZ LR INT,

EAGH ORI ANA AT AT EV T 4 ZBRETLIERER, - ¢ T Al TRELEZEZO
tirzepatide @ PK [ZFALIL TH V. Al ZHlHEAIOEAZ E LT T 5 2 & O 4D R
Ihie,

534

PopPK fi#fT D F:, T2DM BT tirzepatide K TG L7z & = ® VAF X 103L ThH-o
72, Tirzepatide 0.5 mg Z & RNAR —F A E- L=t &0 Vz OFEYMEIX 552 L TH Y | tirzepatide
EEICmAICSA TS Z EAURENT. (55 27233 1H) , b MISETO tirzepatide & & L /%7 fif
BROFEMEIT99.06%TH Y, MmN T iiERER LT,

RE -

HAA R TG40 tirzepatide XM AEF TIXIF & A ENRERE UTHEMEL, BIFERIMEE ik
SIABIREE DR 80%% d5 7=, MAEFIZIE 4 STERBTED v, W3 & R ER M b i
REIRIE D 5.7%AKM CThd -7, Tirzepatide D EZAREFFREE 1T, — 72 & L7 B O BACRRIEE IC

) 9
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K o_TTF REW O, C20 NEIFET /3O B BEk, KOYT X FIKGETH -7 (55 2.7.2.34
H)

Pt

PopPK it DfE 5L, T2DM BT tirzepatide % K # 5 L7 & @ CLIF (X 0.0606 L/hr T -
7= (%5 2.7.2.351H) . Tirzepatide ™ ty» ® post-hoc PK /3T A — X [ IHEIZLI ST EH TH -7,
A% tirzepatide 2 2138 1 (0] 4 @B O 5-CTEFIRBIZEE L=,

Tirzepatide @ FE R PERIKITEHM CTH 72, & hvANT U ZARBROFER, & 5% 336 Ik
FlE T2, REBEREDK) 70%23 BN S 4, G HBETREDK) 50%AN R T, K 21%H T
Prlt S 7z, Tirzepatide |3 (CHEME S 41, IR UZFEM AT tirzepatide DARZELIKRITRD S
IR T-,

2. WIRPEZERN tirzepatide O PK 12 M 1 E 9 5228
IREE, Fln, MERI. NEE, KRR, BHRERE. XUIFHERERE L tirzepatide @ PK (2 Btk
BB LT HRBELE KT I ol

® (REE(|T tirzepatide ® PK IZH A KT THBERIERTH Y . REN Lkg#INT5 T LI
tirzepatide DIEFE R (AUC) 7% L1%J 95 Z E R Tllsnzn, HEREEZLELTS
HETII W EEZ LN,

o (KEDEBEMMPAAT popPK EF A TIE, A (AAARUSNEAOR) 134 E 7k
EETII o7z (552723.121.31H)

WIRPEZER S PK /8T A—% (AUC K TF Cax) IZIET 2T, FdTria tirzepatide @ PK @
B2 E) (5 mg BAHR G-REIZ AUC).,, TlE 15%~28%, Cmax TiE 21%~28%) DOHFiPHN TH -
7= (K27.251) . WREEE-SOSET I N RBROZ 2R OBREET —2 X0, 26 ORNK
PEBER D tirzepatide DBRFEE (AUC KT Chax) DL, BEMICEEZEDOH D H O TiHan
EEZ LT,

3. Tirzepatide ® PKIZMAIDHF A e IF 35228 (SMEIMZER])

Tirzepatide |ZAKAATF R TH Y, — 7R L7 B OBRAGRIGIZ L 5T F RER DR,
C20 NEMGEEER Sy D B BRft. KOV X RAKFEIC L 0 RIS 415, Tirzepatide DR PK IZ
CYP UL R 7V AR—F =TG- LixW e, ZHoEN LM AEERO U R 713K,

4.  Tirzepatide 23 i D PKIZ K IE 3 5%
Tirzepatide (2 X 2 WM AEEM E LT, A > 27 LF b D BRNAPEHEIEERIC X
D, ROBES SN OPHEOWINE (AUC) ICKRE BT HZ L, WIUEE (Chax
K tpay) (CHEEZRITTZ ENEESIND, BARPEHEEERIL tirzepatide O E#
GBI > TIR R L2 Z &5, tirzepatide Z RHIFIC# G- Uiz & X1, BifL-
OO OREE BRI B L RIT S RnE TREEND,

10
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[i] Tirzepatide & ENAEHEH~—H—L L COTE T/ 7= D0 (GPGA iRER)
fREFEWE R E S Y T2DM B35 ¢ tirzepatide 5 mg #El & 5% ICT 2 T/ 720
Crmax 238 BOYAE T K TN tax 2549 1 IRFEIIERIE L 7275, AUC IZERIRIIICER D & 5 21k
BO LN oTo, DO END, tirzepatide 12 K D HNAEPEHEEERA N RE SN,
Tirzepatide ®7 & F7 X/ 7 = ® PK IZKITT AT, tirzepatide a1 G- 2K
ThHy, 1 ERKERGICEDFEEMREE & BIZEZOREITRIHL, FF¥7 1 T7F
— RO b,

[ii] Tirzepatide 5 mg Hi[al# 5 & OB (=F =L =X N T4 —/L 0.036mg KO/ L7
AF A—h 0.25mg) DOPHEH

OGBS AUC (3, B 5. & T tirzepatide 5 mg Hi[alfz FOfF A% 50 Tl
16%~23%is L 7=,
TR FGBEIEIR D Cpax 13, BAIMFR 5.0 & T tirzepatide 5 mg HL[E]Z T O G-HE Tl
55%~66%(% T L 7=,
TR CURELE IR D tay 1. BB & HE_C tirzepatide 5 mg Hi[alf7 FOFH & G-FF T,
2.5 R[] ~4.5 RFfEEIE L7,

Tirzepatide D /H4& 512 LV B BEERED Cax 1FAE T L7223, BRIR EORBIIREN TH D &
EZHILTWD, F7o, tirzepatide 5 mg D HLAIFE 512 X 5 HNEPHIEEN TR E 72 5% T T
B2 DTSR > AUC ORI ERI 20%TH 0 | tirzepatide 0 B NAEPEHEIEVE I RE R 52 X 0 8
BT LZENMLNTWS, EETIE 25 mg 7555 LBEFEAICAEEZWIET S Z L &
EBETDHE, BARPEHEIEERAIC L VAT 9% AUC ORDIT 20%A6EIC L EF 5 RS

5 &G, tirzepatide LR MBEAEEE D PK IZ K E 2 8% RT3 L 13B 212w (BF 27.23.9.1
H)

[iii] AEBLERSE B T 7L

PBPK EF /L& IV T, tirzepatide 2372 b7 X/ 7= T MAREF L PaAFv Y
)Y, ARKAAIL, AR TrE—)L, ZF AT ARNTIOF L, VT AF A— R,
YEIYTFY RO SUAT 7 Y ORERCRIET R (5 272391 ) |
PBPK E7 /MZ L5 PHNCESE, T b O AHFHEEO A BEFEIINER W L RSN,

5. 3Ky K UG8 - S AT

BAAHEL :

Tirzepatide |X'HNAPEH A 1 RBIE S 25, TOREL, PIREGZICRRE, KE
G TRET D, £, PIRERGEOENEJHEEEM X, tirzepatide 1.5 mg LA ETlE, H&
DEENINZFENE KT 5, Tirzepatide 5 mg OHIEIFGH#IZTE R T I 7 = D Cuax 1 EEK 50%
KT U, tmax (359 1 FFREELE L7223, AUC (IZIZHAME 2GR b inodz (B 2.7.2.3.9.1
H)

11
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Gy

REROBH% TN a— R REE

Tirzepatide |ZZZfEIF N VBB 7V a—AREAEK TFTIEDL 2 LI2L 0, Mz ba—u
PWET D (527222217, GPGARER) .
ZEfGIE 7 L o — AYRFE : Tirzepatide 238 1] 4 ARG Lz & &, 2R L a—2A
BEXT 7R EHKRLTK T LR,
GPGA i BRD 7 R A o~k E CHIEME DR F. tirzepatide D 1 [F[# 5T, #5418
DI & 1% MBI O F 23388 7=, 5/5/10/10 mg M O 5/5/10/15 mg o FH &l s i
@ T2DM B Tlx, BF%MBEEEIK 200K T Lz (X2.7.22-9) , Z OR%MAEHE~
%75“ X, EEREERE THLRO LN, T ARA 2 M E CHEEORS R, tirzepatide
W 1 EERE LT & & OZEER R ORZ IO T 7 AEIChlz > THEFF SN 5
ZENIRIBEI N,
BO7 R oEaniAER - T2DM BE I tirzepatide ZH[A#5- L= L &, 0.5mg 22
L ket Lf:@“m“f@ﬁﬁ%f‘ TIRREHBR LTV a—REENMET L, Z0%)
i, M LG T 4RI > THERF Sz,
PopPK/PD ﬁﬂﬁﬁ%%%ﬂf:%wvﬁm IS L, BMAETHD 25 mg & 4 HEEE
@‘Zv ZEiZk, HEFRFHETH D 5mg HEBRMAETIC, MpE= s e — BT 2 HRE
SR B, “H’EH#&“/I/:'»—N&%EM@ 40 mg/dL K F L7= (% 2.7.2.3.13.1 1) .
PopPK/PD fEHTIZ LS < & ZEfRs 7 L a— R REDOX—A T A > (FIJfE : 170 mg/dL)
25 OZALBEOHEEMIL, #5540 BTl tirzepatide 5mg. 10 mg, &N 15 mg B TZH
Z 4556, -63.0, K OX-65.1mg/dL., 5 52 HEFTiXZE N E 534, 610, K
0-63.2mg/dL TH-7= (5 2.7.2311.11H) ,
P 52 IR DN— 2T A LD DZEEIE L o — ZPEFE D2 R0 MBS, B
ANESEANTHELL TV (5627.23.1221H)

HbAlc :

AR SEPEEER ., T2DM BT (T tirzepatide %3 1 B {EHK S L7z & D HbALc X7 7 &
REHB L THEICIK T LE (8 2722211 HEOE 2.7.2.22.2.1 5, GPGC &Rk
GPGA &)

PopPK/PD f#ATIZES< & HbAle D_R—ZF A (FFHfi : 8.30%) 76 DZE{LED
HEEMEIX, tirzepatide 5mg., 10mg., &N 15 mg #EDO G- 40 HFFDZERGRE 7 /L 22— A
FETIEZENEN-2.29%, -2.59%, K& (N-2.68%, #5 52 HEIMFDZEGHE 7 /L o — AYRFET
IXZENZEN-2.21%, -252%, KN-2.62%Th-7- (5 27.23.11.1H) |

$e 5 52 FIFOR—2F A 760 HbALe DZAL R RIS HARIL, FAN L SHEA
THEPIL W (55 27.23.1221H) |

RE :

B PR SKFREER T, T2DM HE 2 tirzepatide #5514 4 BN E ORI 32D HvT-
(352722211 TR OGS 2.7.2.2.2.2.1 TH, GPGC atlk & O GPGA i) .

12



LY3298176 (2 HKEjRIp) 2.7.2  FRARIRERER
tirzepatide

® PopPK/PD fiftfric -5 < & &5 52 I ORE VDRI A A NBH & AME NEFE TR
EChoTm (5527231221H) |
6. (AR
® Tirzepatide (%, Z /b —RKIEMEA R Y WM O A Y MO B Tl
= W OINH e VB WA BB IE IS & 0 M E 2R T S E 5,
® Tirzepatide /%, 77121“&0\1%%?)36’3 GLP-1 S AEEIEENFE CHLE~ LT K 1mg &bk
B LC, LA 5 240, ROBIRRZR 7V a— A RAFMEA A R E A A BT
¥,
® Tirzepatide (X, T ERK Ot AT RELB LT, A > A VEZMEEZABIZEM
ST,
® Tirzepatide |L, 4 > AV WO, A ESEESEL, I ERE OB L
A F‘O)b\ﬁ“?rbé:ttix LTH, A AV VEZEETE LA VA Y VB WREDTIETH
LB = o 7 % 7z disposition index & gk L 7=,
o [FYERAMAWTENMLcAFAMABR CU FTOMAN G LT,
> Tirzepatide (%, &% OO AUCq240min & A BN S d72,
> Tirzepatide (X, 7T B RE R~ I LF REHEBELT, BFEDOA R Ok
AUCq_240min & OY incremental AUCq.240min & A =2 & 872,
> Tirzepatide (%, 7 BAR LWL CTEEFEOT NI T ARELKTIE, 78R K
Vb= 7 F REEB L TEEBD 7T 3 D AUCq240min &8 B &7,
> B~ I NAT RERE LIRS &g LT tirzepatide b LTgiRE A R
RER OV a—2RENMMEN -T2 13, BIREY GLP-1 A AR/EEIHE &tk L T
tirzepatide TR SN BE TA VA U U WOTREENHAD L TWDHZ L 2R LT
WD (A A REE DR AUCq-240min & OF incremental AUCq.240min 1% GPGT B TR
BidfEwEE (55 534.21H] M) |
® Tirzepatide i, 7R LHEL T, AHEERR COBREEZED T,
7. MEOZYHME
52 ERBROAEDOT Y

POpPK/PD fRHTIZHES < &, IKEDR—R T A b OELROHEEMIZ, 5 40 s
Tl tirzepatide 5mg, 10 mg, &Y 15 mg # CTEIZ11-6.92%, -9.94%, KTN-12.5%, #
5. 52 A ClXE N E4-7.37%, -10.6%. K M-13.6%CTh-o7- (5 2.7.23.11.15H) .

%5 2 FH GPGB B D fl 1T, LT OfE RIS X | tirzepatide 1 mg. 5mg. 10 mg. &} 15 mg
O 1A TG LR E LTz, 728, tirzepatide 10 mg K O8N 15 mg O &1L, BRPEAY 72 F Bl (2
KOk LTz,

% 140 GPGA BR TIEBEHERE & O T2DM HBE OV R OB BN R ST,
GPGB RBRICB T I KHETH 7= 15mg TOLZLEM~—V U NE, YLK OT v hD 6
» H 3RO NOAEL O 15 TH - 7=,
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iii. GPGB iRl IZ BT D/ NAETH - 7= 1 mg DFEIL, PopPK/PD fi#Hric i3 X8I L 7=,
Tirzepatide 1 mg 5 IC L VS OLNDREEIL, 7T A L LT HbAle DIK T Z/R
& THIE T,
5 2 FHRRD O G O N AR R ORIWET — & g &-FUSEIT I, 5 3 MR To
RAEXT 4w h-URTNT o 2 %HE LT tirzepatide D H &38R & FHEIC L 7=,

F IMAROMERAER CHENEEOZ Y .

% 3FHRBRCIE. HEFFH & % tirzepatide 5mg, 10mg, & (815mg & L., i 1[R[ F&E5 L=,
ZAUD OMERF & & FHEMTHEEIX, T2DM BE x5 FE i U725 1ROV 2 FERBR TR 6 1
TolffiE = b — L ROMKEICE T 2 A 200, ettt N BIBEFICET 2 8B/ MEOM R L
INOOT — X ZfEH UG &-ROST I E D 38 Lz, A&EEEEZ, i 1 [ 25 mg 2
SBRMEL., 4 BEHG L=k, 4 ZTLIC 25mg ToOME L., MEFHETHS 5mg. 10mg. &
U 15mg FCHETHZ L& L, ZORECHRAERIHNECLY . BHEEICEET 2 2AM
N b5 EEZ b,

RAHIERAETHD 15mgid, P ROT v hD 6 » H@ERERO NOAEL O 1.6~2.4 %D
BRAMRTEBEZLND,

PL b B OWiEEEEIZ X 0 | tirzepatide 5mg. 10mg, X ON15mgDXF 7 4 v b« U AT &
FFA L 7=,

TRZEOHERAER CHEO XYM
ERARRRBR DS DG O AL 7= 22 e & OV 2 PE oo Bl QN B 8 - SO FEAT OSSR L 0 | tirzepatide
Z 1A 25mg HBIAA L, 4T L2 25mg 3o 5mg. 10mg, KON 15 mg & THERET 5 Bt
By 7 BT EZ O D FER O ER, PR ATRER L ENET 1 7 7 A VA 2 T- A 2h 72 ALK
UHEE L TR SN,
® PopPK/PD fi##TIc S < &, HARANKUSME A T2DM EF# (T tirzepatide 5 mg, 10 mg, K}
15mg OF 5 52 B, XR—A T AL T, EEKE7Va—RBENEZNE
-53.4, -61.0, K U-63.2mg/dL, HbAlc 23EILEI-2.21%, -2.52%, MK (1-2.62%, fRKE)
ENEIN-7.37%, -10.6%, K ON-13.6%JED 3 25 & HEE Iz,
® POpPK/PD fi#HTIZHES< & _R—AF 1 D HbAlc 2 85%HDHAE T, HbAlc 7%AmM &
O 5.7%A 2 22K L 72 B OFIA D H KA 28N A R L, 2 E4 85% (tirzepatide
5mg) ~100% (tirzepatide 15 mg) M O® 20% (tirzepatide 5 mg) ~55% (tirzepatide 15 mg)
Tholc, N—=AT A D HbALc 7 8% XL 8% ~8.5%DHEHIZHONT L, [FEROME
M ThdIENfEEI N (427.23-24)
® [M4EH tirzepatide #R 5 & IRHAEL & DBENE 2 FEAM L 72 #55, tirzepatide 3 1 [A] 15 mg OffERF
BRGNS, 2EREM TR R KK 7 bpm $9I19° 5% & FllS N7z, SEREM TORE
JREMROEE L, HEEE O OLOEM (12 ME T) OF28, 24 B & i L TK
Enoloe, HRNBETY. tirzepatide ¢ 5% (AR O MNFED Hav, Bl E#E O
Tk, BRI Ok G 12 HARFE ToJ78, EREH (24, 40, XX 52 ) &L T,
K& ol
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LY3298176 (2 HKEjRIp) 2.7.2  FRARIRERER
tirzepatide

MAE tirzepatide iR DA E - T, IGHEHIMEA KK 8 mmHg IR T35 & Pl S 47z,
JERHIMEIZ S TR T AR b,

W OHMERFHE T, MAEY tirzepatide IRE L7 X 7 —8BfE, U X—BfH, KO

k=Ml L DFICERD & 2 BREMEIIER D Ao T,

HOL IR, RN RE D IR SR - BUSIRNT OfE Rid. tirzepatide #5438 18] 2.5 mg 7> 5

BRtR L, 4 Z L2 25 mg T OMEFFHETH S 5mg, 10mg, KON 15 mg £ CTHET 5%
RN EMEC XV BIBEEREFEERPR/MESND L 2T LD TH-

7

i R AR TR L 72 tirzepatide O WO ETH ., QTCF DIERIFIRD HivT, M

tirzepatide 2% & QTCF iER & OBEMEIIFED H L7z o7z,

PopPK &7 /L& R\ S Efiftf OfE R, B OBERICES  JHEOMBITLNE ) o T,
KEDZELMAPIANT popPK EF AT, AT (AARANKROSMEADR]) 134 E 2L
EETIRhoi,

POpPK T CHEEE L 7= iCET LV E W T, BEENOFE L I 2L —ra v LTERER,
WIEE G F oMM 3 AM T2EH) UL ETHIUL, [ROWERRTELICEET S Z

EEY EEZ DT, £, RIAES ETOHIMA 3 AR (72 HR) R CThiuTgs
T, ROSOLNUDEDTAICEE T2, WThofat, BETZE0%, @EOH

1 EIOERERAF Y2 —VE2FET L, 72, # 1 RGO ZEET HUNEN D 556
L ARG DR E S 3R (T2FF#]) LLEMREZZET 5 2 L NENTHLEERD

iz (527.23132H) |

PLEX Y tirzepatide D#ERFHETH D 5mg. 10mg, KR 15mgidWFhd ., @ 1 EEEIC X
D BARNKOSNE N T2DM B2 ORR EO#ETR~27 4 v b - VA7 a7 7 A VEFLTWH
LEEZbND (2564

8.

eI

G JEME K OV ADA DOFLRAIAS tirzepatide 0 PK (2 B2 % KT 4 al GEME 2 Fagt L 7=,

ADA G5 K O PEB o tirzepatide 0 CL/IF Z R AGIZ LG U755, B & 27 a1 358
oot (X2721-2)

ADA DOH U & tirzepatide D PK & DRI BE#MEITZEO Hveino7- (5 27.24.15H)
FFIPLIR & tirzepatide O PK & OfIC, BIHMEIZRRD HhRnoTz (55 27.2411H) |
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Abbreviations: ADA = antidrug antibody; CL/F = apparent clearance; N= number
of patients; popPK = population pharmacokinetics.

Note: Clearances are the post hoc estimates for each subject via popPK modeling.
Solid circles denote individual values for each group; the top and bottom margins of
the boxplot represent the 75th and 25th percentiles; the whiskers extend to == 1.5x
interquartile range.

2.7.21-2 % 31EERD ADA RIFIKRAID tirzepatide D CLIF

2722 ARORBEROEN

ATHTIEF 2.7.2.1-1 (R L2 FEFERBR O tirzepatide @ PK 2 OV PD 2 K4 5,

ISR A AT _A 8V T 4 Zat L= GPGE #Br, GPGS Bk, &K1 GPHI RBRIC O\ T
I, 271 HIRT,

27221 £ MEKREBZREL invitro B

b MEREE V2 620 in vitro 5BR T, tirzepatide 0 & > /X7 FES KON tirzepatide 75 CYP
IR T7 v AR—F—%HELFEET H w82 70 L7-, 2 L7z in vitro 3Bk %
#2.7.2.2-11277F,
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F+2.7.22-1 HKHFZALVZ in vitro 358

Brief Description of In Vitro Studies Study ID
Plasma Protein Binding
In vitro plasma protein binding of tirzepatide in rat, monkey, and human plasma LY3298176-fu

In Vitro Studies to Identify Potential Drug Interactions

In vitro interaction of tirzepatide with CYP3A, CYP2D6, CYP2C19, CYP2C9, CYP2Cs, 195111
CYP2B6, and CYP1A2 in human hepatic microsomes

In vitro evaluation of the effects of tirzepatide on cytochromes P450 in cultured human -193 106
hepatocytes

In vitro assessment of tirzepatide for MATEL and MATE2-K inhibition potential LY3298176 MATE1
and 2K Inh

In vitro assessment of tirzepatide for OATP1B1, OATP1B3, OCT1, OCT2, OAT1,and LY3298176-2020TP-

OAT3 inhibition potential SLC-Inh

In vitro assessment of tirzepatide for BCRP and P-gp inhibition potential LY3298176-2020TP-
BCRP-Pgp-In

Abbreviations: BCRP = breast cancer resistance protein; CYP = cytochrome P450 enzyme; fu = fraction
unbound; Inh = inhibition; MATE = multidrug and toxin extrusion protein; OAT = organic anion transporter;
OATP = organic anion-transporting polypeptide; OCT = organic cation transporter; P-gp = P-glycoprotein; In
= inhibition.

Note: LY3298176 = tirzepatide.

272211 BUnRUEE

[LY3298176-fu] In Vitro Plasma Protein Binding of Tirzepatide in Rat, Monkey, and Human
Plasma

Z v by P, KO MSET O tirzepatide @ in vitro fiE X LR fEE E . FP A TR LT,
FERRRFRBROFEMIL, 25 2.6.4.4.2 HIRT, B TLAEWMD X 37 fhG ORIEE TH 5 Fnd
&I tirzepatide (ZfEF C&E Ao 72 2 L FPIEZE HU 2, Tirzepaitde d N K 1% C K
T 7 NVF LA O LT REERUA  (B2CAERK tirzepatide) & 0.05 uM DOJRFEICHEE L, #
VXY R R 0.01~250 uM O#iPH & L7z HSA, & b ol BRMERE# > /78, kOt Fi#EE o X
VNI RER BRI LT, HOGEERR tirzepatide (X7 LT X ATHEA L2, ol FRPEREZ LR B
ISR A Lisdyodz, O E0n, #OEIER tirzepatide OIMGE Y > X7 fEAIL, T 7 Ik
BHEEZ BN, SEEE tirzepatide DILSE X LR 7 fERIX. TV T 2 v L OfRBEE R K ONLE
HT7 LTI EENSHAE LZE MLETR (n=6) o tirzepatide DIERE ARy ERNLHEH LT

($ 2.7.2.2-2) , Tirzepatide Xt b ILsEHF TE WA Z R L, EHIMEE 2 o X7 A RI1X
99.06% CTd > 7=,
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tirzepatide

% 2.7.2.2-2 E bFMIEDRD N KifZEmIAZHE L 1= tirzepatide D32 U\ #EE (BARLE)

Human Plasma Ka (uM) Concgltk;:;qolrr: (M) % Unbound % Bound
1 6.89 561 1.21 98.79
2 5.03 591 0.84 99.16
3 3.92 561 0.70 99.30
4 4.97 606 0.81 99.19
5 7.93 576 1.36 98.64
6 4.60 636 0.72 99.28
n 6 6
Mean 0.94 99.06
SD 0.28 0.28

Abbreviations: Ky = dissociation constant; n = number of observations; SD = standard deviation.

2.7.2.2.1.2  Tirzepatide At DEF|IDEYHEICRITTHE
2.7.2.2.1.2.1  Tirzepatide ®F +% O—.L P450 [HE/ERA

[Il195111] In Vitro Interaction of LY3298176 with CYP3A, CYP2D6, CYP2C19, CYP2C9,
CYP2C8, CYP2B6 and CYP1A2 in Human Hepatic Microsomes

Tirzepatide @ CYP3A, CYP2D6, CYP2C19, CYP2C9, CYP2C8, CYP2B6. M Uf CYP1A2 [H3
TERZ, B MiFX 70 Y — A& W TEHEE L7z, 0.1~100 uM DR D tirzepatide %4 CYP 431
HEOREKIEE L 5 oA rFax—F L., % LC/IMSIMS THIE L7-, 7235, tirzepatide
100 pM DIZPEIL, tirzepatide Z R KM ETH S 1 18] 15 mg OHEFFHETE G L2 & 2D Chax
T 5 0.324 uM D 309 [ DHEEETH 5, Tirzepatide (2 L5 CYP OIHEDFEEI TV LK -
22 &b, ICs) DREICESL T, HFERBIRETE R o0, £lo. WFho CYP ITHL
To, FEEMEFRI7eBHE (NADPH 3EELF) 138D HiZen-7,

LLEX Y| tirzepatide 28 24150 CYP OFHFEZIT L C, ERIKIICEEREWHEEHEZEL S
W5 AREMEIE WV E B 2 BT,

2.7.22.1.2.2  Tirzepatide ®F k4 O—L P450 :5EEA

[Il193106] In Vitro Evaluation of the Effects of LY3298176 on Cytochromes P450 in Cultured
Human Hepatocytes

Tirzepatide 7% CYP1A2, CYP2B6. CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4, KX
CYP3A5 % it~ % Al REMEZ 274 L 7=, 0.1~100 uM o tirzepatide @ CYP JEEIZ MIF T %% |
b M OMCEE AT (n=3) TiEMfi L7=, CYP1A2, CYP2B6. CYP2C8. CYP2C9. CYP2C19,
CYP2D6. CYP3A4, }TF CYP3A5 @ mRNA O¥HlE4 | ERAIPHIGR Y A T — @G T
FEA L7, F7=. CYP1A2, CYP2B6. CYP2C19. CYP3A4/5 O RHHEMEA M ET 52D, 4
CYP DRRFEMIEE Z LCIMSIMS ToHtr L Calli L7z, CYP FFEEEDIGMXR & L TLLT DFEA
EH LT,

® FATFTFV—)L : CYPIA2 D%k

® CITCO : CYP2B6 DifiE sk

® T/ N LEX—)L:CYP2B6 KTNCYP3A5 (MRNA) D&k
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® Rosiglitazone : CYP3A4/5 D55\ V3K

® U/ U %YV CYP3AAS O HFELE DFEE LR

® U 77t :CYP2C8, CYP2C9, CYP2C19, M TN CYP3A5 O HFLE DFFEIK, CYP3A4
DFRV VT IE

Z @ in vitro FERTIiX. MRNA FEL OREHNEMEORINAS 2 520 LT, 230 2T b IR BT
PEFRD B, S BT R TIE 20%LL EOHEINMAFRD H vz & &2 tirzepatide 23F5E/EH %
FFo LMW Ls (R & O LiR) . ZH S OFRNCHIE U7z HYEISHE - CTHEM L7 52
tirzepatide /% CYP1A2, CYP2B6, K T* CYP2C19 @ mRNA K OMU#HEM: 2 5 E 1, CYP3A4 O
MRNA } 8 CYP3A4/5S OREHEMEZFHE L e~ 7, £7-. tirzepatide I3, CYP2C8, CYP2C9.
CYP2D6, K (X CYP3A5 ™ mRNA %75 L7 n-o 7z,

PLEX V| tirzepatide 28 Z 405D CYP OiFE Z 4 L TR EE 2B AE/EHA 24 L S
HAREMEIERVWN EE X BT,

2.7.2.2.1.3 Tirzepatide ® b5 > AR—42 —[HEER

Tirzepatide 2334 k7 > AR —% — (P-gp. BCRP, OATP1B1, OATP1B3, OCT1l, OCT2,
OAT1, OAT3, MATELl, KTt MATE2-K) #[HET % AlaetE% in vitro CTHEM L7, Tirzepatide
2 in vivo T k7 v AR—X —%[AET 5 A REMEORHEIL, HHEDEERETT VA2 AN TT-
7= (MHLW 2018, FDA 2020c) ., Tirzepatide Dz K& ToH S 110 15 mg £ 5- L7z & & DERIK
BINCEIRD & HF HEAEH N A U 5 AlREMEZFEAM L 7=, FmICIX, i tirzepatide O E#HIKEET
DIEFEETLD Cpax ZHNDH Z L L L., invitro TR/ANEEDOT LT I (01%) MW,
Tirzepatide DILEZ L /X7 #EERTH D 99.06%(Z S (5 2.7.221.11H) | X\ U fERE
99% & L T #E tirzepatide DIEFE AT Crax & FHHI L72, OATP1B1 }2 O OATP1B3 O FFAM T,
IMAfE tirzepatide O FEAE G UFRIREE D Crax & IV, in vitro TiXZh T/ MNEEOT VT
Y (01%) KROAERMEEOT VT IV (4%) %=, Tirzepatide 13/ F#& 535729,
SHBEBEOLEERE L, PIRCHE~OBEITEE L 720 o7,

[LY3298176 MATE1L and 2K Inh] In Vitro Assessment of LY3298176 for MATEl and
MATE2-K Inhibition Potential

Tirzepatide 3 #¥) k7 o AR —F —TH 5 MATEL KO MATE2-K % [HE4 % Al REME 2 3F4M L
720 XK 200 UM DIEE D tirzepatide 2. b MATEL XX MATE2-K | 7 > AR—X — %R &
7 HEK Mz @i L7z,

Tirzepatide f77£ F T, MATEL KUY MATE2-K OIEE TH H[1AC]-A h AL 2 ORI ~D
SR, AR EZ VTR L 72, Tirzepatide O FEEF BAGFEA OMHIO 728, 0.1% HSA

(MEWAEE =7 U —) OfF(E T CafliA Fhi L 7=,

K 200 UM F TORRFEFIPH T, tirzepatide £, MATEL KO MATE2-K ZBHE Lo 7=,
ZDZ NG, tirzepatide 23 MATEL X1 MATE2-K i& ML 2 U C PR A C B B 72 5K +A B AR
MAEL SELAHERIIMENEZEZ b (F27.223)
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% 2.7.2.2-3  Invitro T tirzepatide A MATE1 & U MATE2-K MREH| & 745 2 ATREME M T
tirzepatide 38 1 [E 15 mg & 5R D EYHEEERADIEE

0.1% human serum albumin
Transporter ICs0 (12 M) DDI Index? >DDI Cutoff®
MATEL1 NI NA No
MATE2-K NI NA No

Abbreviations: Cmax = maximum concentration (1560 ng/mL [0.324 uM] for a 15-mg weekly dose at steady
state); Cmax,u = maximum concentration unbound; DDI = drug-drug interaction; fup = fraction unbound in
plasma (fup = 0.01); ICso = half-maximal inhibitory concentration; MATE = multidrug and toxin extrusion
protein; NA = not applicable; NI = no inhibition; QW = once weekly.

2 Cmax,u/lICsp where Cmax,u = Cmax x fup.

® DDI cutoff = 0.1 (FDA 2020), DDI cutoff = 0.02 (MHLW 2018).

[LY3298176-2020TP-SLC-Inh] In Vitro Assessment of LY3298176 for OATP1B1, OATP1B3,
OCT1, OCT2, OAT1, and OATS3 Inhibition Potential

Tirzepatide N##) b 7 » A KR — ¥ —ThH 5 OATPIB1, OATP1B3, OCT1l, OCT2, OATL,
OAT3 #PHET D AlfEMEZFHEi L7z, & b OCT2, OAT1, KU\ OAT3 #ZEHRIL Xt 7= HEK Hf
Jdr NS 7 A VAR B —IC L DI EATE b OATPIB1, OATP1B3, M TX OCT1 % i3
B &7 HEK fli % fiv 7=, OCT1, OCT2, OAT1, K UF OAT3 Tidfk Kk 200 uM. OATP1B1 }
Y OATP1B3 Tldfx K 250 uM DIEFE D tirzepatide 73 Z L5 D kT v AR — X — & [LES 5 n[REM:
Ze BFA L 72,

Tirzepatide {7/ FCD, % N7 v AR —X — DStk L7c SSEOMIN~OER % | i
{bER L 2 TR L 7=, Tirzepatide DIERF EAVFE S O D72, 0.1% HSA (fENEE~ U
—) 1F(E FTHEME L7, OATP1B1 &1 OATPIB3 DOFHEIL, AFAEE DT /L7 I (4% HSA,
JERGEE 7 V) —) AL T THafli L7z,

® K 200 uM E TOWEFEEEIPH TIL, tirzepatide |X., OCT1, OCT2, OAT1 K 1* OAT3 % [HE

Lo Tz,

o HWIOREBRTIX., B/NEE (0.1%) OT /LT I UA(FE R T, tirzepatide 12 L % OATP1B1
DOIREDTRD BT, tirzepatide DIEFE G Crax 2 H W THE L7- OATP1B1 @ DDI f5
X, invivo LEOFREMEEZRT I v M 7EZ 5 FlRl> Tz (R 2.7.224) . £OD
HBORBRT, EHAEE (4%) OT VT I OFE T T, tirzepatide DL D Crax

(0.324 pM) % K& < kADoK 250 uM @ tirzepatide T OATP1B1 DORLEIIFRD B L7z )
ST (2722-4) , $AETHE, ZRHD invitro 7T — X X, tirzepatide |2 & 5 OATP1B1
ZA Lz invivo TOEVMALER DY A7 BMEWZ L AZ/RLTW5,

o EAHIORERTIE, F/PNEE (01%) DT LT I UAF(E T T, tirzepatide (25 % OATP1B3
DORAENGTRD B0, tirzepatide DIERE A Crax 2 W THEH L7- OATP1B3 @ DDI 5
L. invivo [REDOFREM A2 RT T v M A T EE S FE- TWe (£27.22-4) , O
#%ORER T, tirzepatide ® OATPIB3 (2% 95 ICgq I&., AEFANRE (4%) OTNVT I U
EFC, B/MRE (0.1%) O7 VT I UF(E TR LR L TRE DN -T2 (F27.224) |
Tirzepatide D FEVEFE D Chax & F W CTHEH L 7= OATP1B3 @ DDI #5841, in vivo B O FTHE
PEIRT D Y bATEE FlEl-> Tz (32722-4) , #8AT5E. ZRHD invitro 5
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Ir

ML CRRRAICEE 2 MM AEM 2B U S D ethidRn £ B 2 b,

— X%, tirzepatide (Z 25 OATP1B3 %41 L 7= in vivo TOIEWFHAEIERAD U 2 7 HMEnZ
LERLTWND,
PLEJX D tirzepatide 75 OCT1, OCT2, OAT1, OAT3, OATP1B1, Xix OATP1B3 JEMEfHE %

% 27.2.2-4  Invitro T tirzepatide A5 OATP1B1. OATP1B3. OCT1. OCT2. OAT1., R U
OAT3 MPAEHI & % 2 aJREM A UV tirzepatide 58 1 [E 15 mg I 5B QO ZEWBEERADIEE

0.1% human serum albumin
Transporter 1Cs0 (UM) DDI Index? >DDI Cutoff®
OATP1B1 15.6 0.00021 No
OATP1B3 2.81 0.0012 No
OCT1 NI NA No
OCT2 NI NA No
OAT1 NI NA No
OAT3 NI NA No
4% human serum albumin
Transporter I1Cs0 (UM) DDI Index® >DDI Cutoff®
OATP1B1 ~6% inhibitiond NA No
OATP1B3 129.65 0.0025 No

Abbreviations: Cmax = maximum concentration (1560 ng/mL [0.324 uM] for a 15-mg weekly dose at steady

a o T o

state); Cmax,total = maximum observed total drug concentration; Cmax,u = maximum concentration unbound,;
DDI = drug-drug interaction; fup = fraction unbound in plasma (fup = 0.01); ICso = half-maximal inhibitory
concentration; 1Cso,total = half-maximal inhibitory total concentrations; NA = not applicable; NI = no
inhibition; OAT = organic anion transporter; OATP = organic anion-transporting polypeptide; OCT = organic
cation transporter; QW = once weekly.

Cmax,u/1Csp where Cmax,u = Cmax X fup.

DDI cutoff = 0.1.

Cmax,total/IC50,total.

At the highest concentration tested, 250 uM.

[LY3298176-2020TP-BCRP-Pgp-In] In Vitro Assessment of LY3298176 for Breast

Cancer Resistance Protein (BCRP) and P-Glycoprotein Inhibition Potential

Tirzepatide 23384 + 7 o AR—Z —Td % BCRP e O} P-gp ZFHET B alerE 23 L7, & b

BCRP % 7RI BIFBL S 72 Sf9 B fuffifi 3B 5 8 AT MDR1 Z iR E 72 HEK
FRE s S VERR U 72 SCEs /NI 2 VN C | tirzepatide @ BCRP M OY P-gp FLEMERA Z s L=,
Tirzepaitde f#7E FC?, BCRP DIE TH % [BH] -1 AN ZF L XL P-gp DIETH S [3H]
-E T T AF U OMBRNASOER A BEGHME R E I CRME L7z, Tirzepatide D IFFFEAY
fEaOmME D7D, 01% HSA (EIEEZ U —) fFEF CHEli L7z, Mt LekERE TH D
200 pM @ tirzepatide (2 5 BCRP KT P-gp DFLEEIAIE 50%LL FTh-o7- (627.225) , =
D L6, tirzepatide 73 BCRP X% P-gp {EPERHE 2/ U CEEIRMIIC EE 2R KM A/ER 2 £ C
SH D AREMEITIR VW E B 2 BT,
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tirzepatide

% 2.7.2.2-5  Invitro T tirzepatide A BCRP & U P-gp MDEEH| & 4 2 AT REME M T
tirzepatide 38 1 [E 15 mg & 5R D EYHEEERADIEE

0.1% human serum albumin
Transporter I1Cs0 (uM) DDI Index? >DDI Cutoff®
P-gp ~ 50% inhibition® NA No
BCRP ~20% inhibition® NA No

Abbreviations: BCRP = breast cancer resistance protein; DDI = drug-drug interaction; Cmax = maximum
concentration (1560 ng/mL [0.324 uM] for a 15-mg weekly dose at steady state); Cmax,u = maximum
concentration unbound; fup = fraction unbound in plasma (fup = 0.01); NA = not applicable; P-gp = P-
glycoprotein; QW = once weekly.

2 Cmax,u/ICsp where Cmax,u = Cmax X fup.

® DDI cutoff = 0.1.

¢ At the highest concentration tested, 200 uM.

27222 ERIREEHER
272221 HBHAANT2DM BEZEOEWEERUVELE
2722211 GPGC

GPGC: A Multiple-Ascending Dose Study in Japanese Patients with Type 2 Diabetes
Mellitus to Investigate the Safety, Tolerability, Pharmacokinetics, and Pharmacodynamics of
LY3298176

GPGC #lliX, AARAN T2DM EE A x5 & Lo, & LH, ZhusxdtF. #irE X OFHhE B M.
7T AR, EER L, WATEEM. 8EM], HEMHEKERGHRBRThH o,

AREBRO B, HAAN T2DM BE TO tirzepatide D224, ZaM:, PK, KO PD % #Afi4
HZEThoT,

AR, Rl 31~T0 7% D H AN T2DM 3 48 i) (B4 47 B, &tk 1 61)) 2fAAND
M. 1EILLETZ 2R X tirzepatide DUV D 525217 7=, Tirzepatide O #e5-7 K ONFH &
WLz DL FIORT, #6fllZ GPGC iBR AR A IS E (5 5.3.4.22H) TR,
® 5mg#¥ : 5mg tirzepatide 1~8 i
® 25/5/10 mg #¥ : 2.5 mg tirzepatide 1~2 3, 5mg3~4 i, 10 mg5~8 i
® 5/10/15 mg #¥ : 5 mg tirzepatide 1~2 #, 10 mg 3~63iH, 15mg 7~8

(=

&

o RUEASOEN - AFEFRIIRHBELOEBEEAEFSTHY . L THEKFNT
bV, HEEITRE ChHoTo, HHBEEAEFRIL, tirzepatide DF5-BR LA LG DT,
F0Z<BHHNT,

® Tirzepatide ® PK /N T A —X% %3 2.7.2.2-6 KU 2.7.2.2-7 12, MHET tirzepatide i -y i HE
BaX 27221 KO 2.7.2.2-2 |27
> MHEH tirzepatide O tyax O FIRAEIL, 57 24~48 FffH] Th > 7=,
> tp OFEEITKSAETHY . ZORRITE LIBOMEEZFTL2bDOTH- T,

® Tirzepatide 5mg Z i 1[0 8 EMKE L L= & 2 O RFEREIIN 2 TH o2, 2 0 RFEREK
Xt ICESWTHEE LIZfE L [ARETH U | PK OFTEMED RIE ST,
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tirzepatide

® [ AN T2DM BHIT tirzepatide i 1 MG L7z & & ZEiENE R OV 7L 20— R PRFEIF

IZ HbALC MK F L, RENEAD Lz (1K2.7.22-3 KON 2.7.2.2-4)

> Tirzepatide 5mg. 10mg., &N 16 mg 52 LV EEFE7 L a—AREIX TR &
WLTIETL, &5 8 HIFOZ{LED T TR L DEDR/N_FLEHE (95% CI) 1%
ZhZi-5271 mg/dL (-69.57 7>1-35.85) . -69.08 mg/dL (-85.85 7> 5-52.30) . K
1%-68.92 mg/dL (-84.61 H25-53.23) T~ 7=,

> #E 8O T TR Ll L7z HbAle DB L BEDED /N " FH4)E (95% Cl) 1%
R T-157% (-1.92 7 5-1.23, p<0.0001,75/10/15mg &) TH Y, KEOEILEDZED
e/ ZFREME (95% Cl) 13K T-6.59 kg (-7.92 7>5-5.26, p<0.0001,75/10/15 mg #%)
TohoT-,

PLEX Y ARBRO AL OHEWEE TG LT tirzepatide D%, AN, KT PKIPD
a7y At BHAAN T2DM B3 (261 5 tirzepatide # 1 A% 5- DB % X+ 2 LD TH -
2o AR THE LN HAAN T2DM BEOD tirzepatide © PKIPD 7' 11 7 7 A UL, JeAT LiziEst
GPGA B T LN T-FME AN T2DM BB E D PK /8T A — X OFE R EFERI L TS &2 bz,

% 2.7.2.2-6  Tirzepatide D¥EIZRE5%HD PK/X5 A —4 (Week1) (GPGC iRER)

Geometric Mean (Geometric CV%)
LY3298176 Dose 2.5/5/10 mg 5/10/15 mg 5 mg (QW)
N 12 16 11
AUC(0-1)? (ng*h/mL) 26100 (27) 54400 (16) 48800 (16)
Crmax (ng/mL) 215 (18) 442 (23) 364 (20)
tmax” (h) 35.99 (24.00, 72.00) 48.00 (24.00, 72.00) 48.00 (23.98, 72.00)

Abbreviations: AUC(0-t) = area under the concentration versus time curve during 1 dosing interval;
Cmax = maximum observed drug concentration; CV = coefficient of variation; N = number of patients;

QW = once weekly; ty3x = time of Cpyax-

2.5/5/10 refers to titrated doses over 8 weeks where 2.5 mg was given QW for 2 weeks followed by 5 mg for
2 weeks and 10 mg for 4 weeks.

5/10/15 refers to titrated doses over 8 weeks where 5 mg was given QW for 2 weeks followed by 10 mg for 4
weeks and 15 mg for 2 weeks.

a ¢ =168 h.

b Median (minimum, maximum).
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% 2.7.2.2-7 Tirzepatide DExIEFZRE5HD PK/XT A —4 (Week8) (GPGC RER)

Geometric Mean (Geometric CV%o)
LY3298176 Dose 2.5/5/10 mg 5/10/15 mg 5 mg (QW)
N 11a 12b 11

AUC(0-1)¢ (ng*h/mL) 192000 (16) 285000 (15) 104000 (19)

Crmax (ng/mL) 1520 (15) 2270 (17) 838 (22)
tmaxd (h) 24.00 (24.00, 48.00) 48.00 (24.00, 48.05) 48.00 (23.83, 48.00)
ty/p¢ (h) 135 (105, 186) 121 (94.4, 138) 127 (112, 144)

CL/F (L/h) 0.0311 (25) 0.0321 (17) 0.0288 (21)
VZ/F (L) 6.04 (14) 5.61 (13) 5.27 (15)
RA - - 2.12 (14)
Peak to trough 2.07 (19) 1.94 (21)f 2.14 (12)

Abbreviations: AE = adverse event; AUC(0-t) = area under the concentration versus time curve during 1 dosing
interval; CL/F = apparent total body clearance of drug calculated after extra-vascular administration;
Cmax = maximum observed drug concentration; CV = coefficient of variation; N = number of patients; Peak
to trough = ratio of Cj5 t0 Cppip (at 168 hours); QW = once weekly; RA = accumulation ratio; ty, = half-
life associated with the terminal rate constant in non-compartmental analysis; ty,5% = time of Cyay; VZ/F =

apparent volume of distribution during the terminal phase after extra-vascular administration (Week 8 dose
only).

2.5/5/10 refers to titrated doses over 8 weeks where 2.5 mg was given QW for 2 weeks followed by 5 mg for
2 weeks and 10 mg for 4 weeks.

5/10/15 refers to titrated doses over 8 weeks where 5.0 mg was given QW for 2 weeks followed by 10 mg for
4 weeks and 15 mg for 2 weeks.

a One patient in the 2.5/5/10 mg QW titration group discontinued after receiving 1 dose of LY3298176 (2.5
mg) due to patient decision (concern about study procedures/perceived risks)

b One patient in the 5/10/15 mg QW titration group discontinued after receiving 4 doses of LY 3298176 (5, 5,

10, 10 mg) due to an AE (decreased appetite). One patient skipped dosing on Day 43 due to an AE (not

related to study treatment) and was not up titrated to 15 mg. Two patients were not up-titrated to 15 mg by

the investigator’ s decision considering the patients overall condition, including AEs.

t =168 h.

Median (minimum, maximum).

Geometric mean (minimum, maximum).

N = 10.

-~ ® O O
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Abbreviations: QW = once weekly; SC = subcutaneous; SD = standard deviation.
Note: Lower limit of quantitation is 2 ng/mL.

[ 2.7.22-1 Tirzepatide R TR 5#®DF (+SD) M3 tirzepatide iREHEFE (Week 1)
Linear scale (ER) XU Semi-log scale (TE) (GPGC E&R)
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tirzepatide

10000

272

—&- 2.5-5-10 mg LY3298176 (N=11)
-~ 5-10-15 mg LY3298176 (N=12)

_________________ —@— 5mg QW LY3298176 (N=11)

)
£
Sy
(2}
L=
= 1000—M o o TNl T
2o N S
s 3
= G [ * Y,
@ = T T e e
v Y TN Tl T
5 Tl
S 100 E
o =
E =
w
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o 2l
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&> 3
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o =
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-
1 T L T ]’ L T T I T T 1 'I T T hl ] T T L I
0 168 336 504 672 840
Time (h)

2.7.2.2-2

i PR S BE AR BR

Abbreviations: N = number of patients; QW = once weekly; SC = subcutaneous; SD

= standard deviation.
Note: Lower limit of quantitation is 2 ng/mL.

(GPGC :E&)
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200 4

180 4

160
1404 4

120 4

Fasting Quzose [mgidl)

100

a0

Study Dey
® Facebo © 25mgiSmg/10mg L¥323175 ® Smgd 0mg s 15ma LY32I6175 O 5mg Ly32368176
Abbreviation; T2DM = type 2 diabetes mellitus.
Placebo = placebo (Days 1, 8, 15, 22, 29, 36, 43, and 50)
2.5 mg/5 mg/10 mg = 2.5 mg LY 3298176 (Days 1 and 8)/5 mg LY 3298176 (Days
15 and 22)/10 mg LY3298176 (Days 29, 36, 43, and 50)

5 mg/10 mg/15 mg LY 3298176 =5 mg LY3298176 (Days 1 and 8)/10 mg
LY3298176 (Days 15, 22, 29, and 36)/15 mg LY 3298176 (Days 43 and 50)
5mg LY3298176 =5 mg LY 3298176 (Days 1, 8, 15, 22, 29, 36, 43, and 50)

2.7.2.2-3 T2DM £E3EI(C tirzepatide 28 1 [EE 5 L1- L EDTFHEEES IILO—XBEEHR
(GPGC & E&R)

2.7.2.2-4 Tirzepatide &8 1 EHEE L= EDREDR—RAS A4 UL EHEL=DHTRE
(GPGC R ER)
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2722212  GPGO B

GPGO: A Phase 3 Study of Tirzepatide Monotherapy Compared to Dulaglutide 0.75 mg in
Patients with Type 2 Diabetes Mellitus (Addendum)

GPGO #BiiX, HAAN T2DM B A %51, HEMWHEIEIZ LY tirzepatide # 1 [7] 5 mg, 10 mg,
X% 15mg DHEFFHEZ G LT EOANMER LR EZT 27 7 /vF K 075 mg ¢ 5- & Hig
L7z, B2 MO 340, Lhisxdelnl, #IER b, —HER, WATHH, FEEAFERBRTH 72,
ARREROMIE T, HAN T2DM #BH 2RI, el 2 7z tirzepatide o PK DR & OF
tirzepatide ™ PD DEPERAVGFIMI 2 FhE L7z, 241D DOFER %, ERIREHERER & L CRIAICHE T 5,
GPGO ARERMHIEIZIE, GPGO BRIZSM L7o#iRE D 5 b s 40~72 5D H AN T2DM &
48 15l (BB 41 B, &k 7 1)) DSHAANL DT, HEK O E 5L - &5 HMiX, GPGO ik
LFRIEECH -T2,

P4 GPGO kBRI B G R 5 E i (5 5.3.5.1.8 1) 1TRT,

® Tirzepatide Z Hi[RI K ONIEK G- Lt &, WTFHLOHETY tmax T REIZK 24 B TH

0 (X27.2.2-5 KU 2.7.2.2-6) | typ DEEEIEITHK 5~6 H Th o7z (F2.7.2.2-8 K F

*27.229) ,

Tirzepatide ® Cpax M OY AUC, DRAEEE T, I Teda R LFIRIZEIN L 7=,

AGRER TS/ tirzepatide @ PK OfERIE, iR) 615 547z tirzepatide @ PK & —H LT\

7

o PRRMAME LT, BB AT A—2 R, MAELE), MOMEHEMIZE 2 28 s

TR L 7=,

> BFERAMARICEDBBRRH AT A —FFHMORR, WhEHE, o RY Al 7=
Ml KO C-XFF FIED AUCqhgh DN— A T A b #es 32 i £ TOML T &L,
T 2T 7F K 0.75mg BEE L LTI o tirzepatide £ T HFHFIICAEICKE
Nz,

> BEGHEORER, tirzepatide FEL VT = 7 7 /LT REECRIMEOAEEIN L, tirzepatide F£ T
ZENGRES D LTz s, BERIZEITR D b e o7z,

> Rl =2 — 2 K 2 MBEEB) ORI ORE R, 32 R R ML E S 70~180 mg/dL T
bollE (43) 1TV THOREGHETHRN—A T A UInbREHARICAE BICER LT,
LnL, X"—=RAT A Unbfeh 32 HRFE TCOE(LE T, tirzepatide #f &7 = 7 7L F
K 0.75 mg B & O THFHFIICA B R ZITR O Lo T,

> SHLERETEOFE R, tirzepatide 10 mg &Y 15 mg BE T, 52 # B OAK &, ¥ /X0 E
B, KOKEMEIIN—Z2 T A VbR FNICHREICHE Y Lic, 7277 F K
0.75 mg #f & bl L C tirzepatide 15 mg #£ T 5. 52l H OFKGEDOX—ZA T A v D
OV BTG FONCHEBRENRBO b, T2, 7277 /VF 8 0.75mg B & b
L C. tirzepatide 10 mg X X 15 mg BETH 7 HEK ORI &EORX—AF A4 L InH D
BB FEINIAEREDNRD bivic, oKy EROERIENEORD A KEBD
DERERTH T,
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tirzepatide
% 2.7.2.2-8 Tirzepatide D¥EIZREED PK/X5 A —42 (Week0) (GPGO KER)
Geometric Mean (Geometric CV%)
Tirzepatide Dose 2.5 mg
Study group TZP 5 mg TZP 10 mg TZP 15 mg All
N 9 11 9 29
AUCS 27700 (25 26400 (18)b 26200 (16 26700 (19)c
(ng himL) (25) (18) (16) (19)
Crmax (ng/mL) 219 (30) 221 (23) 222 (18) 221 (23)
trad (h) 23.63 25.55 24.00 24.57
max (7.00 - 75.23) (22.48 - 49.10) (8.00 - 49.38) (7.00 - 75.23)
tyoh (h
2" () 135 (92.7 - 209)e 132 (93.2 - 175)e 119 (94.8 - 185)f 129 (92.7 - 209)9
CL/F (L/h) 0.0495 (25)e 0.0496 (26)e 0.0585 (22)f 0.0520 (25)9
VIF (L) 9.64 (39)¢ 9.47 (12)e 10.0 (20)f 9.69 (25)9

Abbreviations: AUC, = area under the concentration versus time curve during 1 dosing interval; CL/F = apparent
total body clearance of drug calculated after extra-vascular administration; Cpax = maximum observed drug
concentration; CV = coefficient of variation; N = number of patients; PK = pharmacokinetics; ty;, = half-life
associated with the terminal rate constant in non-compartmental analysis; tyax = time of Cax; TZP =
tirzepatide; V,/F = apparent volume of distribution during the terminal phase after extra-vascular

administration.
t=168 h.

N =10.

N = 28.

N =6.
N =5.
N=17.

oSDKQ hD® O O T D

Median (minimum, maximum).

Geometric mean (minimum, maximum).
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2.7.2 FRARIRERRER

% 2.7.2.2-9 Tirzepatide DIFAEIZH T HEFKRETD PK/NS A —4 (Week 32)
(GPGO i#E&)
Geometric Mean (Geometric CV%)
Study group TZP 5 mg TZP 10 mg TZP 15 mg
N 7 102 9
AUC.b(ng h/mL) 94800 (16)c 197000 (36) 288000 (21)
Crmax (ng/mL) 835 (23) 1730 (46) 2370 (21)
tmaxd (h) 24.63 (8.00 - 48.00) 23.57 (8.00 - 72.00) 24.08 (8.00 - 47.50)
t1/2n (h) 146 (121 - 269)e 121 (104 — 156)f 122 (103 - 148)f
CLg/F (L/h) 0.0528 (16)f 0.0507 (36) 0.0502 (22)9
Vzss/F (L) 11.1 (51)e 9.47 (48)f 9.43 (19)f

Abbreviations: AUC, = area under the concentration versus time curve during 1 dosing interval;
CLgs/F = apparent total body clearance of drug calculated after extra-vascular administration at steady state;
Cmax = maximum observed drug concentration; CV = coefficient of variation; N = number of patients; PK =
pharmacokinetics; t1, = half-life associated with the terminal rate constant in non-compartmental analysis;
tmax = time of Cay; TZP = tirzepatide; V; ¢s/F = apparent volume of distribution after extra-vascular

administration at steady state during the terminal phase.

a One patient <IEM>had anomalously low tirzepatide plasma concentration. All PK parameters were
excluded from the summary statistics. Summary statistics including this patient can be found in Listing of

Compliance appendix.
t=168 h.
N =6.

N =5.
N =6.
N=7.

oKQ —hD® O O T

Median (minimum, maximum).

Geometric mean (minimum, maximum).
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-
£ 300
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©
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QO 150 7
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&
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o
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-
§ 500
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£
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§e)
©
=
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100
o
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£
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o Tirzepatide 5mg group
© v Tirzepatide 10mg group
2 * Tirzepatide 15mg group
®©
o
10 -
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|_

0 24 48 72 96 120 144 168
Time Postdose (h)

Abbreviations: h = hour; SC = subcutaneous; SD = standard deviation.
Note: Lower limit of quantitation is 2 ng/mL.

2.7.2.2-5 Tirzepatide 2.5 mg #1EIE TR E5#Z DT (+SD) M tirzepatide jREHF
(Week 0) Linear scale (ER) KU Semi-log scale (FE) (GPGO E&)
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Abbreviations: h = hour; SC = subcutaneous; SD = standard deviation.
Note: Lower limit of quantitation is 2 ng/mL.

2.7.2.2-6  Tirzepatide 2.5 mg E FiX5 % DEFIRETD
Tty (+SD) I#Eh tirzepatide JEEH#HFS (Week 32)
Linear scale (ER) XU Semi-log scale (TE) (GPGO E&)
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272222 HSEAEEREFERERY T2DM BEOEYHERVENZ
2722221 GPGARE

GPGA: A Single- and Multiple-Ascending Dose Study in Healthy Subjects to Investigate the
Safety, Tolerability, Pharmacokinetics, and Pharmacodynamics of LY3298176 and Multiple Doses in
Patients with Type 2 Diabetes Mellitus

GPGA #BRi%, SMEANMEREAERE 2 x5 & Lc 2k — MEHE R L (OS— K A) KO
4 A EEEER S (3— 1 B) |, WWNIHE AN T2DM BFE 25 & Lz 4 B8 ) S 5
wHEG (S—1F C) @ 3/— TSNS, ShisxdkFE, #EE M OFHhE SR, BEIE/L.
7T R AR, LHERBRCTH o/, 73— b B TlE, GLP-1 OFEBERIZBIT 2% PD D5 HE*T
ELTT 277 0F REaHii Lo, ARBRTIX, tirzepatide Z % PG L7z & &M, A%
PE. PK X OVPD Z 3 L7z,

146 BIASHHA AL DAL, 142 1] (BEREHERE 89 #1] : /S— ~ A XKUY B, T2DM M4 53 fi] : /13—
FC, 21~68 i%) M 1 RUETZEAR (294]) . =27 27/VFF 15mg (4 ) . XiX
tirzepatide (109 ) OG- %221} 7=, £/3— L O tirzepatide D HEZE LI FIZRd, #flZ GPGA
AR RIS & (55 5.3.3.1.11H) TR,
® /X—] A:025~8mg
® X— |k B:05~45mg [EEMHEZE 1[0 4 BEEES XX 5/5/8/10 mg ONALZHE 1 =] Sy

5
® — | C:05mg X/ 5mg EEMEZME 1\ 4 @EKESE S L <X 5/510/10mg XX
5/5/10/15 mg O MEIZ I 1 [5]F E: i 5 5-

i e Mo OV A

o RUEHIGOE NPT AEFZRIL, FWIHRE KO T2DM BF & b ICHLBEEA EFRSR (D,
e, TR, AABLER, MM THY . GLP-1 ZERKREEHKO 7 T AEA L —EHLTW
7z. BGREEAEFEEZORBEIG I ELARTHEM LT,

® (HEEEHYERE 1T tirzepatide ZHAM K H L7z b X HIGBHEAFERLOREN/HEIML, 5mg 2

MTD & &2 b7z, MEMHIEIC X2 EKR G TIE 5mg 282 2 & TEAREREO b

7=

M4 tirzepatide #EE & QTc MFRIE R & ORI BIEMEIIEED biLieh o7,

Tirzepatide ¢ 5-12 X 0 | f@HEHERE K& O T2DM BE TOHIE O BEMER 233880 ST,

M E tirzepatide @ tmay @ AN, BG4 24~48 KE] CTh - 7= (X 2.7.2.2-7)

typ DRAPEEEITHKIS HTHY . ZORRITHE L BIOMEEZZFT LD TH -7,

TR G SR 12 tirzepatide 0.25~8 mg % Hi[a[E: 5- L 7= & X O tirzepatide @ PK K& OVH & il &

R L7z, e R E RS EIC OV THETHIE L7ZIBEEE (AUC LY Chay) DR&(F

PIED L 0.8~0.85 T - 7=, FEEFEHERE (T tirzepatide & &G L= & & DFARTHIEL

7B (AUC KX Chay) DORMEEMED T 1.1~1.3 TH Y, BRTeiafl & Lpln/ng

B R ORI 2R LT
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Tirzepatide % 1 [0] 4 B ER G Li- & &0 AUC IS < BRI, BEFEIERE T 1.8,
T2DM BE T 1.6 ThoT-, ZOBRBRIIT tiyp ISV THEE LB EFAETHY . PK D
PRI DS RS S 472,
Tirzepatide ™ PK /X5 A — % %, @J%%B’Z%%k T2DM BE CTHEIL T\,
Tirzepatide O & (15mg UL bk, @ 1) Z#&EGEL-EE, 7B/ 7200 AUC
BT D Z L 72K Chax DFI B0%DIR T & tax P 1 IO IERIEFRD 541, tirzepatide
LR HNEEHEE O TR S 7,
@E@%ﬂz%ﬁ%‘&o T2DM B Z tirzepatide % [EE A& Cl 1 8] 4 EERER ST 5 &, 1HH
EHEE LT 4 [ H ORGZICENAEPEHSEE O F2REE CTlIR< 2 Z LRI, ¥
X7 47X DNRO LT,
FMEIN T2DM 37T tirzepatide 238 1 7] 4 WG L1z & &, ZEEREOEHZ 7LV a— AR
FETNT HbALe 2METF L, (RN L7e (427.2.2-8 LUK 2.7.2.2-9)
> Hh5 3O T T AR L LB L7z tirzepatide BEDZEEIE 7L 2 — AR D LD /)N
THREMME (95% Cl) X2 b2 R b R E WA T 0.68 (0.56 725 0.83) Th oz,
> 5 4 BEEO T TR EHE LT HbALC OX—R2 T A U inD OEALEO RN F -
Yifii (95% CI) 12K T-0.84% (-1.17 7 5-052) TH Y . KEPHD O/ FeF-H)
i (95% Cl) 13/ K T-2.62kg (-3.79 525-1.45) Th -7,

UL E XD, tirzepatide @ ¥ 51 T2DM & CTolfiia bo— L z2dE L, ARBRO

tirzepatide D2 aME, AAEME, KO PKIPD 711 7 7 A L1, T2DM B3 T tirzepatide DBA%E %
XRTHHLDOTHHT,
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Abbreviations: QW = once weekly; SC = subcutaneous; SD = standard deviation;
T2DM = type 2 diabetes mellitus.
Note: Lower limit of quantitation is 2 ng/mL.

[ 2.7.2.2-7 T2DM B tirzepatide R ER THE5EZDFY (+SD) MIEH tirzepatide i=E
#7% (Day 22 [Week 4] ) Linearscale (ER) KU Semi-log scale (TR) (GPGA E&)
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Abbreviations: QW = once weekly; T2DM = type 2 diabetes mellitus.

[ 2.7.2.2-8 T2DME2EDHE (LEZ%E) . Hemoglobin Alc (EEA) RUY
EERFIILI—REE (TRE) ODR—RASA U bNELLE (FtY [£SD] ) (GPGA HER)
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Abbreviations: QW = once weekly; T2DM = type 2 diabetes mellitus.

2.7.2.2-9 T2DM &I tirzepatide 38 1 [8] 5/5/10/15 mg & 5% D
7THRA Y FIEBDAIEME (F9 [=SD] ) (GPGA iER)

272223 HRRATERUVKBEER
2722231  GPHX:HE&

GPHX: Disposition of [14C]-Tirzepatide Following Subcutaneous Administration in Healthy
Male Subjects

GPHX #BRIL, SMENEER B YEGERE x5 & Lic, Hifisk, HEKG., IEEMRABRTHY |
#) 100 uCi @ [14C] - fZ3k tirzepatide 7 & Tof) 2.9 mg (FHEIFER) 4.1 mg) O tirzepatide % Hi[m]fz
TG LTz & X ORGBED /041 B O tirzepatide @ PK % Il 7E L 72,

AGABRITIT, s 30~56 ik DIERE B MEGERE 6 Bl AN DI, REDNREBRZ T T L,

AGRBRFHHEIRF O tirzepatide D &K 4.1 mg THo 7228, FEERIZITHK 2.9 mg O tirzepatide 73
HIniz, ¥ 29mg THEHE S TV S RERR & ToH 54 100 pCi 17z S TH Y |
tirzepatide ™ PK, & &k QR 2 FHI 3 2 72T+ L & 2 7,

PRI G% 14 HIE (15 B H) EREREREICE £V, 156 H B £ TISIBBEEEZ Tz S 72
Mo T, FHRBREDOTD, KK 7 [0 48 HEOAREETHZ L L Lz, 2k OmiEfo
M HUHBENE N LHE T tirzepatide @ PK /3T A — 2 23l T~ 5 726D, G- O G2 (2R IR
(I L7z, &, tirzepatide DOMREMFEMM O 72 W< DD IR AT IR RAR 2 BB L 72,
Tirzepatide D~ A /37 > ADFHE L O O RIE D=, FREFHIIR K OFEFE IR Z BB L |
WA ZMIE LTz, FHRMAEDABETICS, PK KO REZRIET 5 72 DIZIR K O E L %
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B U7, SR IIR TREEZM- LA T 64 HEOWTFNORWHEE T, HEOHESBHRE
DOVt THZ & & LT, T IHAETIRP L O O ASHED 1.0%A & L7,
FEANZ GPHX sBRIGER G M A = (58 5.3.4.1.110) TR 7,

o A QMR B BRI I 5% 24 R CRRICEL, 0% 1 MR T L7,

M R O T oD typ DRTEEMEITIABIL TR Y | #9180 FFH] T -7z,

o MRS RE IS kI B A TP U BE D AUC o D SATT - ¥IE O Feid 0500 TH V)
tirzepatide 23 = DRI 2 G O T & A EMERBITLARWZ & DVRIER STz,
® Tirzepatide (XU ICHEME S 4v, R SUZEFEFITRE(LIED tirzepatide L7 H L7270

27,

>

MmAEH T, tirzepatide 1X1F & A EREARE UTHEAE L. FO08EBR MAE AU REIR B
DK 80% % LTz, MAEF NG, —fRAIRZ LRI DOBAGRIRIZ LD X7 F e
DO fRZZ T = ML Y M3 (R H) © M4 IS M13 @ 4 S OB ERH A FE
S, WL RIEER M P R EE O 5.7% AR TH o T, IR ORI,
— B 2 R DRI X BT T REKROSRIC LV IER S, U —
#5y & C20 NEMGmEER /3 13 RFr ST,

RIS 6 DORBNFEE S, 2 DO FEHY (M5 KO M7) 13EGEDOENE
1 20.6% K%V 9.4%TH Y . 4 S>OMENHMY (M8, M11, M17, KTIMI18) [TV Tih
HLEGED 3% ThH o7z,

EENS 6 DO (M12, M5, M19, M7, M11, & O* M8) MNHEE S, ThE
NG 6.8%, 3.3%, 2.9%., 1.0%., 0.6%, M(X05%Th-7z,

R IT, — 872 & X7 B O BAGRIRIZ LD X7 TF NEO & O C20 i5h
By D pERILTH Y . M11, M12, M17, ZROXMIQ (X & B2 I —ERy DT 2 R
MRS RIZ K DRI &= T 7=,

® Frhifh 336 M CHEGICERI Lo 7 — 2125 < & BT BRIT kT 2 P8 it
REEICRITH 70% CTh o7z, BHEMEAB G- U RED R AR PRI Th v | 5 HUHREIC
R 5 EUERITIR TR 50%, #EEH TR 21% Th - 7=,

® 5% 336 REMLIRRICERI LT A=A 7Y v 7 OF — X ZAME LT FE R, BRI
135 99% T, ZDOWNFRITZIRH THI 66%, #{H o THI 33% & HEE S iz,

272224

NAMTEEZRDFE

2722241 GPHI 48

GPHI:

Effect of injection site on the relative bioavailability of a single dose of tirzepatide in

subjects with low and high body mass indices

GPHI &R IE, (X BMI XU BMI OFMEAERERER A 2 /5 & LI-IERR, 3HF, 33—~
TR, BERAL, 7 e A A — = ERTH Y | tirzepatide 5mg ZHEIZ NG L7z EDOLT
DRI NA FT XA Z U T 1 Zd i L7z,
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® I T D BB SUI RIS O AL T XA F 807 4 (FEREZH
2712 IR T)

® [ BMI & U BMI OB NSA AT XA Z U7 4 (R 2 AREIZRT)

AR, Flis 24~70 s D BN 37 Gl K Otk 17 FloAFE 54 FIAZ L, X BMI ££H

(185 kg/m2 LIk 27.0kg/m2 LA T, -5 BMI=24.57 kgim2) K OV BMI £ (27.1 kg/m2 DL E
45.0 kg/m2 LR, %) BMI=32.93 kg/m2) (2 27 DA AN HiLiz, & BMI £ 5 5 15
%175 BMI 27.1 kg/m2 2L | 35.0 kg/m2 LA FCdH 0 | 12 523 35.0 kg/m2 i CTh > 7=, K BMIZERH D 1
BIAS, 5 3O E-AT A O IR IEMRA DS D 7o O IR B Y EE AT O] L 0 Bz kL=,

% BMIEM OBERE 1L, 6 DOTEFENI L — 27 = ZDOWTHMNICEELIZE D 1 b, E
fsh (Test 1) . KERES (Test 2) . K OMERS (Reference) (245 1[aldE&5E 3 1a], tirzepatide 5 mg
OHRI PG 2% 1 7, S EFEN~OFEORIZ 35 AL EOKREIM 2% 72, +3To
PR Y A GHIT tirzepatide 5mg D HE R TG &% F 7, PK #HiA & LT, miE
tirzepatide JR 2 JET 72D DMK AT LIz, F2 PK /XT A —4% L LT, miEH tirzepatide
? AUCq.o % O} Cpax % 5l L 72,

FEAEZ GPHI RUBRIEB RS2 (55 5.3.1.1.1 ) 1T,

il B e O

® BMI V77 —7 L O mET tirzepatide 2 EHER 41X 2.7.2.2-10 (2R L 7=,

® EHITNLZRID IR NEIKTO tirzepatide ® AUCool&. i BMIFER] & Hrili L T BMI 4[]
T 19%~25%5 7> 72,

® EHEM AW T O tirzepatide D Cpay 1%, 15 BMI£ER] & & BMI 4] & 0 ©8
LU Tz, b TRSEEEO, (K BMIER & BMIEEM]) 13 111 THY ., T D
90% CI /£ 0.80 /> 1.25 O#FIFHANTH > 7=,

® L G K ONK R % 5-HE D tirzepatide D Crax 1215 BMI4ER] & & BMIAER] THEEL L
TWTeAS, JEEEG-REOD tirzepatide @ Cmax 1%, & BMI 2 & iz LTI BMI £ TR
23%E Do T,

® BMI (X tirzepatide DOWLIL K OV EFE IZ B % KIFE S 3, HEHEALZ b /e W Bk To
tmax O FFSRAE R O8 tyyp OB IE, W BMIEERCHERLL Tz (3% 2.7.2.2-10)

® Tirzepatide & OEREPIRENGE TE R WAEFRZOFBBAE L, K BMI £ & & BMI 4
FCRETH -7z (5527.621H) ,

AGRERAE B KL O PopPK/PD it s S (55 2.7.2.3 TH) X V| tirzepatide MR/ MAE D B IZH

BERETH LR EGTHIENARETHL EEZ LN,
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tirzepatide
+£27.22-10 GESELUKRUBMI Y ITIIL—TZEDEE PK/AT A—% (GPHI iER)
Abdomen Upper arm Thigh

Geometric mean (Geometric CV%) Geometric mean (Geometric CV%) Geometric mean (Geometric CV%)
Parameter High BMI (n = 27) Low BMI (n =27) High BMI (n = 27) Low BMI (n =27) High BMI (n = 27) Low BMI (n = 26)
AUC(0-t1ast) 98700 (27%) 123000 (14%) 99900 (24%) 119000 (14%) 93300 (24%) 117000 (15%)
(h-ng/mL)
AUC(0-480) 92600 (25%) 115000 (14%) 93700 (22%) 110000 (13%) 88200 (21%) 109000 (14%)
(h-ng/mL)
AUC(0-0) 100000 (27%) 126000 (15%) 102000 (23%) 121000 (14%) 95400 (23%) 119000 (16%)
(h-ng/mL)
% AUC(tiast-0) 1.12 (67%) 1.24 (75%) 1.29 (71%) 1.48 (97%) 1.38 (70%)
(%)
Cmax (ng/mL) 544 (26%) 670 (19%) 553 (18%) 495 (21%) 546 (20%)
tmax (h)? 24.00 (8.00-36.07) 24.00 (8.00-48.00) 24.00 (8.00-48.00) 24.00 (8.00-120.17) 24.00 (8.00-96.00) 24.03 (12.00-144.00)
ty, (h)® 125 (103-168) 132 (109-155) 127 (102-154) 131 (86.0-170) 125 (102-154) 130 (77.8-173)
CL/F (L/h) 0.0499 (27%) 0.0398 (15%) 0.0492 (23%) 0.0412 (14%) 0.0524 (23%) 0.0419 (16%)
Vz/F (L) 9.02 (21%) 7.56 (13%) 9.05 (18%) 9.47 (18%) 7.84 (18%)
Vss/F (L) 9.44 (22%) 7.79 (14%) 9.36 (16%) 9.95 (17%) 8.53 (16%)

Abbreviations: AUC = area under the concentration versus time curve; AUC(0-480) = AUC from time zero to 480 h, calculated due to a number of missing 840 h samples;
AUC(0-tist) = AUC from time zero to time t, where t is the last time point with a measurable concentration; AUC(0-0) = AUC from time zero to infinity; BMI = body mass
index; CL/F = apparent total body clearance of drug calculated after extravascular administration; Cmax = maximum observed drug concentration; CV = coefficient of
variation; h = hour; N = number of subjects; n = number of observations; %AUC(t 1as-o0) = percentage of AUC(0-0) extrapolated; PK = pharmacokinetics; SC =
subcutaneous; t%2 = half-life associated with the terminal rate constant in noncompartmental analysis; tmax = time of maximum observed drug concentration; Vss/F = apparent
volume of distribution at steady state after extravascular administration; VVz/F = apparent volume of distribution during the terminal phase after extravascular administration.

2 Median (minimum-maximum)
b Geometric mean (minimum-maximum)
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Abdomen

Treatment: 5 mg tirzepatide SC
Injection site: Abdomen
Linear scale

800+ —
TO0 -+ -
B0
500 —
400
300+
200 —

100

Tirzepatide Hasma Concertration (ngfrl)

0 —r
T T T T T T T T T T T T T

u] | 140 210 260 350 420 480 560 B30 Foo Tra G40

Upper Arm

Tirme postdose (h)

Treatment 5 mg tirzepatide SC
Ihjection site: Lhaper Arm
Lingar scala

T00 4
OO~ ]
a00

400

300 :
T

-

200 - H“‘“m
%
T e

100

e
-Jr -
T T T T T T T T T T T T T
a 70 140 210 280 350 4z0 480 g0 530 Faoo 770 S40

Trzenetide Flasma Concentration (ng/mL)

Time postdose (k)
Thigh

Trestment: 5 mg tirzepatide SC
Injection site: Thigh
Linear scale

F00
B0 -
500 -
400
300

200 T

100 - H'"“‘“:g:_\—:_

T T T T T T T T T T T T T
u} 70 140 210 230 350 420 <430 SE0 B30 Foo 770 840

Tirzapafide Fasma Cancertration (ngimL)

Time postdose (k)

Abbreviations: BMI = body mass index; SC = subcutaneous; SD = standard
deviation.

2.7.2.2-10 BMIY T 5 IL—TF Z & D tirzepatide DFEYY (+SD) M#EH tirzepatide JEEEHF
(GPHI §£ER)
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2722242  GPGG Bk

GPGG: Pharmacokinetics of LY3298176 Following Administration to Subjects with
Impaired Renal Function

GPGG BRI, BEEE, WPEEEE, SUTHEEOBMAERE b L <X ESRD OSME APHBRHE 2 55 &
L72EATHERM] ., FEEM. Siiaedtm,. HRERE. BH—BRRR TH o7z, BHRERERRE O
tirzepatide @ PK % BHERE A I3 72 gl & il L7=,

MDRD f#i 5 2 CHH L= # 50T H O eGFRIZHSN T, Bl % < FREE K OVE M BERE EHE ISR
AT, BT B RERE Kk OB RERE S DAL UEA LT IR T,

® I EFERE : 90 mL/min/1.73m2 L E
1% SR REFSEE © 60~89 mL/min/1.73m2
H 4 SR RERE S« 30~59 mL/min/1.73m2
HEREHEREREE © 30 mL/min/1.73m2 Kl 7272 Lt 252 Tuhvgn
ESRD : Bz LE L+ 5

DU OB FERE D ETE D IRRMICHE R L7,
® CKD-EPICHH L7- eGFR
® Cockcroft-Gault 2, TH#E%E L 7= Cler

AGRBRIZIE, Fln 40~84 7% D Bk 30 Bl e Otk 15 DA G 45 Bl SHA AL B LTz, 2D D
b, BREERRREREE AR Y 8 B, AR TR HRRERE E B Y 8 B, EERERRERE E B Y 7
B} OY ESRD #8r# 728 8 Bl ToH D | Fillin, MHll, MOMKE T~ v F o 7 L7 BEHERED IEH 72 gkt
HEN 1B TH oIz, 456D 55 6 BIA T2DM BE Th o7 (BREBHRENERE 2 61, TEER
BRREMER 1, EEECRERRREMER 2 9, ESRD #BR#E 1)

RERIZSIN LT 45 BB ERED R G 252 T 1o, BHRES EF 2R D 1 615, &LH
YR CHIETH 72 2 L D DIEBRIEYEMOEWT Thik & 220 . 2o 1 flakR< 44 finik
BrRz5e T L,

T RTOHERTFT ) tirzepatide 5 mg & Hila| 2 TG S7c, FE PK/NT A—& & LT, MmEH
tirzepatide ™ AUCq_.o M (8 Cryax % #FA L 72

Pz GPGG BRI LS # (55 5.3.3.3.13H) 1T,

i e M OVAE A

® Tirzepatide DEEFEE (AUC KT Cax) W ONT typ 1, BIHERERE ERBRE & BHERENS IE W 72
WERE R TRBLRELI L T (3227.22-11) , BHEREREERER] T tirzepatide @ tyay O
FEICH B 22T e o Te (27.22:12) . Lol EEBEREREEMRRE O tpax O
gl (18 WEfE]) 13X, BEREEDNIET B | B TR E R R
FEYERF K& OV ESRD #¢BRE L bl L CRAWMEAR D o 7,

® EBEEENNIEF 2R & O T, AR MR E B . P EEEHREREERRE . X
VR E R RE R AR & L <1 ESRD #kBR#E Tld. tirzepatide 5mg A HLEIZ MG L7
& X O PKIZHGRINC BB 7250820 2 E 3 iEsR S iz (1X]2.7.2.2-11)
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® CKD-EPI X CHH L7z eGFR 3% Cockeroft-Gault X CHH L7= CLer TH¥E L7=, B
fEEERE & Y ESRD #£0 PK /X7 A —41%, MDRD f#i 5 X CHH L7 eGFR T/¥E L 7= i
Hroo PK /8T 2—% LFERILTE Y, AUC, Chaxe KON t1p IZEROH 5 2{LITFEO H i
o,

®  EHERENS IENW IR K UVR & 70 BUE B D B REFE TR 1T tirzepatide 5 mg & HERIFZ T
Beh LIz L EORRFMIIRFTH -T2,

PLEX Y | BEREREREE I tirzepatide @ PK ICEFIRAVICEE R EAY 5.2 9, BEKEEREEEE &

BT & %1 T 5 B3 T tirzepatide @ PK (2S5 < ABREIILE W EE 2 BT,

& 2.7.2.2-11 Tirzepatide 5 mg [R5 D tirzepatide M PK /85 A —Z [ZR(X T
BEHEEDEE (GPGG i#ER)

Parameter Renal Group N Geometric LS 90% CI for Ratio
Mean (Lower, Upper)
Normal 13 80503
Mild RI 8 84247 1.05 (0.864, 1.27)
AUC(.« (ng.h/mL) Moderate RI 8 103955 1.29 (1.07, 1.56)
Severe RI 6 83026 1.03 (0.836, 1.27)
ESRD 8 93395 1.16 (0.958, 1.40)
Normal 13 339
Mild RI 8 353 1.04 (0.836, 1.30)
Cimax (ng/mL) Moderate RI 8 369 1.09 (0.874, 1.36)
Severe RI 6 417 1.23 (0.966, 1.56)
ESRD 8 347 1.02 (0.821, 1.27)
Parameter Renal Group N Geometric Mean | Geometric Mean
CV%
Normal 14 121 94.4 — 145
Mild RI 8 121 94.6 — 138
t1/2 (hour) Moderate RI 8 147 118 — 195
Severe RI 7 117 105 —128
ESRD 8 151 124 — 206

Abbreviations: AUC.,, = area under the concentration versus time curve from time zero to infinity; ClI
= confidence interval; Cpyax = maximum observed drug concentration; CV = coefficient of variation; ESRD =

end stage renal disease; LS = least squares; N = number of observations; PK = pharmacokinetics; Rl = renal
impairment; t1,, = half-life associated with the terminal rate constant in noncompartmental analysis.

Model: Log(PK) = Group + Random Error.
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% 2.7.2.2-12 Tirzepatide 5 mg B [EI#%5& D tirzepatide M tyay (R IZT T BHEREDEE

(GPGG ER)
Parameter Group n | Median | Median of difference | Approximate 90% CI for
difference
(vs. Control) (lower, upper)
Normal 13 | 48.00
Mild RI 8 48.00 0.00 (-24.00, 36.00)
tmax (hour) Moderate RI | 8 60.00 0.00 (-23.50, 36.03)
Severe RI 6 18.00 -24.00 (-72.00, 0.00)
ESRD 8 48.00 0.00 (-24.25, 36.00)

Abbreviations: Cl = confidence interval; ESRD = end stage renal disease; n = number of observations; RI = renal
impairment; tmax = maximum observed drug concentration.
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Abbreviations; MDRD = modification of diet in renal disease; SC = subcutaneous;
SD = standard deviation.

B 2.7.2.2-11 BHELNEELHERERUVBHEESTERED
¥ (+SD) Mg tirzepatide jEEHFS
Linear scale (ER) KU Semi-log scale (FK) (GPGG E&)
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2722243 GPGQ &k

GPGQ: A Single Dose Pharmacokinetic Study of Tirzepatide in Subjects with Varying
Degrees of Hepatic Impairment

GPGQ aiRi%, B, THE, UIEEOIEEERES 2 A3 2/ ME ABERHE & L < I3THERED
EHF7RANE MRS 2 x4t & LUT- tirzepatide D Jifisk LR, WATRER], H[EIEE, IEEMR, H—
WIREER Cdh o 72, FFHEBEREGEBRE O tirzepatide © PK Z FFHEREDS I 72 glas L bbme L, JiF
FEREREZE )N tirzepatide D PK 12 5-2 B 88 2 /it L 7=,

AGBRIZIE, il 27~T2 5D B 24 Bl Otk 8 Bl & 32 Bl AAN BN, €D H
B BRI 7o B 28 13 1, B TRERE R4kt 25 6 B, S5 EE TR RERE H R 7% 6
B, M OVER TR RERR R E 8 7 B Th o7z, 32 Bl 5 HEEATHERERERHE 3 B2 T2DM &
FHThol, BERRE L 2o I HENTHERERE E R 1612 BR< 3L Z 58T Lz,

T RTOHERFE D tirzepatide 5 mg Z H[EIZ FEG- STz, EEPK /ST A —4 L LT, IfEH
tirzepatide ™ AUCq.., 2 ¥ Cryax % 2l L 72,

FEMl 2 GPGQ ARIp R eE (55 5.3.3.3.25H) 177,

il B e O

® AUC).o TN Crax (IZH-3< tirzepatide DR & (£ 2.7.2.2-13) W TNT tmax (3£ 2.7.2.2-14)
X FHEREDN IE S 7o kB B & PR RERE 5/ & CHLLL Tue, JIFHERE DN IEH 72 88 K
O RS RE & R BR o 00 14 Mo tirzepatide JEFEHERS A [X] 2.7.2.2-12 (TR T,

® HEHIRNTORE R, FTHEREDS I 2 BB BT 2 B R RERE ERED Crax & Y AUCq, D
/N T IBTEEO D 90% CHZ 1 2 & A TEY . ZTRO bhinotz,

® Tirzepatide DBEFE & Child-Pugh 2 =27 & ORI A B 72 BEMITIE8 0 B o 7=,
JIFHERE 7S IEH 72 BB B OV & 752 ERIE FEE D IR RE IR 5 5 BR #7 |2 tirzepatide 5 mg 2 HA[RIRZ T
BhH LT EOARMEIIRBGTH T,

LLERY | IFHEREREE 1L tirzepatide @ PK IZERIRAYIC S0 8% 5.2 97, IFHgRER S BE C

tirzepatide ™ PK |25 < &I TN E oW B X HivTz,
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& 2.7.2.2-13 Tirzepatide 5 mg [R5 D tirzepatide M PK /85 A —Z [ZR(X T
FFHaeDFE (GPGQ 5ABR)

Parameter Hepatic Group n Geometric LS Mean | 90% CI for Ratio (Lower,
Upper)
Normal 13 87520
AUC(0-00) Mild (CP-A) 6 94298 1.08 (0.879, 1.32)
(ng.h/mL) Moderate (CP-B) | 6 84057 0.96 (0.79,1.17)
Severe (CP-C) 6 74551 0.852 (0.699, 1.04)
Normal 13 525
Mild (CP-A) 6 481 0.916 (0.726, 1.16)
Cmax (ng/mL) Moderate (CP-B) | 6 526 1.00 (0.802, 1.25)
Severe (CP-C) 7 510 0.972 (0.784, 1.21)

Abbreviations: AUC(0-o0) = area under the concentration versus time curve from time zero to infinity; Cl =
confidence interval; Cmax = maximum observed drug concentration; CP-A = Child-Pugh Class A; CP-B =
Child-Pugh Class B; CP-C = Child-Pugh Class C; n = number of observations; LS = least squares; PK =
pharmacokinetics.

Model: Log(PK) = group + Body Weight + Random Error

3 2.7.2.2-14 Tirzepatide 5 mg B [E#%5& D tirzepatide M tyay (SR IZ T AFHERED L

(GPGQ #5&)
Parameter | Group n Median | Median of Approximate 90% CI for
Difference (vs Difference (Lower,
Control) Upper)
Normal 13 24.00 0.00
tmax (hour) Mild (CP-A) 6 24.00 0.00 (-4.00, 12.00)
Moderate (CP-B) | 6 24.00 0.00 (-12.00, 12.00)
Severe (CP-C) 6 24.00 0.00 (-11.83,4.17)

Abbreviations: ClI = confidence interval; CP-A = Child-Pugh Class A; CP-B = Child-Pugh Class B; CP-C =
Child-Pugh Class C; n = number of observations; tmax = time of maximum observed concentration.
Tmax is analyzed using the Wilcoxon rank sum test.
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Abbreviations: SC = subcutaneous; SD = standard deviation.

2.7.2.2-12 FFHEEENEELKERE R U HEEESHERE D
¥ (+SD) Mg tirzepatide jEEHFS
Linear scale (ER) KU Semi-log scale (FK) (GPGQ E&)
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272225 {hOEFOEVERERUVENZIZRIZTT tirzepatide DFE
2722251 GPGRiE
GPGR: Effect of Tirzepatide on Oral Contraceptive Pharmacokinetics in Healthy Female
Subjects
GPGR ikRiT. AENMERELVEBERE x5 & LI Bifiae. JEEM. 2 81, SAHMZE S
E—27 U AFBRTH Y, ROBHTEIE BLEAD O PKIZKIET tirzepatide D284 M L 7=,
LR D2tk 2 i T R 2 fL A AL T,
® X7 U—=V NIRRT AE I TN D
® R BEATIEFILIE DN NG S R REESE O 23 PR
ARARBRITEASIME, 5 18, KOFE 280620 £Hc=F=1= X FZ 24—/ 0.035mg
KO NV AFA— R 025mg 25 A T 5L 21 A& G%. 77 v REEL 7 HH&R G Lz,
® 55 1M RN R E R G
> 21 H B Of% BT 5-1% 48 WFfA] & Tk MBS oD PK FFAT A4 2 PR Y
® 2 % IREAE SR K O tirzepatide 5 mg B 5
> 20 H HIZ tirzepatide 5 mg % B[] F &5
> 21 HBICR OREEIRF 5, Tirzepatide O tyay 2559 24 B THDH Z L 2 EE L,
tirzepatide £ 5- 24 IRF[E 2 (2% DRI 2 2 B L 7,
> AKRTYA AKX tirzepatide DIEFTRENR A E 720 BNFPEHEBIEIC L 580N K&
RKepDHEEO, BOBTIED PKIZ KT T tirzepatide 5 mg OB L MG AIEE & & 2
7
> RREEEAEIE D PKEEAM MR A 21 H B OFR FBEATSE R 5-1% 48 IRF[H] £ CTHEER
FEHIZ GPGR MBRTABAIESEE (55 53221 H) ([nd, 72, ZeEOREOFEMITE
2765 HEZZRDOZ &,

i F Mo OVA A

RO REEH D PK /NT A —H 25 2.7.2.2-15 KV 2.7.2.2-16 IR L=,

® RIBHTED AUC 1%, HAMPL G0 &t T tirzepatide 5 mg H[AI 2 FOFH#E-FFTIx 16%

~23% LTz,

O RIBHERRD Crpax 1L, B H5HE & H~_C tirzepatide 5 mg Hila] 7 FOFH & 58Tl 55%

~66%JH L7z,

O  REMIMHEIRD tyay 1T, B GHE L H T tirzepatide 5 mg Hi[E &z T O 50 Tld 2.5~

4.5 IfR]IEAE L7z,

& A RHEFRED Crax PIK TIZ K D EERNEA~DOHEIIRERN TH Y . AUC XiT Cy DEIZHZD
PG TDHLEEZHN TS (Xulane® package insert 2021 [ H A CIidAR&ER] ) . £7-.
tirzepatide 5 mg O H[$E 512 L 5 HNAPEHRBIEN R K & 22 556 T (BF 272391 B) | #&
MBS D AUC O 1359 20%TdH 5 73, tirzepatide O B N AR R ZEVE A I SEHG12 X0
BT 52 ENMBEN TS, EREKETIX 25mg 7 bR GG LBEBENICHEZHE T2 &
EBET D, BNFPHEIEERICEI VAT 95 AUC DL 20%ARIC & EF D L g s
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DT L, tirzepatide 1XAR DBEEIKD PK TR E 72

2.7239.1ESH) .

272

3 2.7.2.2-15 #OBFED PK /NS A —2 DEH (GPGR HHER)

R BT T L 1IB AT GETES

Ethinyl Estradiol

Geometric mean
(Geometric CV%) [N]

Norgestimate

Geometric mean
(Geometric CV%) [N]

Norelgestromin

Geometric mean
(Geometric CV%) [N]

Parameter oC OC+TZP oC OC+TZP oC OC+TZP
AUC(0-t[ast) 1050 (56%) 912 (63%) 46.6 (64%) 51.2(82%) 29800 (29%) 23800 (65%)
(pg.h/mL) [35] [23] [33] [15] [35] [26]
AUC(0-1) 966 (40%) 811 (41%) 97.4 (45%) 113 (65%) 19900 (27%) 14600 (67%)
(pg.h/mL) [35] [21] [11] (4] [35] [26]
Cmax (pg/mL)  119(33%)  49.6 (63%)  31.9(56%)  13.0(78%) 2070 (27%) 892 (74%)
[35] [24] [35] [22] [35] [26]
tmax (h)? 1.00 (0.50- 5.99 (1.00- 0.50 (0.25- 3.00 (0.48- 1.50 (1.00- 5.99 (0.25-
2.05) [35] 16.00) [24] 2.50) [35] 10.00) [22] 3.00) [35] 16.00) [26]
t¥s (h)® 14.6 (4.36- 18.5 (8.83- 1.16 (0.562- 3.99 (1.64- 30.8 (12.2- 34.7 (11.7-
30.7) [35] 73.4) [21] 3.29)[11] 11.0) [4] 64.6) [35] 83.5) [24]
CL/F (L/h) 36.2 (40%) 43.2 (41%) 2570 (45%) 2220 (65%) 12.6 (27%) 17.1 (67%)
[35] [21] [11] (4] [35] [26]
Vz/F (L) 762 (34%) 1150 (72%) 4290 (62%) 12800 (52%) 559 (41%) 764 (63%)
[35] [21] [11] [4] [35] [24]

Abbreviations: AUC = area under the concentration versus time curve; AUC(0-t|ast) = AUC from time zero to

time t, where t is the last time point with a measurable concentration; AUC(0-t) = AUC during 1 dosing
interval; CL/F = apparent total body clearance of drug calculated after extravascular administration; Cmax =
maximum observed drug concentration; EE = Ethinyl estradiol; h = hour; N = number of subjects; NGM =
norgestimate; NGMN = norelgestromin; OC = oral contraceptive (21 days of active tablets [0.035 mg ethinyl
estradiol and 0.25 mg norgestimate] and 7 days of nonactive tablets); PK = pharmacokinetics; t¥2 = half-life
associated with the terminal rate constant in noncompartmental analysis; tmax = time of maximum observed
drug concentration; TZP = tirzepatide; Vz/F = apparent volume of distribution during the terminal phase after

extravascular administration.
@ Median (minimum-maximum).

b Geometric mean (minimum-maximum).

Note: Combination OC consisting of NGM and EE was used in this study. NGM is rapidly and completely
metabolized by first-pass (intestinal and/or hepatic) mechanisms to NGMN and norgestrel, which are the
major active metabolites of NGM. Given the rapid metabolism of NGM to NGMN it was not possible to
capture a complete PK profile for NGM leading to a lower N for PK parameters related to the terminal phase

of NGM.
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£ 272216 BOBIZED PK/NS A —F(ZRIXT tirzepatide DL (GPGR #ER)
Ethinyl Estradiol Norelgestromin
Ratio of Ratio of
Geometric 90% CI for Geometric 90% CI for
Means Ratio Means Ratio
Geometric (OC+TZP: (Lower, Geometric (OC+HTZP: (Lower,
Parameter Treatment Mean (N) 00) Upper) Mean (N) 00) Upper)
i OC + TZP 811 (21) 16008 (25)
?Uifgﬂ?) 0.788 (0.730, 0.850) 0.775 (0.712, 0.843)
Pe: oC 1029 (21) 20659 (25)
AUC(0- OC + TZP 912 (23) 25994 (25)
tlast) 0.800 (0.722, 0.888) 0.838 (0.771, 0.912)
(pg.h/mL) oC 1139 (23) 31005 (25)
OC + TZP 49.6 (24) 983 (25)
(Cm/an)iL) 0.410 (0.355, 0.473) 0.451 (0.402, 0.505)
PE oC 121 (24) 2181 (25)
Ethinyl Estradiol Norelgestromin
Approximate Approximate
Median of 90% CI for Median of 90% CI for
differences differences differences differences
(OC+TZP (Lower, (OC+TZP - (Lower,
Parameter Treatment Median (N) -00) Upper) Median (N) 00) Upper)
OC + TZP 5.99 (24) 6.00 (25)
tmax (hour) 4.23 (1.50, 6.50) 4.50 (1.50, 5.00)
oC 1.00 (24) 1.50 (25)

Abbreviations: AUC = area under the concentration versus time curve; AUC(0-tiast) = AUC from time zero to
time t, where t is the last time point with a measurable concentration; AUC(0-t) = AUC during 1 dosing
interval; Cl = confidence interval; Cmax = maximum observed drug concentration; N = number of subjects;
OC = oral contraceptive (21 days of active tablets [0.035 mg ethinyl estradiol and 0.25 mg norgestimate] and
7 days of nonactive tablets); tmax = time of maximum observed drug concentration; TZP = tirzepatide 5 mg
administered subcutaneously.

2.7.2.2.2.6
2722261

GPGT:

GPGT

Tirzepatide ME AZERIZNE

GPGT B

The Effect of Tirzepatide on a and p Cell Function and Insulin Sensitivity in Patients
with Type 2 Diabetes Mellitus

AL, BRFRIELOCEBFET A FARAL I COZE LTEHEEZ&RE SSNEA

T2DM BE 117 NExfg & Uiz, & LM, ZhtaxdtFE, MmIEL 0, JRBRpEE . #5RE & O

HER, WATHER

REBThoTz, K
15mg & Tl L7z & &0, cDILZx7 5 28 M 5% 0

BZYHR
2

AR CIL, F 3 MR & A UHEWHEE T tirzepatide %
E7TRREH LT, £, K

AR TIL, D o O B HIFEEERE, 1 > R U VS, 7 a— 2 R OMREMEH, W= x
NX—=NRT U2 (BREEK PRV —HEE) OBNANT A =23t 2 tirzepatide DFE% |
77 R R OEIRE) GLP-1 A MEEIE CTH L~ 7 /vF Flimg &g L7,

LoeDHEA A e A VA D VI L VRSN A IEIETH B, DI X, &I T o 7L TR C-2
TF RIBENLRDIZA A Y U3 WGEE DR AUCo120min & 7 V32— ADK AUCq.100min THRL. A >
2V IERIMEE Y T SETEIZA A VAT M EE U CHEE L7z (Van Cauter et al. 1992;
Sjaarda et al. 2012) , MAEIZZ T v TEOFEL O 3057 (150 5325 18043 F T) D)L a—AFEANBHE & |
R T L= FE MBIk D B D7 & EF SN D (DeFronzo et al. 1979)
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GPGT B Hi % LA FIZ/RT,

FHB . A MR UEEFO T2DM B3 IC, tirzepatide 15 mg Z#5- L7 & X D& cDI
CRIETHEL T T 2R BT DL

BV HEY : Tirzepatide 15 mg 2 #5 L7= & & OLL T OB OEE (EEARMGER %
bR<) WCRIETREL, 778 RA LK~ VTF Rimg LT 52 &
> ¢DI

> IpF=a be—
> ARV U

> AR VRS

> TNk

> BREKOERR

PRERWE Y« Tirzepatide 15 mg % 28 HH# G- L7 & & OLLF OB ORI KT T2 %
TR VF Fimg LHigd 52 &

> A ARV WD EDMDINT A —H

> RE K OMRHLK

> BB (VAS) KRUERE

> AN OEREME

AREBRITIL, BE 86 ], Aotk 31 FlDBEDHAAN SIIZ, FEED N QR FREE K O
IREVEEIZ B B REETH 7=, 26l % GPGT BRI AR HAE (5 5.34.2.11H) TR L,
MRS ROFEM 2 5 2.7.6.10 THIZRT,

i A

Tirzepatide 15 mg #£D cDl OX—R2F A LD O LEIL, 77 R L THEIS

KEhot (FEOHEEM [95% CI] : 1.92 pmol-m2-L-min-2-kgl [159 7»5 2.24] .

p<0.001) .

Tirzepatide 15 mg #£D cDl DR—A T A U InHOELEIZ, B~ AT RREL L TH

BEICKRE Mo GEOHEEM [95% CI] : 0.84 pmol-m-2-L-min-2-kg-l [0.46 75 1.21] .

p<0.001) .

Tirzepatide $¢ 512 X 2 &b R V& A > A U VIEFMMEY 7 0 VR XD oDl OSEI,

A LAY WA A RO TR A OYGEEITER LTz,

> Tirzepatide & 77 B RO I1SRg-120min P X—A T A > b DEAVBEDZEDHEE (95%
CI) % 381.23 pmol/min/m2 (339.29 » 5 423.17, p<0.001) TH Y ., tirzepatide &t~
7 VT RO CiE 102.09 pmol/min/m2  (51.84 7> 152.33, p<0.001) ThH-o7-, HF 1
FA KOV 2 4H ISR DFFAII. #2 ISRg-120min Pit & — & L7z, Tirzepatide 1355 1 #H %
O 2F8A > A Y V3R E % 2N ENN— 2T A B 466% K% 1Y 302% 15 X+
oo 7T7EARTIEE L HEOE 2 HHA AU U WEEIZE(LTRO T
(p>0.05) . B~ 7T RTEHENEIK 298% K% TN 223% EH- L7-, @ifbEs 77
FOA LAY PR A X 2.7.2.2-13 12777,
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> A URY VESVEOEETHD M AEOR—R2T A U0 OELEO IR Tk
7T R LW LT tirzepatide TH BEICHE RN AR Lz (£ 27.22-17)
Tirzepatide 125V M fE23 ) 63%HEI L7=, 7T AR TIE M EOEINTRD S
(p>0.05) . B~ Z/LF F 1mg TITK 3BWHEMLT7Z, R—AT A K28 HHDE
ARV VIEFMNES T T HROA A S MAE A X 2.7.2.2-14 12T,

£272217 BAVAR)VIERMBEI S THDA U R) VEZEMBEOA—ASA4 U5
28 BEMZEILENE (GPGT :HER)

LSMean Change Difference
(95% CI for Difference)®

p-value?
SI Units Conventional Units
umol/min/kg [body weight] mg/min/kg [body weight]
TZP 15mg vs Placebo 19.8 (13.4,26.1) 3.56 (2.42,4.70) <.001
TZP 15mg vs SEMA 1mg 8.5 (3.0, 14.0) 1.52 (0.53,2.52) 0.003

Abbreviations: ANCOVA = analysis of covariance; Cl = confidence interval; LS = least squares; SEMA =
semaglutide; SI = International System of Units; TZP = tirzepatide.

a2 ANCOVA model for endpoint measures: Change from baseline = Baseline + Treatment (Type 111 sum of
squares).

o EERAMVWTE L -AFAMABR T, L FOMRAGELNT,

> Tirzepatide (X, Y7 EARAKLNEY I ALF REHKL TR—RT A b &h 28 HEF
£ TOIMKEM D AUCqosomin = A B I F & 72 (p<0.001 K% % p=0.006) ,
Tirzepatide (%, ~X—Z T A )b ZEMGRFIUNEE 250 39%., MFEE DR Auco_240mm %
¥ A% ST, TTERTIER— R T A U6 OFEHERNCA B R I3
519 (p>0.05) . BT RIER—R T A b 2SR M 25 32%, A E
D AUCq_o40min %K 34%ID S H7-,

> Tirzepatide (X, 7T EARLONE~ I VT REHBKL TR—2F 4 U0b &5 28 HEE
FTOA LAY DK AUCq.240min & 8 incremental AUCq.240min % A B ICIK T &7

(¥ AUCq.240min : p<0.001 } TF p=0.003. incremental AUCq.o40min : P<0.001 }% OV

p=0.001) , Tirzepatide i%, X—A T A U MNDLZEERFA AV VREER 24%, 1 A
U > D AUCo-240min & 6% EHT=A, 7T AR TIER—RA T A LB DR
FHNCAHEREMITRO BT (p>0.05) B AT FIIN—RT A )6 ZEER
A LAY BREER 1T%, A > A U > D AUCq.040min & #9 14%ID S 872,

> Tirzepatide 1Z, 7 ER LB L TRX—AT A inb G 28 R E TOZENERE 7L
BT EABICED & (p<0.001) . T ERE RN ZILF RE LG L TR
AUCq.240min &= A B2 E87- (p<0.001 &Y p=0.005) . Tirzepatide |L, ~X—AF
A PO ZENERE T VT A YRR 28%, 7 VT T DR AUC)-240min A K 43%iED
EHEN, TTERTHER=ZAT A UL ORFFZNCHEREMLER D LT

(p>0.05) . B~ NTF RIIR—RAT A U DEWGRET )V T %8 22%, v =

> D& AUCq.240min & 9 29% /) = 4-7=,

53



LY3298176 (2 HKEjRIp) 2.7.2  FRARIRERER
tirzepatide

> Tirzepatide X, B~ 27 AF REHIRL T, A 2R Y REKOMHEZ A REICKT S
B, BT NEDOHEGERIL, BN GLP-1 A MEIEBYIE & ik L T,
tirzepatide TR SNTZEBE TA L AV U MOFTREENHD L TNWH T LEERLT
WD (A AV PREDOR AUCh.040min & Y incremental AUCq.240min 1 GPGT RBRTA
BRiafhisE [555.34.211H] 2H) |

® Tirzepatide 1T/ 7 EAR KO~V 7T REHE L TRX—RX T4 U LEREEAEISHD S

72, Tirzepatide & OEALEDO X7 T KR T-11.2kg (95% Cl [-14.0 /7~ 5-8.4] |

p<0.001) ., E~Z/LF RT-43kg (95% CI [-6.8 725-1.9] | p<0.001) Th o7z, (KHEJK

PIE, A VA EZEOBGEIZ LA b D EFE X Hivd  (Schenk et al. 2009, Wing et al.

1994)

® Tirzepatide (37 7R KONt~ F KEE L CHREBHEL2FREIZHE D SH7-,
Tirzepatide & OZALED LT TR T-9.6 kg (95% Cl [-12.4 725-6.9] . p<0.001) . &
~ 7 )VF FT-38kg (95%Cl [-6.2 25-1.4] | p=0.002) TH-7,
® Tirzepatide (I 7 AR LR L THHEBEARR COBRELAARICH D I H
(-309.8 kcal, 95% CI [-423.0 7%-196.6] . p<0.001) ., B~/ /LF K&k L T, R
BICHE R T 2o 7 (-64.3keal, 95% CI [-160.3 7»% 31.7] | p=0.187) ,
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Abbreviations: n = number of subjects; SEMA = semaglutide; SI = International
System of Units; TZP = tirzepatide.

2.7.22-13 R—ASA VRV 28BEBNDEMEY 5> THhD 0~120 5D
EHA R VEEHS (LR SIEAG, TR : fEREA)
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Abbreviations: ANCOVA = analysis of covariance; ANOVA = analysis of
variance; n = number of subjects; SEMA = semaglutide; SI = International System
of Units; TZP = tirzepatide.

Note: ANOVA for baseline. ANCOVA for Week 28.

Note: Displayed results are the least squares means + standard errors.

Note: *p-value<0.001 for ANCOVA on change from baseline to Week 28.

X 2.7.22-14 R—XSA4AVRUV28BAEDEA VA VIERENEY S ThD
AVR)UBRZHEME (EX : SIBAL, TH : fEFEEAL)

e i

AR TIL, miA R Y VIEF ISR NS E 2 T TR, tirzepatide (2K DA A Y UK
ZVER A A U WOREMEN, TN T 78 RE e~ 7 LT RE L THRICSE
T EWREINT, Inbo IR, BT O EOKEOREIZ LN LT, Ik
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AR Ot~ 7 /VF REHEE LT, tirzepatide # 5-8F OO BFAMEDA A Y UREMET
LizZ EapATE S B 205, Tirzepatide & FLEExEAE (B~ 2 LvF K 1mg B, 77 &
REE) OFEIIFRREAEFFEHIREEA~DOFBEO R E SOEW X, Felx FBEE L bl LT tirzepatide &
HbAlc DL TRIRNRKENW L E—H L TW5, £, tirzepatide 5 EBE THRO b HHE
BB CTOBEBREORD IV v ) —BIRELHD S, tirzepatide (& X D (KE A IZEH L L T
L AREMER B B,

27223 BEAXRYERE A FEHFHFITIERLLER
PopPK IEATIZIE, AHFEIZHWIZLLTFO 19 8B X CTEHEH L=,
o B LAHAM A R 3 R
® I 1 AHERARSEEEAER 7 SR
® I 2 fHEER 2 SRR
® i 3AHFER 7 R

2 R L OVE 3B OO PK T PD O R4 3 2.7.2.2-18 L VE 2.7.2.2-19 [T
L. PopPK fi#tdT K OV 8 - SOSfRHT OfE R 2 55 2.7.2. 3 THIZ R T,
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Phase 2 Study

Overview

Results and Conclusions

GPGB: A Phase 2 Study
of Once-Weekly
LY3298176 Compared
with Placebo and
Dulaglutide in Patients
with Type 2 Diabetes
Mellitus

e  Multicenter, randomized, double-
blind, parallel, placebo-controlled
trial

e N=316 patients with T2DM

e Evaluated safety, efficacy, and PK/
PD of 4 dose levels of QW SC
tirzepatide 1, 5, 10, and 15 mg
compared with QW SC dulaglutide
1.5 mg and QW placebo for 26
weeks.

e Sparse PK sampling: PK collected
within time windows of 1 — 48
hours, 48 — 72 hours, and 96 — 168
hours postdose. Additional predose
PK samples matched to
immunogenicity samples were
collected

Population PK model estimated mean
half-life of tirzepatide to be 5.3 days.
Body weight was identified to have
significant influence on ka, CL/F, and
V/F, leading to an inverse relationship
between body weight and exposure.
Presence of ADA was not shown to have
any significant influence on tirzepatide
PK. For further details, please refer to
the Study GPGB CSR in Module 5.

PK and PD data from Study GPGB were
combined with GPGF and Phase 3 data
to support population PK/PD analyses
(Module 5.3 Population PK/PD report)

GPGF: A Phase 2,
Double-Blind, Placebo-
Controlled, 3-Month Trial
of LY3298176 versus
Placebo in Patients with
Type 2 Diabetes Mellitus

e Randomized, multicenter, placebo-
controlled, double-blind, parallel-
arm, titration study

e N =104 patients with T2DM

e  Measured the change in HbAlc at
the end of 12-week treatment with
tirzepatide compared with placebo.

e Predose trough PK collection.

PK sampling at predose showed that
tirzepatide exposures were in line with
expectation based on Studies GPGA and
GPGB. For further details, please refer
to the Study GPGF CSR in Module 5.
PK and PD data from Study GPGF were
combined with Study GPGB and Phase
3 data to support population PK/PD
analyses (Module 5.3 Population PK/PD
report)

Abbreviations: ADA = antidrug antibody; CL/F = apparent total body clearance of drug calculated after
extravascular administration; CSR = clinical study report; HbAlc = glycated hemoglobin; N = number of
participants; ka = absorption rate; PD = pharmacodynamics; PK = pharmacokinetics; QW = once weekly; SC
= subcutaneous; T2DM = type 2 diabetes mellitus; V/F = apparent volume of distribution.
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Phase 3 Study

Overview

Results and Conclusions

GPGK: A
Randomized, Double-
Blind, Placebo-
Controlled Trial
Comparing the
Efficacy and Safety of
Three Tirzepatide
Doses versus Placebo
in Patients with
T2DM, Inadequately
Controlled with Diet
and Exercise Alone

International, multicenter, randomized,
double-blind, parallel-group, 40-week,
placebo-controlled.

Evaluated efficacy and safety of 3 QW
doses of tirzepatide (5, 10, and 15 mg)
compared with placebo in patients with
T2DM who had inadequate glycemic
control with diet and exercise alone, had
not been treated with any OAM during
the 3 months prior to the start of the
study, and were | to antihyperglycemic
injectable therapy.

Primary efficacy endpoint: Mean change
from baseline in HbAlc at Week 40.
Sparse PK sampling: PK collected within
time windows of 1-24, 24-96, and 120-
168 hours postdose. Additional predose
PK samples matched to immunogenicity
samples were collected

Percent of planned PK samples
collected = 93%

Adequate separation of exposures at
5, 10, and 15 mg. Exposure-response
relationship noted for HbAlc and
body weight. GI Aes higher
(nausea/vomiting/diarrhea) during
escalation phase, with low incidence
after attaining steady-state conditions.
For further details, please refer to the
Study GPGK CSR in Module 5.

GPGL: A Phase 3,
Randomized, Open-
Label Trial
Comparing Efficacy
and Safety of
Tirzepatide versus
Semaglutide Once
Weekly as Add-on
Therapy to Metformin
in Patients with
T2DM

International, multicenter, randomized,
open-label (tirzepatide dose levels were
blinded), parallel-group, 40-week, active-
controlled study

Assess the efficacy and safety of 3 QW
doses of tirzepatide (5, 10, and 15 mg)
compared with QW SC semaglutide (1
mg) in patients with T2DM who have
inadequate glycemic control with
metformin monotherapy (>1500 mg/day)
and had not been treated with any other
OAMs during the 3 months prior to the
start of the study.

Primary efficacy endpoint: Mean change
from baseline in HbAlc at Week 40.
Predose PK samples collected to match
immunogenicity samples.

Percentage of planned PK samples
collected = 96%

Adequate separation of exposures at
5, 10, and 15 mg. Exposure-response
relationship noted for HbAlc and
body weight. The percentage of
patients reporting nausea, vomiting, or
diarrhea was comparable between the
tirzepatide 5 and 10 mg and
semaglutide 1-mg treatment arms with
slightly higher incidences at 15-mg
group. GI AEs higher
(nausea/vomiting/diarrhea) during
escalation phase, with low incidence
after attaining steady-state conditions.
When all treatment arms were at
steady-state tirzepatide exposures, the
incidence of these TEAEs was <4% of
patients in all tirzepatide groups and
remained low till the end of treatment
period.

For further details, please refer to the
Study GPGL CSR in Module 5.
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Phase 3 Study

Overview

Results and Conclusions

GPGH: A
Randomized, Phase 3,
Open-Label Trial
Comparing the Effect
of LY3298176 versus
Titrated Insulin
Degludec on
Glycemic Control in

e International, multicenter,
randomized, open-label, parallel-
group, 52-week, active comparator-
controlled study Assess the efficacy
and safety of 3 QW doses of
tirzepatide (5, 10, 15 mg) compared
with titrated insulin degludec in
patients with T2DM 1 of insulin

Percentage of planned PK samples
collected = 96%

Adequate separation of exposures at
5, 10, and 15 mg. Exposure-response
relationship noted for HbAlc and
body weight. GI Aes higher
(nausea/vomiting/diarrhea) during
escalation phase, with low incidence

Patients with T2DM treatment who had inadequate after attaining steady-state conditions.
glycemic control on stable doses of When all treatment arms were at
metformin with or without an SGLT- | steady-state tirzepatide exposures, the
2i. incidence of these TEAEs was <6% of

Primary efficacy endpoint: Mean change | patients in all tirzepatide groups and
from baseline in HbAlc at Week 52. remained low till the end of study. For
e Predose PK samples collected to further details, please refer to the
match immunogenicity samples. Study GPGH CSR in Module 5.
GPGL: A International, multicenter, randomized, Percentage of planned PK samples

Randomized, Phase 3,
Double-Blind Trial
Comparing the Effect
of the Addition of
Tirzepatide versus
Placebo in Patients
with T2DM
Inadequately
Controlled on Insulin
Glargine with or
without Metformin

double-blind, parallel-group, 40-week,

placebo-controlled study

Assess safety and efficacy of 5, 10, or 15

mg tirzepatide, as compared with placebo

in patients with T2DM as an add-on to
titrated basal insulin glargine with or
without metformin.

Primary efficacy endpoint: Mean change

from baseline in HbAlc at Week 40.

e Sparse PK sampling: PK collected
within time windows of 1-24, 24-96,
and 120-168 hours postdose.
Additional predose PK samples
matched to immunogenicity samples
were collected.

collected = 94%

Adequate separation of exposures at
5, 10, and 15 mg. Exposure-response
relationship noted for HbAlc and
body weight. GI Aes higher
(nausea/vomiting/diarrhea) during
escalation phase, with low incidence
after attaining steady-state conditions.
When all treatment arms were at
steady-state tirzepatide exposures, the
incidence of these TEAEs was <5% of
patients in all tirzepatide groups and
remained low till the end of study. For
further details, please refer to the
Study GPGI CSR in Module 5.

GPGM: Efficacy and
Safety of LY3298176
Once Weekly versus
Insulin Glargine in
Patients with T2DM
and Increased
Cardiovascular Risk

Primary efficacy endpoint: Mean change

from baseline in HbAlc at Week 52

To demonstrate that QW tirzepatide 10

and/or 15 mg is noninferior to insulin

glargine for change from baseline in

HbAlc at 52 weeks

Sparse PK sampling: PK collected within

time windows of 1-24, 24-96, and 120-

168 hours postdose. Additional predose

PK samples matched to immunogenicity

samples were collected

e  Samples planned to be collected
from first 150 patients in each
tirzepatide dose levels, and from all
patients age >70 years and from all
patients with severe renal
impairment or end stage renal
disease (i.e., eGFR <30 mL/min)

Percentage of planned PK samples
collected = 94%.

Adequate separation of exposures at
5, 10, and 15 mg. Exposure-response
relationship noted for HbAlc and
body weight. GI Aes higher
(nausea/vomiting/diarrhea) during
escalation phase, with low incidence
after attaining steady-state conditions.
When all treatment arms were at
steady-state tirzepatide exposures, the
incidence of these TEAEs was <9% of
patients in all tirzepatide groups
(decreased to <3% at Week 52) and
remained low till the end of study.
For further details, please refer to the
Study GPGM CSR in Module 5.
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Phase 3 Study

Overview

Results and Conclusions

GPGO: A Phase 3
Study of Tirzepatide
Monotherapy
Compared to
Dulaglutide 0.75 mg
in Patients with
T2DM (SURPASS J-
mono)

Primary efficacy endpoint: Mean change

from baseline in HbAlc at Week 52

To demonstrate that QW tirzepatide 5

mg, and/or 10 mg, and/or 15 mg were

superior to dulaglutide 0.75 mg in HbAlc

change from baseline to 52 weeks in

patients with T2DM who had

discontinued OAM monotherapy or were

OAM-naive

Predose PK samples collected to match

immunogenicity samples

**PK addendum objective:

To evaluate PK profile of tirzepatide in

Japanese patients with T2DM at the dose

level of 5, 10, and 15 mg of tirzepatide at

the first dose (Week 0) and steady state

(Week 32) using the commercial

formulation

Endpoint: AUC and Cmax

Planned N: ~10

e PKtime points: 0, 8, 24, 48, 72, and
168 h

Percentage of planned PK samples
collected = 100%

Adequate separation of exposures at
5, 10, and 15 mg. Exposure-response
relationship noted for HbAlc and
body weight. GI Aes higher
(nausea/vomiting/diarrhea) during
escalation phase, with low incidence
after attaining steady-state conditions.
When all treatment arms were at
steady-state tirzepatide exposures, the
incidence of these TEAEs was <8% of
patients in all tirzepatide groups
(decreased to <3% at Week 40) and
remained low till the end of study.
Addendum PK: Geometric mean Cmax
and AUC(0-t) of tirzepatide increased
after multiple doses, and they
appeared to increase dose
proportionally as the tirzepatide dose
increased. Median tmax was ~24 hours
for all doses. Half-life was ~5 to 6
days.

For further details, please refer to the
Study GPGO CSR in Module 5.

GPGP: A Phase 3,
Long-Term Safety
Study of Tirzepatide
in Combination with
Monotherapy of Oral
Antihyperglycemic
Medications in
Patients with Type 2
Diabetes Mellitus

Multicenter, randomized, 52-week, add-
on treatment study
Assess the safety and efficacy of
tirzepatide (5, 10, or 15 mg), in patients
with T2DM taking therapeutic doses of
various OAM; sulfonylureas, biguanides,
alpha-glucosidase inhibitors,
thiazolidinedione, glinides, SGLT-2i.
Primary efficacy endpoint: Mean change
from baseline in HbAlc at Week 52
e Predose PK samples collected to
match immunogenicity samples.

Percentage of planned PK samples
collected = 98%.

Adequate separation of exposures at
5, 10, and 15 mg. Exposure-response
relationship noted for HbAlc and
body weight. While tirzepatide
concentrations increased during the
dose escalation period up to steady-
state exposures during the treatment
period, the incidence of nausea,
vomiting, diarrhea, and constipation
within each tirzepatide arm decreased.
When all treatment arms were at
steady-state tirzepatide exposures
(>24 weeks), the incidence of these
TEAESs was low (<6% patients) in all
tirzepatide groups and remained low
till the end of study. For further
details, please refer to the Study
GPGP CSR in Module 5.

Abbreviations: AE = adverse event; AUC = area under the concentration versus time curve; AUC(0-t) = AUC
during 1 dosing interval; CL/F = apparent total body clearance of drug calculated after extravascular
administration; Cmax = maximum observed drug concentration; CSR = clinical study report; eGFR =
estimated glomerular filtration rate; Gl = gastrointestinal; HbAlc = glycated hemoglobin; ka = absorption
rate; N = number of participants; OAM = oral antihyperglycemic medication; PD = pharmacodynamics; PK =
pharmacokinetics; QW = once weekly; SGLT-2i = sodium-glucose cotransporter type 2 inhibitor; T2DM =
type 2 diabetes mellitus; TEAE = treatment-emergent adverse event; tmax = time to Cmax.

2.7.2.3

EHBREE L TORBRDLLE & FT

AT TIZEIT PopPK it K OWREE &-BUSRIT OFER & . EPNSOHERE D PK M OWR TR &I
JERAFR D Ll & B 5, PopPK fiffTicid, 55 2.7.223 HIZR Lz 19 BRhHEONT-T —4
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Z =, 5802 O ERE 1 HERI L 7= 39644 3RO MAEH tirzepatide JRET — 4 27 — X & >
MIEDT, WBRE B2 $ 2.7.25-1 L F 2.7.25-2 12~ L7z, PopPK &7 /LTI FE 5.
70T T ARKROFL AR — b A N DOAAEREIT KT 2 AR BN N i AT T L &
e 1 RWIGEFEZE D 2-a 03—k A2 BT /L TRoal S 72, PopPK fi#hT THEE L 7= PopPK
INTA—=H (F27253) 1T, FRBROMR L BB —E LT,

27231 [BE#HEREL T2DM BEOEMBED LLE

EFEREBR# S O T2DM HH @ PK % PopPK fifdT TRkl L7z, fEREMLERHE & T2DM ¥ & T
tirzepatide ® PK IZFEML L T iz, fRFEHEERE K& OF T2DM 35 O =72 post-hoc PK /3T A — 4 %
# 2723112 T 5,

& 2.7.23-1 PopPK f##T THERE L 1= tirzepatide @ post-hoc PK /35 A —%

Geometric mean (CV%)
PK Parameter Non-T2DM T2DM All
(n=307) (n=5495) (n=5802)

Absorption rate 0.0378 0.0366 0.0366
(ka, 1/h) (23.7) (9.51) (10.7)
Apparent clearance 0.0489 0.0606 0.0599
(CL/F, L/h) (22.3) (23.1) (23.6)
Apparent volume of distribution (Vy/F, 7.94 10.3 10.1
L) (21.3) (23.8) (24.4)
Terminal half -life 5.28 5.41 5.40
(t1/2, days) (12.7) (18.1) (17.8)
Accumulation ratio 1.67 1.70 1.70
(7.8) (11.5) (11.3)

5 mg average steady-state 609 491 497
concentration (Css, ng/mL) (22.3) (23.1) (23.6)

10 mg average steady-state 1220 983 994
concentration (Css, ng/mL) (22.3) (23.1) (23.6)
15 mg average steady-state 1830 1470 1490
concentration (Css, ng/mL) (22.3) (23.1) (23.6)

Abbreviations: CL/F = apparent total body clearance; Css = average steady-state concentration; CV =

geometriccoefficient of variation; non-T2DM = without T2DM; PK = pharmacokinetics; PopPK = population
pharmacokinetics; t1/,= half-life; T2DM = type 2 diabetes mellitus; V4/F = apparent volume of distribution.

Average baseline body weight, non-T2DM = 80 kg, and T2DM = 90 kg.

2.7.2.3.2 IR 4R

% 1 FEER A L C, tirzepatide & Hi[FI X ONKARFL TH#H- L1 & & D g O RAEIL, 55
W2 X 57 24 5[] (B IME~ R KA - 8~T2I¢[H]) Th o 70, REFEHLERE | tirzepatide 5 mg % FZ T
BH LT & E DM NA AT XA Z Y T 113K 80% Th - 72,

B, KBRS, MO EREiBic tirzepatide 2 f2 TH 5 L7 & S OBBERITHB L2 &b,
tirzepatide (MR, LR, ROKBEHTOWT O TH, HEFET L L& E5ETLH 2
LINTE %, Tirzepatide DERFEEIL, " SHIRRAINTHLS Al TR TFHRELIZLETHELT
VT,
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27233 H%H

PopPK fEHTIZ IS < &, T2DM HB3& (T tirzepatide % KE T F#H&5-L7=& &d VAF 1 103L T
bolc (#£27.23-1) . Tirzepatide 0.5 mg Z RN — 7 A5 L7z & & D Vz OFEIEIZ 552 L
Toh v (GPGE #lg) . tirzepatide (X FE I FICHMATHZ N REINT, b MLETO
tirzepatide ™ % > X7 AR ITE <. FHMEIX 99.06% Th 72, LRFEE X VNI EIXT VTR
U TChoT,

27234 R

Tirzepatide [ZMAEH CTIXIF & A ENRBILIA L U TIEE L, % tirzepatide % 2 FHREH% Ok
8 BR MLAE TP BOI BRI EE DA 80% % b7z, M, —ikiN7R 2 o7 B O RARRISIC K DT
F RER OSSR L 0 REE D tirzepatide @ 4 SOMEAH WA ZZD B, WIS RIEBR M
BEP O REIREE O 5.7%AK CThd o 7o, MAET ORI, Z T HORLREEIZ L 2T F
REMEDO SR E VIR ST, U o —E4r & C20 IR IX R FF S Tunie, B Mg o
tirzepatide ORFHIL, BHRBRICHEN L7oWFTho@miETcoidw bl (5 26452 H, £
2.6.4-15) .

Tirzepatide 1ZfEH#ZICHEIE S5, Tirzepatide @ FEE /R X, — A7 2 L R B DR
ERRBEIZ K DT F Ntk Do, C20 IRERE /3 D B e, X OYT X MUK Ch -7, E
N T tirzepatide DHEEBIRREE A 14 2.7.2.3-1 1T T,
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2.7.2.3-1 E FTO tirzepatide M 5E 1L HHE K

27235 Bt

PopPK fi#HTIc i< &, T2DM E T tirzepatide % (i 5- L 7= & & » CL/F 1% 0.0606 L/hr T
Hov- (3827.23-1) , Tirzepatide ® typ @ post-hoc PK /X7 A — X [ ZHEIZL 5K 5 H TH-
72

Tirzepatide O EZ 7oKL, BHEHCTH -T2, & b~ AT U ARBOMSER, 5% 336
Rif £ TIT, B HBEREDK) 7T0%23[EUX S v, £ 50%23RHIS, K 21%AFME Iz PRt S 7z

(GPHX k) . Tirzepatide ILAREHZICHRM 4L, R SUTFFEPITRE(ARD tirzepatide 1358
DHNRMN 0T, FehE 672 K E TO, R K OEME T OMENRHWIL, L s Bitbe
D 34.8% K% TN 15.1%% 7=,

27236 HELLHIMER VERIKEFHE

Tirzepatide DHEIZ LV AL AT XA TV T 4 ITHERZ(ITE O BT, 0.25~15mg D
HPH CHEREE DGR ST,

Tirzepatide 5mg. 10mg. K% 15mg % &Ml iEZE W TRER G Lz &L E D EEIRETO
Cmax 1Z T F X 664, 1340, K ¥ 1990ng/mL TdH V. Cg IXZF N F 4 495, 998, K X
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1480 ng/mL TdH 7= (F 2.7.2.5-4) , Tirzepatide % K EH G L7- & & D Cg (IS < BRIMREIT
K17 T, HEHREGET —=ZICHESTFHIE B35 200, PKBKFRITIEAFE LR 2 EAVRS
iz,

2.7.2.3.7 HWEMEEM tirzepatide DEYENREIC RIZT HE

Tirzepatide @ PK (2} IE T NIKVEZER D228 % | PopPK T CTILE EPRR 21T - TR L 72
(Population PK/PD report [#55.3.35.2 ] ) . REEEL I, tirzepatide © PK A KT X 7
Mofo, (RE, Fn, YRR RR, A, BRRERE. SUIFEREREE2 PK X7 2 —% (AUC
KON Chax) ICRIFTHET, BBOREARMESHOFHEANTHY ., ZNLDORFIZES HE
PRI ARE L EZ b (K27.25-1)

272371 HKBEEEE
Tirzepatide ® PK ETANTXUET I ) VT AT=2T7—8, 7I7=2VT I /) M T A7
FJ—E, vUAEy, TAT I, KOeGFR & ORIZEEMEILZRD HIve o 7=,

272372 HE

{RET tirzepatide ® PK DA ERILEETH 7= (X2.7.2.3-2 VX 2.7.2.3-3) ., Tirzepatide »
FEIC KD REDPREFRNCEAD LIz Z L b, REIIRN—Z T A AL LB EMRITICHND & &
BT, FEEMRAFMEILZE R L L CTHRMI L, &&ET VICITRERUR A ILE & & U THAGAAT,
RE 1 kg MM % Z L2, tirzepatide DIEFTE R (AUC,) 728 1.1% L=,

Abbreviation: AUC = area under the concentration versus time curve.
2.7.2.3-2 Tirzepatide 5mg. 10 mg. KU 15 mg 58D tirzepatide ® AUC & HAEDE %
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Abbreviation: QW = once weekly.

2.7.2.3-3 {KE 70, 90. XI¥ 120 kg D#HERE I tirzepatide 5 mg. 10 mg. RV
15 mg B 5B D EFIRETOMIED tirzepatide JEEHT (ETILHEEE)

2.7.2.3.7.3 Fih
NI tirzepatide @ PK OF E /2 A B TIX 2 o772, PopPK fEHTICE SNT-RE D 9 B
1427 3 (25%) 73 65~75k TdH V., 2144 (4%) N 75l EThH -7,

272374 INREH
INREBFE 2%t 5 & L= tirzepatide MDFRBRIT I L TV 720,

2.7.2.3.75 (&5l
PERIZ tirzepatide @ PK OILZE & L U THET L7y, REOFELMHAAATS popPK £ /LT
PRI A B ILEE T 2o T,

272376 AE/RE

REOHBEAZMAPIAAT popPK T L TiE, A (77 AL BAL KOAADR]) KU
BT (e A= 7 R ONE A=y 7 RLSAOR]) (X, tirzepatide ® PK DA & 72 L8 B Tlid/en
Sz, HARNESEAYERE O tirzepatide O PK O LG IE5 2.7.2.3.12.1 THIZ /R LT,

272377 EBHEEE

EHEREN R gk, WA, PEE ROEEOBEERE SRS, WONC ESRD #ERE %
PN tlrzepatlde 5mg & HE[#EE L7z & & o tirzepatide D PK Z 3l L7, = OfEH., BHkhER
X tirzepatide D PKIZERRANCER D H DB L RIT S W2 EREnT (85 27.22241H)
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PopPK f#ATIZ & 7255 3 18 GPGM #BRIZIZ, HEEOBHRERE L& ESRD BH & 5 iviR/A
VN eGFR [EZ AT 2 BENMAAN S NZ (GPGM HBRIAER GG [45 53516 H] ) , =
D LMD, PopPK £F /LT eGFR # AR L U CRHMliL7=, fTICE ENTHHREDOX—RF
A 2@ eGFR %3 2.72.3-2 |23, HA KZ A4 (FDA 2020a) (ZHEVy, BHEEED tirzepatide PK
(S MAE B A 51l L 7=, eGFR % CKD-EPI X ZHWTHE L7 (Levey et al. 2009) . f#HTIZ,
IR HIFE CHEYE(L L 7= eGFR fE & 85I S417- eGFR i (BEHE(L X172 GFRIZME A DR HifE %
FLTLI3THI-2fE) ZMWTHERM LT,

RXBEREIX tirzepatide D PK DA B /R LB B TlI o 72,

£ 27232 PopPKEHICEEN-HERBENDN—R 54 > eGFR DEH

Baseline eGFR (mL/min/1.73 m?) N (%)
>90 3504 (60)
60-90 1773 (31)

30-60 325 (6)

15-30 14 (<1)

<15 11 (<1)

Abbreviations: eGFR = estimated glomerular filtration rate; N = number of subjects.

272378 [FiEeEESR

Tirzepatide DAREHHIRFEITHAD < & JTHEREFEE 2 tirzepatide D PK T 2 KIT T Z Lidn &
EZ LD, —F. tirzepatide DXT'TF REEITH A L TW\D C20 JEMIEEH T T V7 I v &
A L. tirzepatide D typ Z LR W 5, NTHERERE EHERE CIRMERMEERE LB L TT L7 2 R
FEDMEUNZ & 8D tirzepatide O PK 1T858 % RMIF T REMENZE 2 b5,

Tirzepatide 5 mg % Hi[al[ e 5. L7= & X 0, JFEERENN I 72 gkl LiRAE, P, R OEEONF
FERERR TE G O tirzepatide D PK & Ll L7, £ O#ESE, tirzepatide ™ AUC.yasts AUCp0n KX
O Crax V. TFHEREDN IE & 7o kB & PR RERR SR e & Chb el Lz (55 27.2224 1) |

B, B hOTIIVT I UREOEFEH#MEITK 35~59/dL (35~50g/L) TH Y. tirzepatide ?
KEHETHD 15mg 2% 5 L= L & D Cge THDHH 1500 ng/mL (0.0015 mg/mL X (% 0.0015 g/L)
ZREL END, ITHEREEE, 270 —BEGERHREOT VT I VREMETT5IRETH, 7
VT2 8 tirzepatide D PK ICESEEEAZ MTTREFE TR I &idhnEEx 6N 5,

272379 EBizFZEE
Tirzepatide ® PK } O PD (28588 % RAFE T A REVED & DB n 1A B A R T 5T — X 13720,

27238 SEMHEROFE
2.7.2.3.8.1 Tirzepatide M PK [Z#FID AN R (F T 2 E

Tirzepatide 13, —xM)7e % > /7 B O BALREEIZ L DT F REO R, C20 I5ILEEE /> D
B E&(b., KO X RIIKRGFRIZ L VR S D, Tirzepatide OfUEHNE, CYP, fifgfu & L7 v
7 a VBRE NS T AR A S 70, F72, tirzepatide X, B N7 VAR —F—XIFF LT
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VAR—H—DIETII R, Lienio T, BRI X N T v AR — —% 9 L= W B AE
AT DU 27 1KV,

2.7.2.3.9 Tirzepatide NMFID PK [CRIFT EE
2.7.239.1 Tirzepatide D ENEHLEEERZE M L-EWHEEER

GLP-1 FHEARI%, %@%Wﬁﬂﬁﬁﬁ@%’iofﬁuﬁﬁéﬂé—%@ﬁ%¥®%m’%ﬁ
ZRIEFL, WIOEE (Cpax XY tmay) (LS E 523, 2HEFEE (AUC) | AT/
SWNZERRENTWVD, Zhid, —fKAI72 GLP-1 % a%@@%@ﬁ%kbfﬁ%ﬂfwé

(Madsbad 2016)

Tirzepatide D H NAPEHIEIE(EH L, GPGA #BR CREFEHERE & O T2DM B3 % X R ITHFT L
2o BARPEHOFMODIZ, T ) 72 &R~ —b—L LTHEALZ (Young
2005) . fREEE#RBR# TlE. tirzepatide Z 0.5mg. 1.5mg. K& Y 45mg @ [E & &I NI
5/5/8/10mg (1 X O'2iHIZ5mg, 3HEIZ 8mg, 4 HIZ 10 mg) @ &EMiyE ¢ 18] 4 #H[H
5 L7-, T2DM B3 Tl tirzepatide Z 0.5mg M 0% 5 mg O & A& ONS 5/5/10/10 mg (1 K&
N 2#HAEIZ5mg, 3 X 4HHEIZ 10mg) &KW 5/5/10/15mg (1 }xT* 2 B HEIZ 5mg, 3 HIZ
10mg. 4 #HIZ 15mg) O EWETHE 1 H 4 BEKES L, 7T RT3 7 = 0%,
tirzepatide OWJEIFG-H1 (7 F7 X/ 7 = UEME L Day-1) WONC tirzepatide DO AII[EH: 5 &
4 B B 50 24 W5fE1#%  (tirzepatide O tyay (ZF ) (25 L7,

T2DM BE TOWYHMIET 7 b7 2 ) 7 = VIEEHRE D | tirzepatide 1T E (B 1 [A]
05mg #%45) TixwE (EE) | ﬁ@&%@% EOTENFILITEBEL 202 LAVRIR S
7o [AIEROEAA, HEFEYERE T LR S, # 117 0.5 mg LY 1.5 mg # 5T, tirzepatide iz
X2 EANEEHA~DOREIIA LN > T, Tirzepatide O R (T2DM B3 T3 110 5 mg %
HU L) TEARPEHOBENED LI, TERT I 720D tyey DIEER, %mﬂﬁTL
AUC ~DEBITRO b oT-, TOFNEYELEE/EMIL tirzepatide 5 mg #5412
HIR< (Crax 239 50%IE T L. tmax 2% 1 RFRIEAE) | tirzepatide OO S #5212 130855 L . &#
74 TFR—NEH L (Urva et al. 2020) , Tirzepatide (2 X 2 B NAEPEHEE/EA X, 5mg
Al E Uic & & & 5/5/10/15 mg O & AT 4 [MHIZ 15mg Z#&5- L7z & 2 TRKTH
S72, ZO tirzepatide ©FHNEPEHEBIEERIX, EDOIERDRK E 72 25 LT ORI 50 TRE
fili L 7=,

o MHEWMTITHETEHETERETE 2R KHETH D tirzepatide 5 mg THNEPEH % FFff

® JHEFFIZIX, tirzepatide % 3~4 ] ANT T 10mg KO 15 mg ICHE & T 5, 55 3 HHRER

kwﬁbfﬁ%#ﬁ%iﬁﬁ&TﬁWﬁ#ﬁ%%ﬁ
> G 3FHREBRTIL, M 118 25 mg 2 HBHAE L, 4 ML LR, 4R Z &2 25 mg
FoOWETLZLICLY, 10mg XY 15mg (I2FFh 13 B &L O 21 AM TET 5,

Tirzepatide 7B WAPHHEEEM 2/ L CTROGHIZED PK IZKITTEEL ., U TICHT 5
PK-PBPK 7 /L% FV TRl L 7=,

FT. TERNT I 7= ® PopPK ET /L% tirzepatide @ popPKET /L LV 7 L, Birb/h
JEar R—=h A b~DOT Y T2 72 OB ZRT D HNESEE O E EHICHT D
tirzepatide M PHEZN R A FFfl L 7= (Populatoin PK/PD report [#55.3.35.2T8] ) ,
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Z OBENFYEHIELEIEA Z PBPK &5 /WA AR, ﬁu&hffﬁéﬁ?ﬁﬁiﬁl@ PK (2 K IET 5
A S L 7= (LY3298176 PBPK GED [# 5.3.22.2 H] ) , Z OiFffiix. MHLW O A & A

(MHLW 2020) . FDA ®# A 4> A (FDA 2020b) . & EMA O A # > A (EMA 2018) IZ
FSWTHERE L7,

PBPK £ /LD 4%, GPGA i T tirzepatide ¥ 5HDOT7 ¥ F 7 /) 7 =V ORBEEDE
B 2 FAVCTHRRGE LT,

Z Dk, PBPK £ L& HWT, tirzepatide 5 mg Hi[al# 5 K O K 15 mg (5/5/10/15 mg O &
Wit E) #E RO BB ER 2 Lo R 0 OF HSE O &I KI5 2% Tl L
7o BOAPFHEE LT, 7B RTI /)72y, ThARRETF L VAxr V)7V
ARKRNVIy, ANTar—)b, ZFZANTZANT VAV, JNVTRAFA— K UH TV TF
V. KOS UNT 7 U R LT,

ZOFESR, tirzepatide 73#% 1 OF HIEOURE EIZEIRIICER DO & 2 B8 L KT SN2 LR
STz,

PBPK &7 /L & TN Z 4L B Dt B D FEHIIT LY3298176 PBPK GED (5 5.3.2.2.21H) 22777,

PBPK E7 /L CTHIL7z, #OJFHZEDOEMEE G R 5 tirzepatide 15 mg (5/5/10/15 mg @
REWHEE) & OFAEGRFOBRBEREOL 2% 27233 (277, FRIICHERE N 28hD Y2
XKL T 7Y EED, AUC IZESSIEZEEOIIRBT 112 <, &K 15mg ©
tirzepatide & fH& 595 & &, PHEOHEZRET Z2LEINWEBZOND, TOMORKR
AfFA3ED AUC DhiE 0.88~1.18 OFIFANTH V. AOFHFED PK DI 5> X OFIHAN L T4
STz,

F7. R LPERRRE 2t g & LT tirzepatide oD% M BERT 381 I E 4 A 21 L 7~ GPGR #&
BRofER %z, PBPK E7 VGG LN THIMEE ik L7z, GPGR a&%@#%‘%\ 1% F1BEAT 38 4 B
MG Lo & & &g LT tirzepatide 5mg & OFH L7c & &, BEABHTEIED Chrax 1L 55%~66%f{K
T L. AUC I 16%~23%i8 L. tmax (L 2.5~4.5 FEEIE L7- (55 2.7.2.225.1H) ., PBPK &5
JUTCHE B AV THMEIL, GPGR &R T H AL/ FZ2HIME & Bt il L Tune (K2.7.2.34)

VI EX V., PBPK £ /LT tirzepatide & 7% F7 2/ 7 = (GPGA iRBR) M O M BEAE 3K

(GPGR #B) & OMMHENERHZ YN FRITE TR, mofRN g L OEYMRAEERO
FHRIFERITIZYE THLEEZ D, £lo, BNARHEBRIZIY X7 47X —2RT 2 L0050
tlrzepatlde 25mg ZBRAG A& & U CEEBEAICTINE 3 2 B R FH & CiX. tirzepatide 73#% M lEAT3K D

WCRE 7B % IFT L1355 212 vy,
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Abbreviations: AUC = area under the concentration versus time curve; Cl =
confidence intervals; Cyax = maximum observed drug concentration.

Note: Administered combination oral contraceptive with ethinyl estradiol and
norgestimate; measured ethinyl estradiol and norelgestromin in plasma.

2.7.2.3-4  Tirzepatide 5 mg %5 L HRAXITEBTERE LI L EOHAED
AUC B Crax tED FBIE & ERIEDER
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5 2.7.2.3-3 8 1[8] 5/5/10/15 mg %5 TE O ZEE L 1= tirzepatide 15 mg &R XX
BRTEEL-EZDHAZED AUC BU Cha kb (FBIE) OEH (Week 4, Day 23)

Geometric Mean AUC Ratio Geometric Mean Cax Ratio

(90% CI)

(90% CI)

Digoxin (0 to 24 h)

1.00 (0.91 — 1.09)

0.85 (0.79 — 0.90)

Lisinopril (0 to 24 h)

1.00 (0.93 — 1.08)

0.99 (0.93 — 1.06)

Metformin (0 to 24 h)

1.00 (0.93 - 1.07)

0.95 (0.89 — 1.00)

Metoprolol (0 to 24 h)

1.18 (1.03 — 1.36)

1.22 (1.08 — 1.39)

Sitagliptin (0 to 24 h)

1.00 (0.95 — 1.05)

0.94 (0.9-0.98)

S-Warfarin (0 to inf)

1.00 (0.85 — 1.17)

0.88 (0.84 — 0.92)

Atorvastatin (0 to inf)a

0.88 (0.86 — 0.90)

0.34 (0.32 — 0.35)

Ethinylestradiol (0-24 h)b

1.00 (0.93 — 1.09)

0.86 (0.76 — 0.97)

Norelgestromin (0-24 h)b

1.00 (0.85 — 1.18)

0.89 (0.81 - 0.97)

Abbreviations: AUC = area under the concentration versus time curve; Cl = confidence interval; Cpax=

maximum observed drug concentration; inf = infinity.

@ Total atorvastatin-related active species.

b Simulations with and without tirzepatide run under postprandial fasted state. The extent of interaction in
prediction performed under postprandial fed state is similar to the fasted state.

272392 HRKHFBREZNLE-FEYHEEER
2722121 HK O 2.7.2.2.1.2.2 IHER A,

272393 FIVRR—EF—FH LI-EYHREER

Tirzepatide 2334 b 7 > A —% — (P-gp. BCRP, OATP1B1, OATP1B3, OCT1, OCT2,
OAT1, OAT3, MATEl, &' MATE2-K) ZBHET 5 rlaett% in vitro TREH L7, R %
# 27234 |\ TR LT, fK 200 uM FE TOJREEHIPHTIX, tirzepatide |3 OCT1, OCT2, OATL,
OAT3, MATEl, MATE2-K, P-gp. K%' BCRP ZPHEHRT ., Z DEE CTOEERISIT 50%LL T
ThHZENDL, ICZR Lo T-, ZiLH ORBRO iR IXIERE A tirzepatide D Cpax
(0.00324 uM) Z+53IZ ERloTEBY, ZHHD N7 AR—H%—%4r LT in vivo THA{EH
ERTUATPERNZ L ZRL TS, ABRE (4%) OT VT IV OFEF TR, &K
250 UM @ tirzepatide T OATP1B1 OHFEITFR® Hiv7rh -7, Tirzepatide © OATP1B3 IZxf9 %
ICso 1%, ZEFIRVIREE (4%) OT VT IV OFE T T, B/MEE (0.1%) OT VT I UAFETR &
B LR E o7, R, 26 2.7.2.2.1.3 HEZH,
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+&27.234

tirzepatide 18 1 [B] 15 mg % 5 HE TOEWMEE A DIEE

2.7.2 FRARIRERRER

In vitro T tirzepatide O k5 > A R—2 —HERTV

0.1% human serum albumin
Transporter 1Cs0 (UM) DDI Index? >DDI Cutoff®
P-gp ~50% inhibition® NA No
BCRP ~20% inhibition® NA No
OATP1B1 15.6 0.00021 No
OATP1B3 2.81 0.0012 No
OCT1 NI NA No
OCT2 NI NA No
OAT1 NI NA No
OAT3 NI NA No
MATE1 NI NA No
MATE2-K NI NA No
4% human serum albumin
Transporter I1Cs0 (uM) DDI Index¢ >DDI Cutoff®
OATP1B1 ~6% Inhibition® NA No
OATP1B3 129.65 0.0025 No

Abbreviations: BCRP = breast cancer resistance protein; Cmax = maximum observed drug concentration (1560
ng/mL [0.324 uM] for a 15-mg weekly dose at steady state); Cmaxtotal = maximum observed total drug
concentration; Cmax,u = maximum observed unbound drug concentration unbound; DDI = drug-drug
interaction; fup = fraction unbound in plasma (fup = 0.01); 1Cs50 = half-maximal inhibitory concentration;
ICs0,total = half-maximal inhibitory total concentrations; MATE = multidrug and toxin extrusion protein; NA
= not applicable; NI = no inhibition; OAT = organic anion transporter; OATP = organic anion-transporting
polypeptide; OCT = organic cation transporter; P-gp = P-glycoprotein; QW = once weekly.

& Cmax,u/IC50 where Cmax,u = Cmax X fup.

®  DDI cutoff = 0.1. (FDA 2020), MHLW DDI cutoff for MATE1 and MATE2-K = 0.02 (MHLW 2018).

¢ At the highest concentration tested, 200 uM.

4 Cmax,total/IC50,total.

¢ At the highest concentration tested, 250 uM.

2.7.2.3.10 EAZFRIEHE
Tirzepatide (%, 7 /v a—ZKMFEA VAV VW RO A Y VESZMEOm E, v 35
WO, K OVENEHEHEEEAIZ L 0 i E A2 IS TS5,

272311 BRHRE-RICERF

o 3AHERER 7R (EFRIL[FRAER 5 3B L O ENRRER 2 58R) TR ERARME (ZEER 7L
a—ZYREE. HbAlc, RE) RORNAEME CGEO, WM, THD (T3 2 1REE &-5OG BAR 2 FF A
L7,

TS OFENTOFEMIIL, Population PK/PD report (% 5.3.3.5.2TH) (Zit#i7 5,

2723111 HHHEICEAT LBEBE-RICEF

ZeigRE 7 a2 — AR E KU HbALc

ZENEIRF 7 L 21— A PEE R OF HbALe & T %71 (22 7 L 22— A E-HbALe &7 /L)
i, 2B 2 AHEER 2 SRR OV 3 MR 7 3B (B GIR Rk ¢ 10438R) @ 5562 Fil O HERE
BBV 50256 fF 0> ZE I IE 7L =t — 2 R K TX 48481 fE @ HbAle O F — X & Hu 7=
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(#£2.7.25-5) . BHFIET CTHE L, T2DM EE Z X5 L L7125 2 48 GPGB il & U GPGF i
B A N7 225 70 o — 2 JEEE-HDbALe B LT, 3 fHRBR O ZEER: 7L o — YR RO
HbAlc O L Z W ENCFLIR CTE - Z L n | BB A LA TWVZRUVEIERNZERLL L 72~
—RAET )V, 2 MHRER K O 3FRBROOFET — & OMRHTIC AV,

HbAlc OFRRFHIHER I, Z2EMERF 7V 3 — A REEIC RV B LT Z &b, ZEERF 7L 2 — R
FER N HbALe OF — X ZRIRFIZT 4 v T 4 V7T HIREBE-SISET NV EE LT, R %E
JEIRE 7 L a — AREHRIL, 78y ha X=X e ORBETET VTR LTz,
HbAlc O bIE, ZEERF 7L 20— ZPREEITRF T D IEROCET VAW TRk Lz, 20
TT/LC, IMEF tirzepatide 2 & Z2HEIF 7L a0 — AJRE KON HbALe OFEFF KT & DOBIfR %
WYNZFLR 325 Z &N TE T,

ZOFETI)LT, tirzepatide 15 mg F TOMERFHET HbAlc (X 5.13% F TIK T3 2 Z LR TFHIE
Nz, Z OMEITETHERFE T2DM TRWEM O HbALc EDIEHE & % %2 5TV 5, Tirzepatide
J# 18 5mg, 10mg, &N 15 mg OHEFFHEZ &G L7 & 2D Ce Th 5 491~1470 ng/mL T,
I RIMBEFS DR D T4%~89% 3 FF H D Z E N FHl ST,

IS BT ORGSR, BB RREE L &, ZEERE 7 L a— R REK T D ECsy T 5 M A
tirzepatide J#2 /& & ORNCAH B BHEMENFRD B vz, RERIZHES T ECso DX T30 H i,
REPRAIZ LD tirzepatide O M FEUCEN IR NIRRT 5 2 LR S (FEAIIX Population
PK/PD report [#i5.3.3.5.2 5] &) , A ERILERITRE IR -T2,

ZEREIRE 7V a1 — AR E-HbALC £ 7 /L& FAWT, #4540 X% 52 HFRED i &-FOG Bk A TRl L
7o (327235 KOV 2.7.236) , ZEEIF 7L o — PR E KON HbAle O FHIMEIL, tirzepatide
5mg, 10mg, KON15mg DWW L TH HAEL OMRE EICKAF L TR L (¥27.23-5)
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Abbreviations: A = change from baseline; HbAlc = hemoglobin Alc.

Note: Solid black lines denote the simulation median and the shaded areas denote
the 90% confidence interval. Red circles and error bars denote the mean and 95%
confidence interval of observed data.

27235 ETILTFRLLEES2EROERERIILI—IRE (EHE) RU
FHEEFEJTILI—REEDOR—F4 UHNLDELE (FRZE) HUIC HbALe (EREA) RV
HbAlc DR—RXZ A4 UhbDEILE (TRA) & tirzepatide DFHE & DR
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% 2.7.2.3-5 Tirzepatide 38 1 [@ 5 mg. 10 mg. X 15 mg %5 40 R U 52 @D

ETILTFALEEERIIILO—RABERUAR—ASA UMD EILEDNDEL

Median (90% CI)
Tirzepatide Dose Fasting Glucose Fasting Glucose A Fasting Glucose A Fasting Glucose
(Once Weekly) (mmol/L) (mg/dL) (mmol/L) (mg/dL)
Week 40
Placebo 9.44 (9.17,9.79) 170 (165, 176) 0.019 (-0.23, 0.26) 0.34 (4.12, 4.62)
5 6.39 (6.19, 6.55) 115 (111, 118) -3.09 (-3.29, -2.88) -55.6 (-59.3, -51.8)
10 5.96 (5.79, 6.16) 107 (104, 111) -3.50 (-3.71, -3.28) -63.0 (-66.8, -59.0)
15 5.81 (5.64, 5.96) 105 (102, 107) -3.62 (-3.81, -3.43) -65.1 (-68.6, -61.7)
Week 52
Placebo 9.63 (9.34, 9.95) 173 (168, 179) 0.20 (-0.02, 0.45) 3.6 (-0.4,8.1)
5| 6.49(6.32,6.67) 117 (114, 120) -2.97 (-3.18,-2.75) | -53.4 (-57.2, -49.5)
10 6.05 (5.88, 6.25) 109 (106, 112) -3.39 (-3.62, -3.18) -61.0 (-65.1, -57.2)
15 5.91 (5.74, 6.05) 106 (103, 109) -3.51 (-3.71, -3.32) -63.2 (-66.7, -59.8)

Abbreviations: CI = confidence interval; A = change from baseline.
Note: Simulation median baseline fasting glucose was 9.43 mmol/L and median baseline HbAlc was 8.30%.

% 2.7.2.3-6  Tirzepatide ;& 1 B 5 mg. 10 mg. X 15 mg %5 40 R U\ 52 ;@D
ETITFA LIz HOALc RUR—R S A4 Uh b DEILEDEL

Median (90% CI)

Tirzepatide Dose HbAlc HbAlc A HbAlc A HbAlc
(Once Weekly) (mmol/mol) (%) (mmol/mol) (%)
Week 40
Placebo 66.8 (65.0, 68.4) 8.27 (8.10, 8.41) -0.4 (-1.9,0.7) -0.04 (-0.17, 0.08)

5|  42.2(416,43.1) 6.02 (5.95,6.09) | -25.1(-26.4,-23.7) | -2.29 (-2.41,-2.18)

10 | 39.0(38.3,39.8) 572 (5.66,5.79) | -28.3(-29.7,-26.8) | -2.59 (-2.71, -2.47)

15 | 37.8(37.2,38.4) 5.61(5.56,5.66) | -29.3(-30.7,-28.0) | -2.68 (-2.79, -2.56)

Week 52

Placebo | 68.2 (66.4, 69.9) 8.39(8.23,8.55) | 1.08(-0.56,2.22) | 0.09 (-0.04, 0.21)

5| 43.0(42.4,43.9) 6.09 (6.03,6.16) | -24.3(-25.5,-22.8) | -2.21 (-2.34, -2.11)

10 | 39.8(39.1,40.5) 5.79 (5.73,5.86) | -27.6(-29.0,-26.2) | -2.52 (-2.65, -2.40)

15 | 38.5(37.8,39.1) 5.68 (5.61,5.72) | -28.6(-30.0,-27.5) | -2.62 (-2.74, -2.51)

Abbreviations: CI = confidence interval; A = change from baseline; HbAlc = hemoglobin Alc.
Note: Simulation median baseline fasting glucose was 9.43 mmol/L and median baseline HbAlc was 8.30%.

rE

MR E-REE T /UICIE, 2 2 PR 2 BBR K OV 3 FHERIER 7 3B (R 5-WI O ¢ 104 )
D 5607 Bl OHEERFE > 15 BT 128638 HOIKE T — % & /o, Tirzepatide DR K&IF

HEORMENZTLRT 572D, MESET VER W, IBET VRS B < REE -
SO EAfR % Fral U7z, Tirzepatide DR KIZ T L FNT 5 72D, FRIGH & & QAN
WEZEEAERE Lz, HxFIORIE &R OMEIEN &L, B8 ZLI0KE, k. RO %
FWTEHR L7z (Janmahasatian et al. 2005) , BEEZ&-REE T /W5 O T BRIGIL & X OMERRER &
DEHPOLREOTHEEZSZE 2 A, (KEOFEAE L IZIF K L1z,
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IS BT OFER . MBI R—RA T A ORI EL OMEIE BT 2 A BERIERTHY |
BAEET WA E NI, ZMEDX—A T A ORIBEIZBEEL D 29%K<, XR—2A T 1
OEREIFEIZ B LY 26%m o7, Fio, A (AARANESNEANOR) bABEREEETHY
ARNEBEHEDOR—RAT A ORI &R ORIEIFEIFSMNE A & i LT, 224 11%& O 29%
R EHEE STz,

MR E-AEET VA HWT, &5 40 T 52 HIFOIREE E-SOCBIRE TR L2, (KEOTFHI
fEIX. tirzepatide 5mg. 10mg. K& 15mg THI & ) 7o H &-1g i &-SOSBfR (1X2.7.2.3-6 LY
# 2.7.23-7) BRIz,

The continuous line is the median prediction. The shaded area is the 95%
confidence interval. The points and error bars are the observed mean and 95%
confidence interval, respectively.

27236 ETILTFRLE-AREDEILEL tirzepatide D AE & DEZR

BEOX—=Z2 T A AELEERD &L OBEWLZFMT 5720 Iab—va v &2iTolc, £D
TR, N—=2 T A COEKENEVERE TIL, tirzepatide % 5-1C L A2 EEFAD OFREN LD K&
ZENRENTZ, —H T, FEBDERX—ZATA COERENLOEETRIEEE, X=X T4
YOEREIL, KEOBIRICKH L TERDOH D ELZ G220 o7, S bIT, KREOREIHER
By alb—var LTERER, tirzepatide 3 1[5 FH#% 512 X 0 (REASRREFHIIZID L. 5mg,
10mg, KO 15mg OWFROMEFRFHRETH > ThH, D &b 14ERM (52 B Mkt L CIRE
DT 5 Z EREIn,

T2, BIEVE KRN EORIHEBZ Y 2 2 L —2 a3 LIZRER, tirzepatide #5128 0
BRABNG & & bl U CIRIBIF & O R L 0 D35 2 L AVR S I, MIREIC 5 2 BRI &3 80
TOLEE LWRHBOZ AT O D EE 2 bl (M2.7.23-7 LUK 27.23-8) .
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Abbreviation: FFM = fat-free mass.

2.7.2.3-7  Tirzepatide 5 mg. 10 mg. XI[& 15 mg #%51% QHE AR DBREE L

Abbreviations: FFM = fat-free mass; FM = fat mass; TBW = total body weight.

2.7.2.3-8 Tirzepatide %5 40 X (X 52 BEEDETILTFA LI AEDEIL
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% 2.7.2.3-7 Tirzepatide %5 40 XL 52 BEDETILTFRILF-AKENDZEIL

Weight loss 40 weeks 52 weeks
measure Median (90% prediction interval) Median (90% prediction interval)
(% change
from baseline)
5mg 10 mg 15 mg 5mg 10 mg 15 mg
Total body -6.92 -9.94 -12.5 -7.37 -10.6 -13.6
weight (-20.7, (-33.4, - (-40.3,-1.38) | (-21.3,1.04) (-35.7, - (-42.1, -1.62)
0.945) 0.549) 0.644)
Fat-free mass -3.54 -5.14 -6.52 -3.79 -5.54 -7.03
(-10.8, (-19.4, - (-25.8, - (-11.2, (-21.0, - (-27.2, -
0.314) 0.258) 0.717) 0.341) 0.312) 0.886)
Fat mass -12.4 -18.0 -22.5 -13.3 -19.4 -24.6
(-36.2, 2.00) (-57.8, - (-66.5, -2.67) | (-37.2,2.13) (-59.3, - (-68.2, -3.04)
0.715) 0.956)

2723112 RL2HICETIBEE-RIGER

Bl R, TH

HE R~ L3 727 a2 VT Bl R, ROVFRNCEI L. EEE R OBITHER 2 HEE
L. ZOfMERIZHT 5 tirzepatide DZNRK OWEBEORELFN LTz, &5 I L2, FEE DK
HAFHTHZ LR, miET tirzepatide i EEIT %3 D IKHBD DRRFFRIZ(L OB A Z[E L
Too BLKOMELOT —Z [ Z—2DMEET VTN L, FROT —Z 13RI LTz,

W BT OFRER, A 7 LF o OEME, eGFR, 4Flin, ~—RAF A > OKE, T2DM DO
&L, MEr, KON NRIOBIEE R OBATHERICA B REELZ KT S khoTo, BEOM],
A (AARANKOSEANDR]) | KORE (B A=y 7 RZROE A=y 7 RESNOH]) A
B UTRESNT, IETIEEMEL i LT, LK ONEEIZEE T 2 2RO UGEIC
R A2 L7z, AARNEE CTIIAME NGRS L LT, B, R, R OFRICBET 2 28D
BEBICRF 2 2 L7y, PEEROEEOE.LD, E, RO FROREBMRITE -7, £,
B DR DOFEBUER b IMNENEE L X TAARNEE TR o7z, B A=y 7 ROBHETIT,
b A=y 7 RS DOBE LD B CHEL R ORISR T 2 AEMEN S ET D 2 LR Sz

(F£A4M1% Population PK/PD report [%55.3.3.5.2 18] &) .

INDOABERILEREITHONT, Fl, R, KOO B OBITHER ~D BRI E
WD 5B < . MEEIEDERIINERNEERX D,

Wik i - SSRIT ORGSR, B 3 FERBR TR e I EEIE A B L2 2 & ¢, 2 2 f3 GPGB
AERD 10 mg KT 15 mg OHERFHEO# G- TR b L7z B IHEEA F H G DR BLOFEFN D RIE X
Nz, %5 3MABROME 11 5mg, 10 mg, & 15 mg O EHERFHE TR b= E L, @, &
O FHIO R T EFEHIFICEBL L2 O TH Y . 2o OFGIRFMRE L & BTk L,
MeFRFH & Tl g tirzepatide IR EEDNEFIRBBICE L7212, T2 6 24 BURIZIZZENENDOAE
FROFIREG OPIRAEIT 10%A40 & TR &7z (¥ 2.7.23-25) , 72k, BL, EE, KOVF
I DOVREFE - SSFENT OFE#HIL, Population PK/PD report (5 5.3.3.5.21H) |Z5E#i4 5,
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e

% 3BT —Z 2 A, T tirzepatide JREE & L RMET L RARA 0 h OREXHE K AR — 2
T A U0 OZEA R & O BIENEZ BRI ER N TR L7z, ARME DR B DUV TiX, post-hoc
PK /XT A — 2 B 1G7- IR & O BhEME 2 SR IR L 7=,

Mg tirzepatide 2 & 2t m RARA > b & OR#EME ORI AR T HT-0, T—H
WRHFRETd - 745512, 24, 40~42, O 52 58I 5 % 7AW L 7=,

%m&xm&m&

HER tirzepatide JREDFERIME &, EH Z —BH I 7oA Z A 2 CHIE L7 IRFECT
ECG THIE L7-.Lfadi b oM A5 N L7z (3R 2.7.2.3-8, [X27.239, KT 2.7.23-10) .
FFM1X Population PK/PD report (% 5.3.3.5.2 %) (ZFC#T 5.

Tirzepatide #¢5-%% . WRFAEDMEIN L7z, BUREBROME 1T, RO OKRE 12 BkEE Tl
23, RERL (24 40, XX 52i8) E#E L TRE o, Fh 12 HEO AL 10 mg X%
15 mg OHMEFFHEICEL T 6T, REENSEFRIRBICET 2 & TSNS 24 B £ ClzEIRFE
MO XIS L 72572, Tirzepatide i 1 [7] 15 mg OHMERFFH E4% 5D Cg (1440 ng/mL) TOH-X
— AT A S DR DO L EOTRIEIL, 5.6~7.4bpm TH -7,

7ok, DIMBORETRE 40 BEFE 52 BERFICHEN L, ke AV =i tirzepatide 325
& OBENEDFRMT & [FIERDFE R G DT,

GLP-1 ZFARMEENFE T H A OENMITR D TV 5H 2% (Lorenz etal. 2017) | GLP-1 &K
EEEE T, HEOREMESRBR CLMEROT 7 M 226 LEVERAS /RS TS (Marso
etal. 2016a; b) .
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% 2.7.23-8 FHIWABROHET—2 ZA-MIEET tirzepatide ;EEDEAE &
ARIAE R (T & DR EIR/ NS A —2 I UIZ 15 mg DEFAETFRIIND

FEHIRIAB X (T0EE
Heart Rate Study | Number | Intercept Slope p-Value | Prediction Prediction
Measurement | Week | of Data (opm) | (bpm/[ng/mL]) at Cssa at Cmax?
Pairs (15 mg) (15 mg)
Absolute

Vital signs 12 4294 76.8 0.00329 p<0.001 81.5 83.1

24 4268 76.6 0.00293 p<0.001 80.8 82.2

40 4608 75.5 0.00282 p<0.001 79.6 80.9

52 2197 75.3 0.00318 p<0.001 79.9 81.4

ECG 40 3857 72.1 0.00347 p<0.001 77.1 78.8

52 2162 72.4 0.00294 p<0.001 76.6 78.0

Change from Baseline

Vital signs 12 4294 1.45 0.00604 p<0.001 10.1 13.0

24 4268 2.17 0.00364 p<0.001 7.4 9.2

40 4608 1.32 0.00297 p<0.001 5.6 7.0

52 2197 0.508 0.00421 p<0.001 6.6 8.6

ECG 40 3741 1.65 0.00377 p<0.001 7.1 8.9

52 2100 1.70 0.00408 p<0.001 7.6 9.5

Abbreviations: bpm = beats per minute; Cax = maximum observed drug concentration; Css = average steady-

state concentration; ECG = electrocardiogram; QW = once weekly.

@ The model-predicted steady-state concentrations following tirzepatide 15 mg QW in a 90-kg individual were
Css=1440 ng/mL and Cynax=1920 ng/mL (Module 5.3 Population PK/PD report, Table 10.3).
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Abbreviations: Cav,ss = average steady-state tirzepatide concentration; A = change from baseline.
Note: Vertical dashed lines denote average tirzepatide concentration for each treatment arm (5, 10, or 15 mg) at the study week in the plot.

Horizontal dashed lines denote reference value of 0. The solid line is a linear regression. The slope, intercept, and p-value of the linear regression
analyses are listed in Module 5.3 Population PK/PD report, Table 9.10.

Pulse rate measured with vital signs is plotted for heart rate on the Y-axis.

2.7.2.3-9 Tirzepatide %5 24 BF D M tirzepatide ;2EDOEBIE LRI 12841 V) EOBEEN
HxtE () RUR—X M4 UDLDELLE (B)
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Abbreviations: Cy,y 55 = average steady-state tirzepatide concentration; A = change from baseline.

Note: Vertical dashed lines denote average tirzepatide concentration for each treatment arm (5, 10, or 15 mg) at the study week in the plot.
Horizontal dashed lines denote reference value of 0. The solid line is a linear regression. The slope, intercept, and p-value of the linear regression
analyses are listed in Module 5.3 Population PK/PD report, Table 9.10.

Pulse rate measured with vital signs is plotted for heart rate on the Y-axis.

X 2.7.2.3-10 Tirzepatide %5 40 (LE) RU 5288 (TE) DMig tirzepatide jREDEANE & ARIAEL (N1 2 LY 1 2) EDBEEN
ExtiE (£) RUR—RSAUhbDELE (F)
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£

WS 40 M.

IMAEH tirzepatide ¥ O FERIMF L . WE A Z —H S IGFEBIIE  GlsHE XUT~<~—2F 1~
MHOEALE) L OBEMEEFM LR, M FHNICAERAOKEEE L RL

(% 2.7.2.3-11) . YUHEHIME X AT tirzepatide 2 E O O EBRHK) 8 mmHg (K T35 & 7
W=,
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Abbreviations: Cav,ss = average steady-state tirzepatide concentration; Conc = tirzepatide concentration; A = change from baseline; SBP = systolic blood pressure.
Note: Vertical dashed lines denote average tirzepatide concentration for each treatment arm (5, 10, or 15 mg) at the study week in the plot. Horizontal dashed lines
denote reference value of 0. The solid line is a linear regression.

Number of data pairs: Absolute; 4636 (Week 40) and 2209 (Week 52); Number of data pairs: A; 1379 (Week 40) and 670 (Week 52)

Top left: Week 40 SBP = 126 — 0.00222*Conc (p<0.001); Top right: Week 40 ASBP = -4.92 — 0.00234*Conc (p<0.001); Bottom left: Week 52 SBP = 127 —
0.00223*Conc (p<0.001); Bottom right: Week 52 ASBP = -4.83-0.0025*Conc (p<0.001).

[ 2.7.2.3-11 Tirzepatide #%5 40 (ER) RU52EFF (TR) OMmiEd tirzepatide i=E D EBIME & IHELME & OBEEM
BxHE () RUAN—XSAUDLDELLE ()
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PLARH

iMAEH tirzepatide O FERIMF L . JE A & —F S 7RI & oo B 2 550 L 7285 52
B O ENHETE S22, FHFAICHEE Tid/edr - 7= (Population PK/PD report [ 5.3.3.5.2
H] ) .

QTcF

M tirzepatide #2% & . MIE H 2 —B S ¥7- QTcF MM & OEIEM: 2 314 L 7= /5 5. #% 5 40
KON B2 HIFICEOMEE N AL, &5 52 HEFIZITR—RA T A 0B D QTcF DL EDfiFENT T
HEIIAETH-o7e (¥2723-12) . QTcF MBRIIEKRANICHIBE L 2 5 WEHNICH D |
tirzepatide B #% (2 & 5 QTcF MM DIERITFRD e o7,
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Abbreviations: Cy,y 55 = average steady-state tirzepatide concentration; CFB = change from baseline; Conc = tirzepatide concentration; A = change from baseline;
QTcF = QT interval corrected using Fridericia’s formula; wk = Week.

Note: Vertical dashed lines denote average tirzepatide concentration for each treatment arm (5, 10, or 15 mg) at the study week in the plot. Horizontal dashed lines
denote reference values. The solid line is a linear regression.

Number of QTcF/Conc data pairs 3566 (Week 40) and 1991 (Week 52); Number of AQTcF/Conc data pairs 3396 (Week 40) and 1902 (Week 52)

Top left: Week 40 QTcF =410 — 0.000014*Conc (p=0.980); Top right: Week 40 AQTcF = -1.71 — 0.000797*Conc (p=0.103);

Bottom left: Week 52 QTcF =411 — 0.000089*Conc (p=0.906); Bottom right: Week 52 AQTcF = -0.84 — 0.00226*Conc (p<0.001).

X 2.7.2.3-12 Tirzepatide %5 40 (LX) RU 5288 (TR) DIMiE tirzepatide ;2 EDERIME L QTcF & DEAEM
ExtiE (£) RUR—RSAUhbDELE (F)
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PR f#If&
MAEH tirzepatide RO EMIE & PR k7 & O BIENEZ RN L 72 /55K, IEOBEMENRD b
7o, EHERICAE TIiE 72~ 7= (Population PK/PD report [ 5.3.3.5.21H] ) ,

7IT7—Vl, VB, WLy b=

B3R THRONLET I T -8, U =B, RO b= AEOKRER S ITIEF LR
D 3FERIEGTH o7, MIEH tirzepatide 3£ O IR & 2 D ORIENHE & O BEEM: & 5FAl L 721X
% Population PK/PD report (% 5.3.3.5.2 1) (2R,

KT 5 & MAET tirzepatide JEE L T X T —PME (HEXHME KR R —Z T A b DAL )
E OBEMEORNT ClX, HEHFICHEREDHEE N AL N, FERIZ, mIEH tirzepatide JEE
EVNR—BHE MEXHMEROR—R T A b0 bE) & OBEOMITTH ., #ehFrIcH
BRIEOHENA LN (%5 40 ) 52 i) , Mg tirzepatide & & B L k= Offakt
g & oBEMEOMNT Tk, ADEENELNEN, FHEFFNICHEE CIE oz, Mg
tirzepatide JEE & LY b= DR—RA T A b DAL E & OBEME DT Tk, 5 40 #HKF
\ZDHHEIRIEDOME A 5 iul- (FEHIIE Population PK/PD report [ 5.3.35.2 1] ) .

T 7—BfE, UVoS—BE, KO b= AENIERE ERO 36500 Lo B & FFARHEN
(E# A RO 3 f5A0m) D BF O tirzepatide # 1 [5] 5mg, 10 mg, MK T 15 mg OHMERE FH &4 #
B L7z & & ® post-hoc PK /XT A —F 2RI LR, BHROH 52137007
(1% 2.7.2.3-13, [¥2.7.2.3-14, }K X 2.7.2.3-15) ,
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Abbreviations: 3xUL = 3 times the upper limit of normal range; Css = average
steady-state concentrations; N = number of participants; TZP = tirzepatide; ULN =
upper limit of normal (53 U/L).

Note: Solid circles denote individual values for each dose; the top and bottom
margins of the boxplot represent the 75th and 25th percentiles; the whiskers extend
to +1.5x interquartile range.

272313 F7I7—C€E (EEELEDIF/BREXITIFELLELE) CLEOETILTHELT
EEIKETOFEHMmMETF tirzepatide JRE
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Abbreviations: 3XULN = 3 times the upper limit of normal range; Css = average
steady-state concentration; N = number of participants; TZP = tirzepatide. ULN =
upper limit of normal (63 (U/L).

Note: Solid circles denote individual values for each dose; the top and bottom

margins of the boxplot represent the 75th and 25th percentiles; the whiskers extend
to +1.5x interquartile range.

2.7.2.3-14 YN—+E (EFEELRED IF/REXIEIFEUL) CEDETILTHELT:
EEIKETOFEHmMETF tirzepatide JRE
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tirzepatide

Abbreviations: 3XULN = 3 times the upper limit of normal; Css = average steady-
state concentration; N = number of participants; TZP = tirzepatide; ULN = upper
limit of normal; ULN (female) = 1.463 pmol/L; ULN (male) = 2.458 pmol/L.
Note: Solid circles denote individual values for each dose; the top and bottom

margins of the boxplot represent the 75th and 25th percentiles; the whiskers extend
to +1.5x interquartile range.

272315 ALY bZUfE (EEELRDO IB/REXILIFLUL) TEDETILTHELS:
EFEIRETOEH M tirzepatide JEE

il e
Lo 2 T 3 ORIbE B & AR MRS 24 X 72 REE O tirzepatide 3 1 (8] 5 mg, 10 mg, & O
15mg DOHMEFFHEZ &G L7 L & D post-hoc PK /3T A —F 2RI el L= fE R, L-~UL 2

XX 3 OIRIpEEREE O PK /RT7 2 —X %, KiLbEZ2 A S0 EE SELIL T (14 2.7.2.3-16
KON 2.7.2.3-17) .
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Abbreviations: Css = average steady-state concentration; hypo = hypoglycemia; N
= number of participants; TZP = tirzepatide.

Note: Solid circles denote individual values for each dose; the top and bottom

margins of the boxplot represent the 75th and 25th percentiles; the whiskers extend
to ==1.5x interquartile range.

27.23-16 {Em#E (LANL2XIF3) OFECLEDETILTHEELLEERRETO
M EEeh tirzepatide JEREE
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Abbreviations: Css = average steady-state concentration; hypo = hypoglycemia; N
= number of participants; TZP = tirzepatide.

Note: Solid circles and triangles denote individual values for each dose; the top and
bottom margins of the boxplot represent the 75th and 25th percentiles; the whiskers
extend to #=1.5x interquartile range.

272317 BIm#E (LR)L3I) OFEEZLDETILTHE LI-EEKRETO
T g tirzepatide J2EE

272312 ERANOEREDEVIERUVENFDLER
2.7.23.12.1 ZEWEHE
27231211 /2 avi— AV MERTELONEPK/IASA—4

HAN T2DM & Zxt5: & L7- GPGC il X USME A T2DM E#E & xf5 & L7z GPGA i/~
— | C T, tirzepatide 5 mg % fZ F#5- L72 & & D Cax & Y AUCq.168 D041 & X 2.7.2.3-18 (T
Fo BRI G RICH L TR, Crax % U8 AUCq168 13 I AN L AHELA T2DM M TRELL Tz,
RAEBE G140 Cmax K TY AUCq.g68 (2B L TiE, HARAN T2DM EFH ThH$ 2N @ % 7~ [ 53
RO BN, T DRERN LI PD, ZalE, KOZAEEDOR RS, HAN T2DM
BE CHERELET L ETIERNWEB X T,
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Parameter: Cmax (ng/mL) Parameter: AUC(0-168) (h*ng/mL)
1500 150000 T
© Japanese patients. o Japanese patients
* Non-Japanese patients o . Non-Japanese patients @
O e}
1000 8 100000 8o
o % 8 ©
L
e
500 [ ] 50000
0 - J
r T T 1 Y T T 1
Single Dose Multiple Dose Single Dose Multiple Dose

For single dose, N = 27 for Japanese patients and N = 32 for non-Japanese patients.
For multiple dose, N = 11 for Japanese patients and N = 6 for non-Japanese patients.

2.7.2.3-18 BARARUSNEAEEIC tirzepatide 5 mg ZHEIRUVRER TS LI-EED
Cmax U AUCq.168 DELE: (REHRE : BARABEICEL TIX 8EIB&R 5.
HNEABEICEALTIL4BBEER)

2.7.2.3.12.1.2 1% tirzepatide M b5 7R E

%5 34 GPGH, GPGI, GPGK, GPGL, KU} GPGM ikErDFME A T2DM ## & %5 3+ GPGI,
GPGK, GPGM, GPGO., K ' GPGP #Brd HA A T2DM & @ JE % Ik HE T o i 4E
tirzepatide O 7 7R E &7l L7= (X 2.7.2.3-19) , IiEF tirzepatide o 7 7 2 O S,
HENEFE L L TARNEFE TOTNICE NS0, DI KRELER->TEY, AARA
T2DM #3E L AME A T2DM BE O PK IZHELL L TWb B 2 b T,
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= Japanese
E3 Not Japanese

Abbreviations: N = number of patients; n = number of observations; QW = once weekly.

Note: Participants with missing subrace information are not included in the boxplots. Boxplots include records
from the Phase 3 studies collected from 144 to 192 hours from the last dose administered. Solid circles denote
individual values for each group; the top and bottom margins of the boxplot represent the 75th and 25th
percentiles; the whiskers extend to ==1.5x interquartile range.

2.7.23-19 FIWHHAROBRARUNEABREDOEEIKETOMEE S tirzepatide D
b3 OREDOEANE

27231213 BHEHAEMENEREN

% 2.7.2.3.1 HHIZ/R L7= PopPK fEMTIZIX, 1086 5> H AN T2DM FBE N LG 5 L7 7193 30k
DOIHES tirzepatide JREET — Z W& Eivic, AMITICE ENTAENER & RANERIZE T S
WeBRE A R A £ 2.7.25-6 [T, AEANBE L LE L THAABRZIIERELD BMI 2MEH- T2,
PopPK fEHTIZH6-5< & {KHEIT tirzepatide ® CL/IF KX VIF DA E LB TH Y . KE 1kg D
TAIZ X 0 IRBEN 11%Ed 5 (4 2.7.23.7.2 1H) , HAANBRE TIL, tirzepatide @ Css I
5mg. 10mg, KON 15mg OFT X COHMERFHETHEA &L K LT 17%H< (F£27239) . =
AUT BARNEE TISNENEE & s U CTREOFEIED 14 kg KV (24 78 KUY 92 kg)
ZEICERT S EEZOND, typ OFEHEIHNEANE BARANTRERETRD LRI 5T,

94



LY3298176 (2 TiE fRI7)
tirzepatide

2.7.2 FRARIRERER

WH OB AT popPK ET /L Tid, A (HARAKRUOSNEANDR]) (XA ERILEET

L2 o Tz,

UEED, BARNESNENEE TORBEEEIIAREZICLLHDEE X BN, tirzepatide D PK
DR ZEEOHPANTH 722 &b, BRANEE TCOMNEFEILERNEE I OND,

+& 27239 PopPKBEITTHE LI-BAARUVSEA T2DM EZED post-hoc PK /35 4 —4

Geometric mean (CV%)

Parameter Japanese Non-Japanese
(n=1086) (n=4716)
Baseline body weight (kg)? 77.9 (19.6) 92.1 (22.2)

Absorption rate (ka, 1/h)

0.0376 (9.72)

0.0366 (11.0)

Apparent clearance (CL/F, L/h)

0.0525 (20.7)

0.0617 (23.2)

Apparent volume of distribution (Vd/F, L) 9.42 (21.2) 10.3 (24.7)

Half-life (t1/2, days) 5.70 (17.3) 5.34 (17.7)

Accumulation Ratio 1.75 (11.2) 1.68 (11.2)

5 mg average steady-state concentration (Css, ng/mL) 566 (20.7) 482 (23.2)
10 mg average steady-state concentration (Css, ng/mL) 1130 (20.7) 965 (23.2)
15 mg average steady-state concentration (Css, ng/mL) 1700 (20.7) 1450 (23.2)

Abbreviations: CV = coefficient of variation; PK = pharmacokinetics.
@ Baseline body weight was reported as arithmetic mean (CV%).

2723122 RBRBE-RIEEE
el L o — RPEEE R OF HbALC

HAN T2DM 3 919 filH 5 52 HMREIZ 7~ » TUEE S 7= A EF 5418 [HD 2L 7 L 21— 2
IREE & 5414 fH D HbAlc 23 ZEHERE 7 /L =1 — AP FE-HbALe figfiTic & £z (BF 2.7.2.3.11.1 )
ZENEIRE 7 3 — AP E-HbALC fiftr TRESE L T E 7 VA LT AARAKUSNE A T2DM
BETOT T RS 3 HRBROFERARICE T 52270 o — A RE KN HbAle DOF%E
WO Ial—TariF iz, &5 52 HREOR—RT A L inD DZEERE T Vo — AR
J O} HbAle DZEAL B DU T, tirzepatide 5mg. 10 mg. K& 15 mg B4 _T T, EF /L THIE
X, BARANEAOR 2 55 3FHRBROBLANE 2131F EfEICHB L TBY ., BAARUSEAT
O R BESOSEIFRITEELI L Tz (1 2.7.2.3-20)
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Abbreviations: A = change from baseline; HbAlc = hemoglobin Alc.
Note: The simulation median was denoted by black lines and the shaded areas denote the 90% confidence

interval. Circles and error bars denote the mean and 95% confidence interval of the observed Phase 3 data for
Japanese and non-Japanese.

272320 ETITFRLEIZRES2ABOBRAERESE (X)) RUSNBEANEE () TO
R—=XS5AVHMLDEEESTIILO—RXRE (L) RUHbALe (TF) OZELEL
tirzepatide ® & & DRE%

BE

H AN T2DM 3 919 #5755 52 MR 7= - TUUE X 7= 43 10739 {IH o 4 85 0 JI il 73
- EMATICE e (BF 2723111 1) , BEREE-REMRT CHRE L &K ET VR L
T, BARAKROHNEANBREDO T T B RARRBROY I 2 L—3 3 23 L7z, Tirzepatide (2 &
D A BRFN R EERD AR DL, @SB EEREBRMERARKRE o7, ET VL0 TR
L7z HEPOGRIGRIZ. 5 3 MRBRE R COBIRME AL H A NSNE AR 2 IZFHB L THY ., H
ARNEE BT HERERDFRIIFINENEE EFRETH- 72 (¥ 2.7.23-21) .
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Japanese non-Japanese

Note: The continuous line and shaded area are the simulated median and 95% confidence interval, respectively.
Points and error bars denote the mean and 95% confidence interval of the observed Phase 3 data for Japanese
and non-Japanese

X 272321 ETFLTFRLERES2EBOBARAAESE () RUNBEAESE () TD
R=R S5 b DAREDZEILE L tirzepatide DRAEDETILFE

WRFEBCO T LS

EIWNEE 3 8 GPGO ikt Y GPGP iR ONRIEB T LT — & (REM DT — 2 D 20%AK
i) ZHWWT, 82723112 & [F CHIE T, SRR AT A2 VTl tirzepatide i 22 & ik
I UL OBEME 2 G L2 (3 2.7.2.3-10, [X2.7.2.3-22, KON 2.7.2.3-23) , &k
EHCOMmAES tirzepatide ¥ & O A% & OBIEMEOfENT & [FERIZ, tirzepatide £ 5-% . k%K
MM U7, BUREROME X L, R o&KE 12 BREE oL, W% (24, 40, XX
52 ) L #s LT, K& o7z, Tirzepatide i 1 [A] 15 mg OHMERFFH E% 58D Cgs (1700 ng/mL)
TOR—=RZAT A NSO\ OENLEO FHRMEIX, 9.8~11.3 bpm TH 7=,
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% 2.7.2.3-10 ERE 3BT —42 #RALV=MIER tirzepatide JEE S IRIBH X (T DE%E D
BEMDEBITICE T HEIRERD/INT A —4

Heart Rate Study | Number of Data Intercept Slope p-value Prediction
Measurement | Week Pairs (bpm) (bpm/[ng/mL]) at Css?
(15 mg)
Absolute
Vital signs 12 790 79.2 0.00173 0.282 82.1
24 780 78.1 0.00297 p<0.001 83.1
40 724 77.9 0.00267 p<0.001 82.4
52 752 76.6 0.00323 p<0.001 82.1
ECG 12 784 73.5 0.00249 0.133 77.7
40 718 73.0 0.00261 p<0.001 77.4
52 748 72.2 0.00278 p<0.001 76.9
Change from Baseline
Vital signs 12 790 3.31 0.00656 p<0.001 14.5
24 780 3.18 0.00478 p<0.001 11.3
40 724 3.42 0.00378 p<0.001 9.8
52 752 1.42 0.00509 p<0.001 10.1
ECG 12 775 4.39 0.00565 p<0.001 14.0
40 710 4.33 0.00357 p<0.001 10.4
52 739 3.39 0.00412 p<0.001 10.4

Abbreviations: Css = average steady-state concentration; ECG = electrocardiogram; QW = once weekly.
& The model-predicted steady-state concentration following tirzepatide 15 mg QW in Japanese was Css=1700
ng/mL (Population PK/PD report, Table 10.8).
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Abbreviation: A = change from baseline.

Note: Vertical dashed lines denote average tirzepatide concentration for each
treatment arm (5, 10, or 15 mg) at the study week in the plot. Horizontal dashed
lines denote reference value of 0. The solid line is a linear regression. The slope,
intercept, and p-value of the linear regression analyses are listed in in Module 5.3
Population PK/PD report, Table 10.9.

Pulse rate measured with vital signs is plotted for heart rate on the Y-axis.

2.7.2.3-22 Tirzepatide 5 24 ;BrFD M 3Z F tirzepatide ;RE D EBIE &
ARiEER (A ZILYA V) LDOBELENE
HxHE () RUARA—RS AU LDELLE (A)
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Abbreviation: A = change from baseline.

Note: Vertical dashed lines denote average tirzepatide concentration for each
treatment arm (5, 10, or 15 mg) at the study week in the plot. Horizontal dashed
lines denote reference value of 0. The solid line is a linear regression. The slope,
intercept, and p-value of the linear regression analyses are listed in in Module 5.3
Population PK/PD report, Table 10.9.

Pulse rate measured with vital signs is plotted for heart rate on the Y-axis.

X 2.7.2.3-23 %5 4088 (LK) RUS52:EEB (TE) TOMmIEF tirzepatide B &
ARiEEk (A 2ILYA ) LDOBELENE
HxtE () RUR—RSAUhbDELEE (B)

272313 FHZERAEDOHRTERR

%5 1+ GPGA #RBR & O GPGC 7B & 4 2 ¥ GPGB K& 1* GPGF iABR > HAYIL, tirzepatide ¢ i\
MERAZHRE L, AotE, AR, ROZEHEOBLEHH SRR CEAT 2 HELOHE
WHEEZIERTDH L Thotz, & 3SR LELNET — X 13, BT E-FUSHT IR,
BT 4y M-V R T a7 7 A URHLNDTIRAEZRIR Uiz, ARETIE, HRFHR
T OV 2 SR 5 PK L OVPD 7 — 4 2 B L=,

2723131 #HERAERVAEHEX

5 2 tHRBROMER F B R O H EfiE s

b MIEEGRER CTh o725 1 fH GPGA #BR Ti, FME AMEEEHERF 1 tirzepatide 0.25 mg 7>
5 8mg & =2k — MR EEIR G Lz, F7o, SME RGBS % KF 8T tirzepatide &3 1
[B] 4 EMRAERE- L, 10 mg O &ITH00 70 H &L TR L7z, 15mg i 1 [ 5 £ To
A&, SMEA T2DM BFEEZ xR E Lz 4 B O e HEEHEEIC K> TER L 8
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272222 1) , ARBROZEEROBEET —2ICES% . F 2 HRBRO A& & OH&#HEE
BRE LT,

% 2 tH GPGB #BR Tl. tirzepatide 1 mg. 5mg. 10mg. &% 15mg % 26 HEEH5 L7,
Tirzepatide 10 mg M O* 15 mg D&%, BePER) 72 FHEMHEIC K Y @Rk L7z, Tirzepatide 10 mg #*

TiX, 5mg ZBAtsE S LT, 2 MHEG L0 HIZ 10 mg ([T L7z, Tirzepatide 15mg #£ T
%, 5mg ZBiisHE L LT, 2 G L, 10mg # 4 HH&HE G Licob, HHIZ 15mg (2
BAT LT,

GPGB iBRICB T 2| KR TH 72 15mg TOLEM~— 03, PAKRDT v FD 6 3 H
PR D NOAEL O 15 TH - 77,

GPGB iz Téﬂi/J VHETH -7 1mg OHEIT. PopPK/PD FENTIZHE D & RN L 7=,
Tirzepatide 1 mg 512 X VSN 2BFTEIL, 77 A L K LT HbAlc DIK F &R — 5T,
&%‘@ﬁﬁﬁf&of:?n FI7NVF R 15mg &HE L TIRWAOINELZ 525 &) TRICEES & 3%
W7,

GPGB B Tix, 5~15mg O H&E#iPH T HbAlc M OMAEMNZNZ IR 2.4% % 8 11.3 kg 1K
TL., s o GMERRO LN, —FH T, BGEEFEEZICIIBROPTIENRD 5
AU, 10mg & O 15 mg O FH &= 5 H &l E T &EE TlERho T 2 EARE SN, 20
ZEnn, 12 B0 GPGF RBRZBMTEML, 25mg OKHEAHMHAELE L, 12 #HT
12 mg X% 15 mg (2B 5 H &#EEZ2 et Lz,

INRHO 2 50 2 FHRBR L& LN AR OEIET — X 1%, BFEE-SUSTICH V.,
B3R CTONRRKT v h-U R T RT 2% Y LTz tirzepatide ODFHEJ%_%?R%:EIHE L7,

2 3 HHRBROMER H B Kk O Bk

% 3AHRBR CI%. HMEFFE % tirzepatide 5mg, 10mg, KO 15mg & L, # 1A F&5 L7,

TS OMEFRF & & EIEIEIL. T2DM BE 255 0 U755 1L OV 2 B T5 5
Pzl = o b — MR ERICE T 2 A, ettt RO BIBEEICET 2 2EMEOR
REINDHOT —F 2 U7 iR &-ROSITIC RS EFRE Lz, 5 3 B CHV - H &
HHEORBTOFEMIZ DWW TIE, 8 5.3.3.5.1HIZR LT,

FHEMEEIT, 1B 25 mg 226006 L. 48R E L7c%, 4 221225 mg T oHE L,
HEFFHECH A 5mg, 10mg, XOV15mg ECHET A2 L& LT,

Z ORI A EEHEIC LY . BEEEICEET 2 BRMERM BT 5 EEZ b,

AR % OMERF FH B & O B i

FRIREABR > & 15 & V7o 222 o OVE ZE O it Rl ONC R % - SOS T ORGSR K0 L 3 1 (5]
25mg BB L. 4 BT L2 25mg 72 5mg. 10mg. KON 15mg iftﬁgﬁ”éﬁxﬁ TR
tirzepatide o &ML E VD EL OVHED, PR ZEME T 7 7 A NV EHZT-8%)
RRAEROHEE LTSRS,
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® T2DM B Z x5 & L% 3N 615 5 7z efficacy estimand (235<, _"—2 7 A
2 EERHIE H £ TORMEOFRIE DL E I, tirzepatide 5 mg #F, 10 mg 7 &
WIEmMgHETENENLU TDO LB ThoT

o ZEJEWRE v a— AR . 436 ~-61.4mg/dL ., -45.9 ~ -71.2mg/dL ., -49.3
~-74.4 mg/dL

0 HbAlc : -1.87~-2.57%, -1.89~-2.98%, -2.07~-3.02%

o IKH :-3.8~-7.8kg, -7.5~-10.7 kg, -9.5~-12.9 kg

® IREE-SUSNTICHS L, T2DM BF#H T tirzepatide 5mg, 10 mg, &Y 15mg O #5-
52 BRFIZ, Pl H OZ L ESUIZERIL, TNENUTOLEBY THY | BHERBD
BT E T

o ZEfERF/ NV a—RPEE (N—RAF A :170mg/dL) :-53.4, -61.0. -63.2 mg/dL
0 HbAlc (R—RAF 1> :83%) :-221%. -2.52%. -2.62%
0 f{AE (R—ATF A :957kg) :-7.37%. -10.6%. -13.6%

® I 3 FRBRTIL, #5 40 # H X 52 ¥ H o 1AM ERE A CIioBEE o E L (HbAlLc

5.7%ANM) & BERL L 79 BRE OIS 134 tirzepatide FECLL T O LB THh o7,

o 5mg# : 23.0%~51.3%

o 10mg#¥ : 30.5%~67.1%

0 15mg#¥ : 43.1%~78.6%
ZefRE 7V 3 — ZPRPE-HDALC ET MICHS & =2 T A HbAlc 7% 8.5% D EFH
T, HbALCT%A & O 5.7% A 2 2% L 72 BE OEIA DS ERFH 28z R L, Th
i1 85% (tirzepatide 5 mg) —~100% (tirzepatide 15 mg) J O 20% (tirzepatide 5 mg) —~
55% (tirzepatide 15 mg) T o7z, ~~—A T A » HbALC 73 8%Aii X i 8%~8.5% D HAFH
IZOWNWThH, FEOERTHD Z ERHEE ST (X27.2.3-24)
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Abbreviations: HbAlc = hemoglobin Alc; QW = once weekly.

Note: Bar height denotes the simulation median and error bars denote the 90%
confidence interval.

X 2.7.2.3-24 Tirzepatide DAHERUR—X S 4 > D HbAlc TRERIME LT
tirzepatide %5 52 18 H ® HbAlc 5.7%KiHmXI& 7.0%KRmDEIEDETILFAIE

® [MHE tirzepatide I B & ARFA%EL & D BEEME: 2 FEAMT L 7245 5, tirzepatide 38 1 [7] 15 mg D

FEAER GRS, BREM TRRK 7bpm OIRAEOEMARD bz, SEEHTO
MR EAROM X X, AEFE OV OROEM (12 BET) OFA, 24 WL & ik LT

KEhotc, HRNEETY, tirzepatide £ 5-1%1 LHWE@&@WM# WO B AL, [EFERE D
X, MBI oS 12 AR E coln, HRBREH (24, 40, T 52 ) gL
T, REoT,

® [MHEH tirzepatide IR DN FES T, K 8 mmHg O IUHEHA I E Db 23388 B4,
JERMAINE O 3 )72l 2338 BTz,

& \WTNOMRHETH, MIET tirzepatide JRE L7 I 7 —8E, U A \—EHE, KX I L
¥ h=UfEE ORICERO B 2 BT b h o T,

® I 3 FHFRERAE R A VIR B RS ETIC RS &L D, TR, LT TR 1 H& 7
D OARENGOPIAEIT, 10%AKRNETHY (X 2.7.2.3-25) 52 B4 LB L TORBES
Id 25%A0i Tdh - 72,
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X 2.7.2

Note: Solid lines denote the simulation median and the shaded areas denote the
90% confidence interval.

3-25 HEIWEHABRTHEAL-AEHBETOED () . BYE (FR) | TH (B) @
BREE

55 2 AHRER & bl U, fRe e A AR L7228 3 MR T, D, e, T
FOFBIEG L BIREEZOm G AR I (5 2744.215H) |

BLL WEM, RN BET D MR - SOSHRNT OFERIL, tirzepatide 5% 1 [A] 2.5 mg 2>
HEHAA L, 4 T L1C 25mg TOMFFHETH S 5mg, 10mg, KON 15mg F CHi&ET
DRERC I EEENEIC LY BMEEREAEFRPE/MEIND I 2 FFT5H D
DTh-oT,

WA BT OFE R, BEONKMEERICE S AEREOLET VW B2 b, K
BEOREREE LT PopPK E7 /L TlL, HARAKROSNEAGERE O tirzepatide D PK (2
FEEHFRICH B 2T b RinoTz,

PEXv ., BARAKOSEAN T2DM HE T, tirzepatide @ 5mg, 10 mg, KTt 15mg D4 T
ORI, MAEE & OEERDICET 26892 R L TEB Y, 15 mg £ TOIRM L VRN
RINTND, 6, BBEEMEOAERFZT —Z1E, #H 118 25mg % 4 HERS L,
ZO% AWM T L1225 mg T LT, 5mg, 10 mg, MK ON 15 mg ([ZEI#E$ 2 By 72 F &l
WEEZXFFT AL E XD, 2D X HIT, tirzepatide 5mg, 10 mg, KN 15mg D9~ T OHMER A
X, T2DM DIERICHIFF SN DR T 4 v M-V R T 0Ty A Va2 52 b, ik
O HAN T2DM EE~OHESEHE L L TIR—RET 5,
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2.7.23.13.2 Hi%

A 1 E%E

Tirzepatide % & T EG 5 OKKMD t1p 13K 5 B TH Y, # 1L [FEEGERLFEIND, thax DT
Rl (R/IME~ R RME) 13, &GEICE O THREG%EK 24 Bl (8~72 Wif]) T, &5 4 @A
EFIRBEIZEET 5, 8 1 [E 0 tirzepatide % 5-12 X 0 b & OMKERD DNRBO B, T OF R
1308 1 EER G oEMEIc bz > THERF S L7,

BEseHE
ZERERE 7 L 3 — A PRE-HDALe BT LA WY I a2 L— g 3 L tirzepatide 2.5 mg
BHIZRY | #&h 1 EBLUNICZEER 7L o — ZARE~OZENRD L, @ 180 tirzepatide
2.5 mg £ 5 4 HELINIZIBHER A RICKESND Z EARB STz, ZEERF 7V a— ARED
NR—2F 4 U (9.04 mmol/L) 75 OEAED FRAEO THIMEIX, tirzepatide 2.5 mg Hi[al#% 5%
(Z-1.00mmol/L (-18 mg/dL) T& v . 4 ¥ 1% (2 1%£-2.00 mmol/L (-36 mg/dL) & f5¥] L 7=
(X 2.7.2.3-26) .
IO ENG, tirzepatide 25 mg 1. FH/NOHMEFFHETH S 5 mg IZEET 572D DOBRIEHET
HDHHOD, 5mg OHERFHARRGELENC G, tirzepatide (2 K 2 1R A BIMEH% 1 » H LI MR
DR EMFFCE D LEZ B,
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Abbreviations: A = change from baseline; FG = fasting glucose; HbAlc =
hemoglobin Alc; QW = once weekly.

Note: The top and bottom margins of the boxes represent the 75th and 25th
percentiles and the whiskers extend to £1.5x interquartile range of Phase 3
observed data. Red circles and line denote FG-HbA1c model- (Module 5.3
Population PK/PD report, Section 9.2.1) predicted median FG, and shaded area
denotes the 90th prediction interval. Numbers at bottom of the plot are the model-
predicted median FG (mmol/L) and AFG (mmol/L) at baseline, 1, 2, 3, and 4 weeks
with tirzepatide 2.5 mg QW administered at Weeks 0, 1, 2, and 3.

X 2.7.2.3-26 Tirzepatide 38 1 [0 2.5 mg & 5#AfM+ 1 » AMOEERE I IILO—EED
ETILFRERUVERIE

BE5EEh

POpPK FEAT CHEE Lo ET LA HWT, HEENOREL I 2L —va v LR E
X 2.7.2.3-27 {2~

TELEEG Ao AE 4 BELAN (T72bb, kEEEG £ oM 3 A [72
Kif] LLE) OFE. KOV A TELISENZEO tirzepatide 25125 &, ROTFESH
75T L0 @t mET tirzepatide 2 OHMAZED DM, T OFEEITK 15%TH 5,
TE LG B b ofkE H DY 5 HEILL EOSE ., BB tirzepatide #5925 &, ZD
WOEHIZ LY | BRI 20%LL EHINT 5 AIREER B 5,

ZOZENS, EHEENCSAIKREEG ETOMMA 3 B (72 BEE) LLETHIUR,
R[OWEREE CEDICRET 5, £/, KREFREGETOMMEN 3 HH (72 KFHE) K Chiux
ENEEERGET, ROHLONUHEDTBAICEG T2 LRHUTHDL EEx b,
WTROEE Y, BEEZO%, @EOR LEOREAr V2 — V2 HHT 5, £z, @ 1EE
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GOWH 2 ZEI 2 0END 5561%, fiElkbGrobmnadsb 3 HF (72 BfE) L EHREZ
22T HZENBEUITHD LB BN,

HNo miszed doze

Skip dose

1.2
1.0
0.8
0.6
0.4
0.2
0.0

<
<
K
<

3

v

v

Dosze 1 day late

Dose 2 days late

%
:

b4 v h W

v v

L

Doze 3 days late

Doze 4 days late

E Zéézgp

Y v

v

Doze 5 days late

Dosze 6 days late

1.2
1.0
0.8
0.6 1
0.4+
0.2
0.0

3

2.7.2.3-27 ¥%“ERfREOMEEF tirzepatide JRE~NDEED

51

- A 4 ¥
28

27

29 26 27

Time {week)
Abbreviation: PK = pharmacokinetics.
Note: Simulation of steady-state tirzepatide PK was performed with the tirzepatide
population PK model. Solid black lines denote the simulation median, gray
triangles denote once weekly tirzepatide dosing interval, red triangles denote
tirzepatide dosing time beyond 1 week after a dose. The y-axis is tirzepatide
concentration relative to the maximum concentration of the PK profile. The shaded
area denotes the interval between minimum and maximum concentration of the

steady state PK profile.
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2.7.2.3.13.3 #HxE5EMI

9 3R TIE, BN T — X 2 G Lotz BARZEGEA (B, JE. K 1<
tirzepatide Z#¢5- L 72 & & @ PK X, %5 110 GPHIFUBR TRkl L7z (5 2.7.1.23H)

GPHIFBR T, tirzepatide 5mg Z#¢5- L7= & & D PKIE, bR UL RBREICR G- L- L & L8
oG Lz & THEIL Tz, BEEALIX, tirzepatide 5mg Z# 5 L7z & & O L IRERE
(AUCQ o e T} Cryax) (HERHFHICH B 7o 8 % JE S 72 o 72, Tirzepatide 5 mg % Hi[RIF %
L7z ED2HREHER (AUC)MX T Chax) (22WT, IEEEEFH 5 5 KERER & G- & O
R G O e/ N T AT EIME D D 90% Cl i 0.8 725 1.25 OFEFANTH 0 . G- HBALR
THEHFRICHERZIT R o T,

WTIDEALA~DIEE T, tnaxy DT IRAEIL 24 BRI T o 72, KREREH 5.1 & 5 0
BIRFND tmax DZEDHFRAEIL 12 BFE] TV | KEREBEG R CHE . AN FIRE DRSS, Wik
BT tyax DA BRI 2 Z EpURENT=DS (p=0.0013) | KEREREE G- & BB GRE D thax
D 12 REED7ET, tirzepatide O ER K SEPEERER AL CREWD HALIC tyax D& (8~T72 IF[#]) NTH
STz, JEEERE L BRI & ORI T thax (CZEITRO SRR o T2,

RRERDT — &2 5| tirzepatide (IMEEL, LI, M OKRBEHOWTNOMALTEH, HmiE
THIERS K THRETEDZ LRSI,

2723134 #HBETNAR

% 1F GPGS #Ba T, Al K TY " &AW T tirzepatide 5mg % f2 F#5- L7= & & D PK % 7Ffh
L7, 8 3MRBCIIWThoE AR bE A S, mlARA L LT Al AR TE S
TV 5, GPGS B RIL., Al ZHRHEA LT 22 L2 FTHbDTHoT,

TE RO tirzepatide PK ~D #2803, PopPK ity T DI BARMNT T & 3G L7z, Z DfEH. ¢

& Al T PKIZHEFHFHI R ORRIRINICEZR O & 5 PK DZEITFERO H AL > T2,

2724  HRIGEHER
27241 RERYE

I IFIE D ATE, BARRERT — & . WONTRE RN L tirzepatide DIRFE R, AhE, ROE
2L ORI Z S el iR 72 B % Integrated Summary of Immunogenicity (5 5.3.5.3.4 1H) (2
RLTZ,

BEL C. BRRRBR TR b7z TEADA (X, tirzepatide D BIfF72 K7 4wk« URT T
AN B 5 2o T,

ITIC, ERprR 226795,

TEADA ORBEIE

7 ODF 3FEFERT, tirzepatide #5-451 2570 ] (51.1%) 23, 5 FIZ TEADA 8L L7
(F 2.7.4.4-96) , TEADA OFAATEEBID 5 H. 1.9% 1% 2.1%72% GIP Z AR XL GLP-1 Z &k
WX o HRHUAREZ A L, 0.9% 1T 0.4%53 - EAVARNE GIP SUINEME GLP-1 (254 54878
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A9 5 btk %238 L=, TEADA HE OR KA 1:20 7>5 1:81920 O#iFH (H k-
fi1:160) TH o7,

ADA M PK ~0 g2k

MAE R tirzepatide #2512k 2 HUAM ST RIBUAR DB IR Lo 7,

® ADA [5Gl & ADA BB o mE tirzepatide 25 O FLHIME 2 AR5 AL bule U725 5. 1
IR tirzepatide 221X, ADA [PEBI L ADA MBI CRIFEE TH Y . £7-. ADA B
EREMERE L TO PKZEITH B 2R 22 2 IR b e hr o7 (K27.24-1)

® ADA ORBURFLITHUMAM Z LB & U TRFT LR, ADA & CLIF & oI BEE M
ITERD bNRnoTn, £, HUAMER T, tirzepatide @ CL/F 12K & 22751338 H 7R )»
-7 (X27.24-2)

® HPFIHUA & MAE tirzepatide FEFE & ORI BIEMEIIRD Hve o7z (X 2.7.24-3)

Abbreviations: ADA = antidrug antibody; LLOQ = lower limit of quantitation (2
ng/mL); QW = once weekly.

Note: Results below LLOQ were included in the plot with an assigned value of 1
ng/mL.

27241 FI3IWMABRTERDH NIz ADABMES (EE) R ADAREMS (BR) @
Mg tirzepatide JEEE D ELER
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Abbreviations: ADA = antidrug antibody; N= number of patients; PK =
pharmacokinetics.

Note: Clearances are the post hoc estimates for each subject via population PK
modeling. Solid circles denote individual values for each group; the top and bottom

margins of the boxplot represent the 75th and 25th percentiles; the whiskers extend
to £1.5x interquartile range.

2.7.24-2 F ItERER TR o 1= tirzepatide DA AI D CL/IF
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Abbreviations: ADA = antidrug antibody; GIP = glucose-dependent insulinotropic
polypeptide; GIPR = glucose-dependent insulinotropic polypeptide receptor; GLP-
1 = glucagon-like peptide-1; GLP-1R = glucagon-like peptide-1 receptor; QW =
once weekly.

2.7.2.4-3 FEIMWEHARTRD o - FnAERIRG & IEXTFH D
Mk tirzepatide JEEE D ELER

TEADA DE B~ DR

NR—=2F A4 0 H O HbAle DAL ED Il TIE, HUifflins 1:5120 UL EDEFE, & L <X GIP
ZARRXT GLP-1 ZZ RO tirzepatide (29 2 LA Z A3 2 BFIZ-OW T, TEADA DXL
RGBT SR — 3 ESvd . ADA & HFIPUR S tirzepatide OFZIIEIC K X In g%
HIZH SN EAURE I N (K2.7.24-4, [X2724-5, KO 2.7.24-1) ,
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2.7.2.4-4  Tirzepatide %5 £& TH TEADA HREKRADA—R 54 o 5D HbAlc DELE
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2.7.2.4-5 Tirzepatide 5 £& TOHMAKIMA (1:5120 KR 1:5120 LAE) DR—X S 4 UMD HbAlc DEILE
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27241 GIP 2BFAXIE GLP-1 ZEBAED tirzepatide (2319 5 FFIMAEDREVKRADR—R 54 UM bD HbAlc DELE

Statisti GPGH GPGI GPGK GPGL GPGM GPGO GPGP
c TE | TEADA+ | TE | TEADA+ | TE | TEADA+ | TE | TEADA+ | TE | TEADA+ | TE | TEADA+ | TE | TEADA+
ADA T 'nab [ Nab | APA I nab [ Nab | APA T nab [ Nab | APA [ nab | Nab | APA [ nab [ Nab | APA [ nab [ nab | APA [ Nab | NAb
. + + . + + B + + . + + B + + . + + . + +
TZP | TZP TZP | TZP TZP | TZP TZP | TZP TZP | TZP TZP | TZP TZP | TZP
GIPR | GLP- GIPR | GLP- GIPR | GLP- GIPR | GLP- GIPR | GLP- GIPR | GLP- GIPR | GLP-
1R R R 1R 1R R 1R
N 398 12 11 129 2 5 134 4 1 551 21 20 461 16 26 106 23 25 151 9 11
Mean -2.1 -2.3 -2.4 -2.5 -2.2 -3.2 -2.0 -1.4 -1.9 -2.3 -2.5 -2.1 -2.4 -2.4 -2.2 -2.6 -2.7 -2.6 -2.8 -3.8 -2.9
SD 1.08 0.58 0.67 1.10 0.28 1.17 1.24 0.98 - 1.28 1.48 0.89 1.16 0.74 0.87 0.97 0.90 0.82 1.05 0.62 1.42
Min -6.40 -3.30 -3.50 -5.70 -2.40 -4.50 -6.10 -2.70 -1.90 -6.10 -4.60 -3.60 -6.40 -4.00 -4.70 -4.50 -4.70 -4.70 -5.80 -5.00 -5.70
Media -2.0 -2.3 -2.2 -2.4 -2.2 -3.6 -1.8 -1.3 -1.9 -2.2 -2.9 -2.2 -2.4 -2.3 -2.1 -2.6 -2.5 -2.4 -2.7 -3.5 -2.2
n
Max 1.4 -1.2 -15 0.6 -2.0 -1.4 0.9 -0.4 -1.9 4.3 1.9 -0.4 2.8 -1.1 -0.6 0.1 -15 -15 -0.1 -3.1 -1.0

Abbreviations: GIPR = glucose-dependent insulinotropic polypeptide receptor; GLP-1R = glucagon-like peptide-1 receptor; HbAlc = glycated hemoglobin; Max =

maximum; Mean = arithmetic mean; Min = minimum; N = number of patients; NAb = neutralizing antibody; SD = standard deviation; TE ADA = treatment-emergent
antidrug antibody; TZP = tirzepatide.
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TEADA DR EM~DEE

WSBUE S 22 7881 L7z TEADA [PER (106 i, 2.07%) KO TEADA [2tp] (73 451, 1.43%)
DOFENGITHLLL TW e, —JF, SRS &2 588 U 72 g5 B TEADA [2MEp] (18 i,
0.35%) Xt TEADA [HPEGI (119 fiil, 2.32%) TEZro7h3, KiB4r1E ADA OFRBURILRHT
A BAfR 72 < [BIME L7z, & BT, IBBUESOS XL TESERAL S 2 588 L 7= TEADA 55 O K
SHOE, HEIEESRE IS CTh o7, 8 2744213 T, REMEIAMIT T TEADA
Bt DR BIEIS . WONT TEADA BEPE ST FEMER OB BUE R K ONESHBAL S O A HFHLR O %
BIEIE & B LTz,
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AACE KIEFERN 352> (American Association of Clinical
Endocrinology)

ACE American College of Endocrinology

ADA KIEBEIR P2 (American Diabetes Association)

ANCOVA I3 E AT (analysis of covariance)

BMI body mass index

CI {E4EX[H (confidence interval)

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

DTSQ BEPRI IR 2 B R  (Diabetes Treatment Satisfaction
Questionnaire)

EAS A MERRMT R 546 (efficacy analysis set)

eGFR HEFLRER A & (estimated glomerular filtration rate)

EMA KRN EFE LT (European Medicines Agency)

EQ-5D-5L European Quality of Life — 5 Dimensions 5 Level

FAS I R OFEHT G H] (full analysis set)

FDA KEREIESE (Food and Drug Administration)

GIP T3 — ZRAFMEA A Y WA ) <7 F R (glucose-
dependent insulinotropic polypeptide)

GLP-1 TNH TR TTF R-1 (glucagon-like peptide 1)

HbAlc ~FEZ e Alc (hemoglobin Alc)

HDL b E Y AREH  (high-density lipoprotein)

IDF BEME R 5 # 5 (International Diabetes Federation)

LDL XHEE Y AR A (low-density lipoprotein)

mlTT modified intent-to-treat

MACE-3 DRAEZE, BMZsrh, 30 S8 (myocardial infarction, stroke, or
death from cardiovascular causes)

MMRM v R UHIEMEIZ BT 21EARE T /L (mixed model repeated
measures)

PD #7775 (pharmacodynamic)

PK HY#EhHE  (pharmacokinetic)

PMDA MNTATEOE N EF m EF SRR G % (Pharmaceuticals and Medical
Devices Agency)

SGLT-2 FRU DL - T a— ZAIEEER 2 (sodium-glucose cotransporter
type 2)

SU 3K AV =V pRFEFE (sulfonylurea)

VAS )7 F 1 7 R (visual analog scale)

VLDL AL E Y AR EH  (very-low-density lipoprotein)

T2DM 2 BUBEPRIE  (type 2 diabetes mellitus)

WHO R LREERERS  (World Health Organization)
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GPGK I8F-MC-GPGK
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2731 BHERUHEH
Tirzepatide I, A T2DM HE OIE# % H L L CRA% &z GIP Z &KL O GLP-1 ZFIED
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27311 BIEEFFHEICAL R

AREUEARCAGEHREE (LLF, AMGE) Tk, UFIORTENE 3 HEER 2 #5k (GPGO KT
GPGP i) KO HARANSIN U EHERILFES 3 #H58k 2 58k (GPGK K& U GPGI #Bk) % H1il»
& LT, T2DM AT tirzepatide % 5- L7= & & OF M2 7 L 7=,

TS DORERTIL TR TD tirzepatide # T 2.5 mg 76 OWHEIEZ VTS (55 2.7.3.1.2.2
H) | FRCHETD ORWIRY . ORISR T AR EZ R L T D,

GPGO R

BEPRIE L OEEIREEO L, XIETF 7 U P 3R 2 B < R O R T 3R oo B IE T ifbE = o
ka2 — L3457 T2DM BB Z2 55212, HbAle DR_R— R T A s b5 52 il £ TOIEHZE
b % EEFHMEEE & LC, tirzepatide Smg, 10mg, XX 15mgZz#ll 1 [EEELIZEEDT 27
T R 0.75 mg &G T DEIEZ M L7s, RO MR THRIZA 7 U —= 0 7 R O A
Mo+ =277 F LT,

GPGP &5

TR 11 MBERE T o0 YL Il = o s o — L3R H-43 72 T2DM R & it 512, A EHEL DR
BB A2 F A E & LT, tirzepatide 5 mg, 10 mg, XX 15mg Zi# 1 [0] 52 HOFHES L
T2l EOREMWKROPFMELZFM LTz, £72, BIREME LT, ROk TEOH T T,
tirzepatide % ¥ 1 [7] 52 WG L7z & & O RWEZFHE L 7=,

OFH 3 28 0 AR TEIX, LFoWnThne L,

e SUZ

o EUTIA I

o FTVIUTUH

o o-ZNavH—VHEK

e JU=FK¥

o  SGLT-2 PHE

GPGK #Bk

EEREE R OEBEEOL TIE D > F e — AR R TH Y . BERFIEE S L CHESEED
EIEEA 720 < . BREBRBEAGTT 3 o H LAINICHRE B USRS TR DB G2 321F TV 7eW T2DM BFE & x5
IZ. HbAlc DR—RAT A UMb E 40 I E CTOEHE B4 EEFEE & L C, tirzepatide
5mg., 10mg, XL 15mg %zl 1[E#EE LizL 2077 vREG Tk HEREZ 7R L7z,
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P E & LT, tirzepatide 10 mg XX 15 mg Z 1 FIPFHEG L7 L & D7 72 R EHIZHT 5
BRI 2 B AI L 72,

R 4RO BT A &K 2.73.1-1ITRT,

ARG TS 2 MR 2 5 (GPGB & (Y GPGF iklk) K ONMEANE 3 FHEER 3 iR
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ERgeR it TZP 5 mg ¥ : 159 f TZP 5 mg # : 148 f41 TZP 5 mg ¥ : 121 f TZP 5 mg ¥ : 116 f

(mITT 4£H]) =

TZP 10 mg #f : 158 {7
TZP 15 mg # : 160 7
T 27 7 VF K075 mg B : 159 f

TZP 10 mg #f : 147 {4l
TZP 15 mg #f : 148 {4

TZP 10 mg #f : 121 {4
TZP 15 mg #f : 121 {4
77 v AREE 11541

TZP 10 mg #f : 119 {4
TZP 15 mg #f : 120 {7
77 v REE 120 4

FEEW HbAlc D_—AF A L inbEE 52 BEHELOFRBPHGEZHIEL LT, HbAlc D_—AF A b EE 40 HbAlc D_—A T A L inb &% E 40
HRFE TONYHE(LEERE LS L SUSK, © 774 N, F7Y HREE TONYHE(LEERE LS L HREE COVHE(LEEZRIEL L
T, tirzepatide 5 mg, 10mg, % DU a-ZNav X —EEK, | T, tirzepatide 5mg, 10mg, X% T, A MRV UOFHOIIESFE T
ISmgZ@ 1B E L EDT 2 7V = REE, XILSGLT2 fHEFHED | 15mgx@ 1 ERbG L& DT T T, AERELIA RV T
FITNF K075 mg &5 kT HE | BEH T T, tirzepatide 238 1 0] 52 | B ARBEEICHTHE-MEEZ/RTZL | FATMZ T tirzepatide 10 mg X i
e R B ffeh Uiz & & OZ e R OEFME SmgZl 1 ElEGLIZE&EDTST
ZiMld 52 & AR GICKT 2B EE RS &
B 5 HAR b 52 HfH] 52 HfH] 40 40
R T VA %3M. SRR, MEAM. = | F3MH. ZhaskdE. WEAL, B | $3H. ZHEREE. BERk. = | #3M. SRR, BEAL. =
EEMR, WATHER. 3O IR e 5. OFAEEAER EER, WATHRE., 77 eRAWR | EER. WATHRE. 77 2R R
R BE BHERER ONEIEED A, T | RO MAERE TIEOBMBEE TR 2 | AFREROEEDOA TmAE = | A MR A XUIIESFA T To
TV U AR RO MAERE T | b e — B3R +-4r7 T2DM B U ER—ARRESTHY, BERE | A AV TIAFX U1 HLERSE
o D HEEE CIAE = > b —Lhs TR & L CHESHRIE O R 72 TIpE= > b a— LB R+55 7
44372 T2DM B <. HERBAMEET3 » ALK DM | T2DM B
i O e R o b A G AVA I
T2DM
OF L 2L LU O 1 i 3K 1 741 d 2L ARV TINFX

® SUK

BV T A RE
FTY VR
a-7NavZ—PRlEK
7' = IR

®  SGLT-2 PR

A NFV P OTIEEE T

HbA lc = glycosylated hemoglobin Alc , mITT = modified intent-to-treat, SGLT-2="7 kU 7 A « 7L a— AL 2, SU= ALK =/VIRFE, T2DM =2 BIFERIG, TZP=

tirzepatide
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a  Tirzepatide DBEHEE 2.5 mg & UCHE | 8] 4 BME G-, HERFHRICEET 5 £ T4 BB T 2.5mg "o L7-, GPGP#RBR Cid. tirzepatide 10 mg #£ % Y 15 mg BEDOHE
B ICEATERWEHIBREERRO b, Fii T 25810 | BEETFA L.

COVID-19 BT DRI L, 5 2.7.3.1.5 IR LTz,

OB TIIZA 27 Y —= R OSE A + v 2T v h LTz,

d  GPGPRERTIZ, tirzepatide 5 mg, 10 mg, XIX 15 mg ~DEAEZEUS 1L, GFH I 28 0 M TRoME ML Lz,
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BAFE DR %2 18 %2 18 %3 %3 % 3t
BRERE S 318 31 111 1 1879 13 1444 151 2002 41
(EIER B0
Bt TZP 1 mg #% : 52 4 TZP 12 mg ff ¢ : 29 45 TZP 5 mg Bf £ : 470 {4 TZP 5 mg #f £ : 358 4 TZP 5 mg #f £ : 329 4
(mITT ) TZP 5 mg % : 55 {51 TZP 15 mg F¥-1d : 28 f4i TZP 10 mg 7 f : 469 1 TZP 10 mg 7 f : 360 1 TZP 10 mg Bf f : 328 45
TZP 10 mg ffa : 51 44 TZP 15 mg #f-2¢ : 28 5l TZP 15 mg # £ : 470 {51 TZP 15 mg #f £ : 359 {1 TZP 15 mg #f £ : 338 {3
TZP 15 mg #f b : 53 44l 77w REE 26 f T INF R Imghe: 469 | A VARV TINTIEEN: | ARV TINX R
772 REE 5161 il 360 {3l 1000 il
TaT I NF R 1S5 mgh:
54 14
FEAW HbAlc DRX—RF A b HbAlc DRX—RF A b HbAlc DRX—RF A i HbAlc DRX—RAF A 5 HbAlc DR—RAF A 5
Beh 26 HRFE TOEbEE | 53 5 AROR T RAEE | &5 408 E TOFEHE( | &5 2 8RE TOFEHE( | &5 52 BHRE TOFEEE{L
fBEE L LT, tirzepatide D LT, A<t 120D mAEEE L LT, tirzepatide mAETEE L LT, tirzepatide mAETEE L LT, tirzepatide
1B FHGIZ L 2 HENIG | tirzepatide FHHEMIHE L Y A2 | 10 mg XX 15 mg 2 1B | 10 mg 3T 15 mg 28 1 [EH: | 10 mg Xi% 15 mg & 1 A%
HETITRREHBR L ORT | OFTHREEICHT 88 | L &0~ AT R L&A 2D 7 | HLizb&Eof R 7
¢ WERTZ & 1 mg il 1 Bl 5124 29 TNT I E G 5L M | T BTk 5L
e BRIk BRIk
R T VA H2M. ZMIRRILE, MEES | BB 2HE. SMERRILE. ME(EX | B3 HH. ZhEsRIEE. MEXS | B 3M. ZMERRILE. MEES | 53 HE. ShEsRILE. MiES
b, ZEER, WATHRE., 7 | (k. ZHEEKR. WATHM. 7 | (k. FEER. WATHM. 323E | {b. JEEmR. WATER. 3K | (k. FFEMH. WATHEM, 3K
PR AOEE SNy 7 & A%t IREER s FRE R s FREBR sk FREBR
R BE BIPREL ONEBIRIEOSL, | BRERELONEEIRIEOS, | A ML CHPRE TR | SGLT2 FEIROFHXITIE | DIERY 27 03Em<, 1~3
MITEFPER ONEBREIC | T ESRIER OEIRIEIL | 20 ba— AR R 5577 AT CORE LIZHED A | FEHOR O MR T (X b
MR TLEELIZHBEDOA S | MATLELIZHEDO A M | T2DM B FARA R REETCHI = > b | ARV 2, SGLT2 PHESK,
JU S CHMRE T = > b | L S BRI Tl = o b a0 —/LRAR+5372 T2DM B | SUZK) ICXD15EE%1TC
72— /LA R4 72 T2DM & 2 — /L3R +-57 72 T2DM Ea V% T2DM H
* *
e 5-1R 26 FH] 12 58 40 JFf i 52 A i 104 [ ik

mITT = modified intent-to-treat, SGLT-2=7F kU 7 A « 7L a— AL HEEKR 2, SU= R /LR = VIR, T2DM =2 BUEIRSG,. TZP = tirzepatide
a  Tirzepatide DBAMEHEL Smg & UTH 1 B 2 @K 5%, 10mg R HEE UTH 1 ERES L,

o o o o

Tirzepatide DFHAEHE% Smg & U CHE 1 0] 2@ 5., 10mg % 4 BEM#E%, 15mg ZHERFHE LS LCHE 1 BIFE LT,
Tirzepatide OBAtEHEZS 4 mg & L CH 1 B4 BREH S, 8mg % 4 BB G4, 12 mg Z#EFFHE S ULCHE 1 [\ 5 Lz,

Tirzepatide DB A H % 2.5 mg & LTl 1 | 2 WG, 5 mg & 2 B S, 10 mg & 4 WK G%, 15 mg AR Hm e LTl 1 ERS L,
Tirzepatide OBFAE B % 2.5 mg & LTl 1 [0 4 WS, 7.5 mg & 4 BMH5%, 15mg ZHERARE L LCH 1 EHRE Lz,
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KON 15 mg FEOPRE IZBR TERWEIBREENRD HiL, FieT 2% AR . AEEEHFIC | BIOZBEE TR LT,

v VT ROBRMAEEL 025mg & LTHE 1 B4 8BS, 0.5mg % 4 HEEG%, 1mg MR EE UTHE 1 EIRS LT,
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ARV TINFX OB HAEIL 10 IU/H & L, Treat-to-Target 7 /L = U R AT HED & ZERGREMMEE DY 100 mg/dL A2 72 2 F Tl L7, G IISEMEZEEE L,
COVID-19 R BHAT OB L, AR B 2.7.6 HIZ R LT,

GPGM R ClE, FEEFALTE B 138 52 MRFICFHET 528, DfER Y 27 230 5720, #5 TR G 104 BIFETE Lz,
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Reds. ARHFERE T, BARABBRE NS L T 5 T2DM BH 4 k% & Uiz EESEFES 3 8
B L CLAFICHEZEE A2 773 GPGN BRIV EfE P CTh 5, GPGNRBRIX. AHFFEOMIKT — & Ry
TF=IITED TR,

GPGN &5

DA Y A7 3E T2DM B 2 5812, MACE-3 O AFHEE B OW S il 8 84
HECOHMEfEE LT, BEAEREONH T T, tirzepatide 15 mg £ TR AJRE R B KHERF
g Gmg, 10mg, T 15mg) Z#l 1 G L XOEMEEZT 27 7 VF K 1.5mg il 1
[l 5 &bl UCRElid 5. 55 3F, A b« KU T2 ZliskdtAE, EiEL(L, —HEMR.
FHHH, WATRERHRBR T 5,

KRBRIT, D7r< &b 1615 BlogERE T, HEFEFIEE THDH MACE3 D5 H 1 DLk
DELORBNHEHEFSHEEZERICIVHESNIE TR T2 & & LTz,

27312 HEBETH1Y
ARIETIX, AHFECTHOMOF MO E T2 4 3Bk (GPGO. GPGP, GPGK. KUY GPGI i

) ORMBRT A v OREAEERT 5,

2.7.31.21

2.7.31.21.1

A REH
FIOEREE

BARER D AR YER DU TSR T,
GPGO & T GPGP ik, HAAND T2DM BE Zxi4 & LTz,

ISF-JE-GPGO ISF-JE-GPGP ISF-MC-GPGK I8F-MC-GPGI
PEPRIF D72 | WHO JEIZHEES < | WHO S JEIZEE-S < | WHO 3 E T4 E | WHO 703 34
Wr - 2358 T2DM T2DM THEHA I TS THHINTWD
PBWEEEIC o< P REIC F o<
T2DM T2DM
FEPRIRTEHE | RSk R ONEENR | LUF IR/ 0 ks | Sk & ONEE) A R
R EOI, UTF TV | B THEOBMPEET | WEOL Tl = AXFEPEFH FTD
U UHEARSRERD | iz he—uns | v her—L AR+ AR TN
MR NI B | R+ 7e B DTHY ., BERIA ¥ 1A 1EEET
ECmpE s bo— | e SUSK REE U CHESR | b o hr—
VISR AGy T B o EIUTHANKN | EOMEREEN DA+ 72 B
(R 1D B B8 0 3 <. Visitl ®3 % H
Visit2 0 8 ERET | o FT VUL | Hid SR O MEER
bt vy aT v 3 T &%
~) o VNI VH— | TWRWEHE
YR K
o JJ=FIK
e  SGLT-2 fHFEHE
A fhn 20 %L 20 %L 18 LA BT A E | 18 L E X34 H
DOFFNHENFE DOFFNHENFE
MESCEICEA T | BACEICEA T
X DEMmONT I X DEMmONT I
NEAAYs) MEW
HbAlc o Visit 1 FRIZ&E | Visit 1 FFIZ 7.0%LL | Visit 1 BFIZ 7.0%LL | Visit 1 B2 7.0%LL
LR ONEEE |k 11.0%A0 1+ 9.5%LLF 1 10.5%LL




LY3298176 (2 FRUHEFRI%) 273 ERIREIAZIME

tirzepatide

ISF-JE-GPGO ISF-JE-GPGP ISF-MC-GPGK ISF-MC-GPGI

B A F N LT
W5 EBRE TR,
Visit 1 & O% Visit 2
HFIZ 7.0%L4
10.0%L4 F

o Visit 1 FRICRD
MBERE T 3D B
ML E =TT
W5 EBRE TR
Visit 1 IFFiZ 6.5%
LLE9.0%LL .
Visit 2 FFIZ 7.0%
L E 10.0%LL F

BMI 23 kg/m2 L4 I 23 kg/m2 L4 I 23 kg/m2 L4 I 23 kg/m2 L4 I

Visitl : A7 V) —=1 73kt
Visit 2 - AR ONBE (BEVERFIF T 2 38 [T o kk)

2731212  ERBRAEE
GPGO, GPGP, GPGK, KU GPGI R TiL, AL,k O LML 525, LT
BARRO U 227 BEOCBHERE R OB L G 5 B8 2 RROR G S Lz,

273122 HETAWAZRUAE
Tirzepatide

55 3 MR CH W E K OV O ERILE 2.7.3.42.1 HIZR LTz,

GPGO. GPGP, GPGK, K U* GPGI ik ClX, tirzepatide 5mg, 10 mg, X% 15mg ® 3 f&%
MR L LT, 8 1 B FH G Lz, ok, LLFORD K DI, tirzepatide D B hs &%
25mg & L, FHEFFHEE T25mg 3o 4 lMRE Tl 5 Hike Lz,

P 5]
BB B 0~3 | Beas | B s~ | g~ | e~ | 7200
JE JE 3 15 iRy 9@k |
fH5e T
Tirzepatide 5 mg #¥ 2.5mg S mg S mg S mg S mg S mg
Tirzepatide 10 mg #f 2.5mg 5mg 7.5 mg 10 mg 10 mg 10 mg
Tirzepatide 15 mg #f 2.5mg 5mg 7.5 mg 10 mg 12.5 mg 15 mg

Note : ##TIX, FHEOMFEHEZRL TS,

GPGO K 1" GPGP i 0> T BAEAMh IF S 4% 5 52 #EF, GPGK M O GPGI sk > 3= BERT A 5%
B 40 BRFTH D . WHEEHIR 2 R bR\ tirzepatide 15 mg #:CTH, D7e< &b 16 W HITAERFH
BAEWRETHRETE LT A & Lz, ZOHEIZ, BHEHRHECOMBER MR o
— IR T BIREORR T v h - VR T a7y A Ve cE A28 EE 2 67,

THEHEMRRBR TH D GPGO. GPGK. KN GPGI R TlE. JABRMIMIHIZ tirzepatide D & 57> U

DHE SN B LZITR Lo, —F. IEEHRABRTH S GPGP RER T,
WEBREICAR T RWHIBEIEO A ERER NGO S, GPGP RERIGEBREIEMEE (4 5.3.5.2.1

10




LY3298176 (2 FRUHEFRI%) 273 ERIREIAZIME

tirzepatide

TH) BB EM M E Section 7.4.1.1 HHIZFH SN TWA TR TOHETHUL=HBICHER L T
WAEIZIRY . 1 ROREEEZ TR LI,

IR
GPGK KO GPGLEERTIX., 7R ILM 1 B%Z F&E5 L7,

FTa2aFITNVFR
GPGORBATIX, 72T 70T R1T0.75mg # il 1 B &5 Lz,

27313 HBHIMHOELFMEER
2.7.3.1.3.1  HbA1c
HbAlc Z EEFEEE & U7AREL
EWZEMOBRFZFEAE Lz GPGP R4 < GPGO, GPGK, &T* GPGI i Tl
HbAlc D= T A 3D DFR A8 A FERHEHE A & L7z,
HbAlc 1%, FERISEH OWE 1~2 » HHOVEIMIIEEZ K3 5481E T, 1 ADOBE TOHE
DANZY XD My hr— LREORBEEREECTHDL (H 2&#‘5)@% £ 2020) ,
[ O fBERE NI DO EERFH S IEICBT 204 Ko 4 > (BAE5@4E 2010) . NS FDA K&
N EMA OHA RT4 Tk, Mk bo—Loiiz A& LT, HbAle ZHIETHZ &0
HELE STV 5 (FDA 2008, EMA 2018)

HbAlc ® B ﬁﬁ‘d)*ﬁ%
HAMERIF 2 (AAPERIFES2 20200 . ADA (ADA 2021a) . &XOVIDF (IDF 2012) (%, I
P b —/LOHIEE L LT HbAle 7.0% AT 2 HELE L T 5, —. AACE/ACE (Garber et al.

2020) (%, HbAlc 6.5%LL FAHELEL TW5H, L7zh-> T, GPGO, GPGP, GPGK, }& U GPGI#
BROBENKGHEE H TlE, HbAlc 23 7.0%AM M Y 6.5%LL T2 72 o 7= #BRar OEIE % 75l L 7=,
F£7-. ADA (ADA 2021b) (%, ¥EIRIE TIi#E (prediabetes) DEFKD—>& LT HbAlc 5.7%~
6.4% EHEL TWDHT=D, EFRMEEa ho—/L45E L LT HbAle A 5.7%AiM 2 78 - 7= 9Bk
FOFIEG HEHE L7,
ekl 0 FERHImIE B LK ORIGEEEE  (HbAle) ZLLFITRT,

S E B | R
R A H
HbAlc DX—RF A Vb5 52 K E TONE) 2 & GPGO # 5
HbAlc DX—R 7 A b5 40 s £ TONE) 2 & GPGK & O} GPGI ikBx
BIREHEIEEH  (HbAlc)
HbAlc DX—RA T A )b G 52 JlIFE CONVE 2 & GPGP #Br*
Be 5 52 JAFFIZ HbAle 73 7.0% AR5 12 72 - 7= kB E D EIS GPGO } (¥ GPGP &
Be 5 52 JAFFIC HbAle 78 6.5%LA FIZ 72 - 7= 4kBrE o EIS
e 52 AR HbA L 28 5.7%AT 2 72 - T iR D EIE
5 40 FEFIZ HbAle 73 7.0%ARE 1272 » 1=k E OB & GPGK & O} GPGI ikBx
B 5 40 JAFFIC HbAle 78 6.5%LA FIZ 72 - 7= 4k s DEIS
Be 5 40 JAFFIC HbAle 23 5.7% K012 72 - 7= kB s D ES

*GPGP 28k O FEENIE B 13 5 52 B0 EHZOFRBREE TH- T,

11




LY3298176 (2 FRUBEIRIS) 2.7.3  FRRAIEZE

tirzepatide

273132 I¥EE

2.7.3.1.3.2.1 ZERE R I HEE

HbAlc TIEHF OMMWIMAFHEDO LB 2T 5 Z ENEEL W, —J7, ZZERF MBI 2 E L
i a s be—/UEBETH Y (EABERFTZ 2020) | HBERE TSRO ERARFEAML O #2722 5 AR
TH D,

F AR OBIREHMH H (22 R IREE) 2 LA TR,

A H

ABR

RIGEHIE H - (22 AR M )

ZEMERFIMBEE D _— 2 T A B 5 52 B £ TONYHELE GPGO K O} GPGP 5

ZENERFIMBEE D R_— 2 T A D5 40 BE £ TONYHELE GPGK & O} GPGI #5r

2731322 IMmEECHEE
Ze AR MBEE O TR, BRIMEFEAZED | HZ8 U Tz 2> ho—45 2 L AR
WA DHEDORIE X TERZ LT 2 ECTHEETHL Z LX< mbN TS (HARERES:S
2019) , —RECITERRTR OEREE 2O 6 KA >~ BRI E > UIEmMbLE D T 7R
A2 b)) OWETIHE B NEBORMAERZ S Z ENARETH D (HARERFFS 2020)
FRBROBIREHTEE (g B CEM) LU TSR T,

S B

RIEHmE (ks B 2 HER)

THRA Y bR CRIEEICK AMBET 2 7 7 A L DX—RF 4 | GPGO K& ) GPGP 5k
MH¥EE 52 Al E ToEHELE

7HRA > MbER CREEIC L AIBET e 7 7 A L DRX—RAF 1 | GPGK K& * GPGI B
M HEE 40 B TOEHELE

GPGO, GPGP, GPGK, KO GPGI#HEROWT I TH, IMbEH HEMIT 7 A1 > b (BREAT.
A% 2 FEE. BEERD) THIE L7,

273133 (k&

PERPEF T, REZETICa br— 352 ERHRINATHDDN (B ARFERE TS
2020) . SU F&, F7 Y U PR OO MR THRZRMA L TWHEEUIA AV Uik
EITo TWAHBE TR, LIXUIZEREBNAED biv, ZOEREINAIE = e — 1 o0BEk
DIRE &2 D TREMEDN D D, F 7o, REIINITHE S WIBIEN OFRIL, LI R EIIE D LR
KT ThHo, FICIEMORERBEE COREa Y ba— VI TEE LR (BARERRZES
2019) .

RE = hr—L O HIEE, 65 A T BMI 22 kg/m2, 65 LA T BMI 22~25 kg/m2 73 HESE
SNTWD (HABERIFET2 2020)

FRBROBIKEER (KH) 2L TIIRT,

LA H | #B
BIRFHMLIEE ((KH)
KEDOR—AT A b E 52 EEE TOFEHELE GPGO & T} GPGP #&#

5 52 FRFCAREINAS— R T A VD 5%, B U7 gs oG

e B 52 EERICIRE N R— 2T A4 95 10%LL EiRVD> U= 85 o E|

AN
=

AN
=

e B 52 EERICIRE N R— 2T 4 95 15%LL EiRvD> U= 85 o E|

12




LY3298176 (2 FRUBEIRIS) 2.7.3  FRRAIEZE

tirzepatide

KEDOR—AT A LG 40 @ E TOFEHELE GPGK K O} GPGI #&

540 BRFCARE N AS—R T A VD 5%, B U7 oG

B 5 40 BRFITRENR— R 5 A 5 10%LL B U= #k5aE o E|

AN
=

AN
=

B 5 40 BRFITRENR— R T A 5 15%LL B U= #5aE oE|

27314 EBHIEOHIFE
GPGO. GPGP, GPGK. KU GPGI RER DM FIEDORHE A BT 5, FEME. DL OKRER
DR FHEMT B E IR LT,

e GPGO HERIEBARFE ML (55 5.3.5.1.8 1) #eatfetratimE25 Wi
e GPGP ARABRIABRIRFE S E (55 5.3.5.2.1 18) ekt atm &5 WK
e GPGK iRBRIEBAIE M & (55 5.3.5.1.3 10) Heatmhratmi £ 5 Mk
o GPGIRBRIAHAFEMEE (55 5.3.5.1.7 1) Huateratm 55 iR

273141 BHEOBHTXNRER
FHMEOFAMI I, BRCHr 0 OZRWRY . mITT £ %2 W, KRR OMAT I S4EM & D
EFRALUTORITRT,

£ S

GPGO. GPGK, XU GPGI#HE

BAEZREMEN | WP ORERICEEREY 41T SNIc§ S TOHRE,

mITT 4 HEAEZRRI AT S, BBREOKR Gz 1L L2 72§ ~TOERE, mBREE o
MG PRELESGAE L. BIEREID T Sl GHEE LU TIIT LT,

EAS MBERE T KD b R % o — IR TR U TR O 51k % (k& b4% 7
HURE) oF =2 2fr<, B (&EGHH) (2 mITTEH»OHE LT —
Ao

GPGK } O GPGI 35k Tld, BRERAFEEIZIAL L TW AT 00 b 535> T
Bk SN TR L DR OB 5. 4] mITT £- 2> SRV =,

FAS TRBE OB IEH PR O MBI FIEIC K B L A% = — TR BH AR DA IS 27
S5, U (E5HM) I mITTERANSHLNET—4,
GPGK K U GPGI #BR Tld, BRI L D IRBEE OG-k F] b mITT £H 6

[E3RY
GPGP RBx
SV 2 Bl R WO GRECIEAE O M1 ST X CoOERE,
mITT 4£[H MEVEZE| D) fHT S, BB % 1Rl EZ T 723 X CTOYERE,
EAS MBERE FERIZ X D U A% o —IEHBIAL UXTEBRIEO K G0 (k1% (Bfk& 5% 7

ALK OF —2 &<, F 0 (E5HE) (mITTEM»SELNZT —
2 IEBRIEOEIT, B FIEE BR IRV L L L, IRBREOBBE LN
Li=%at., EEAB TSN BEREE LT LT,

273142 FAHEOBFAE

GPGO. GPGP, GPGK, MU' GPGI #B CIIIEREIRE, IRBRIEOZ LM, #BE OFE, &
O RIRITERBR M C R 5 Z &0, flHx ORBRCHMED ETEH KK O EA2EIK B &2 G %
OO NEHITHL Z L b, AMEDHFEIITIIATHL T, 4 OB RIZES S A2
PEZ T L7,

IBBREEDOANMEIL, BAEATI D (T SN B GRHCE S ZFHE Lz, RS O RY | 7
MO R E LW B EEE 0.05 & L THT o7,

13




LY3298176 (2 FRUBEIRIS) 2.7.3  FRRAIEZE

tirzepatide

7%, GPGP RERIIAZMEEZ FTEFMEH & LTE LT, MBELRTEL TV ARWE=D (6
273.1.1 ) | BERIHEAZER L T, FO7-H. GPGP BT, SHEOHEEMOE HIZ
DIHRLL TR T HiEzE -,

2.7.3.1.4.2.1 FEFHEIE B R U E 4 EIREHEIE B O fFHT

FEEHH E X O T2 BIKEHEE H 1%, GPGO. GPGK KU GPGI #fR T Efficacy Estimand
% O Treatment-regimen Estimand (2555 < fiftffr & 5566 L 7=,

A 273 HTIE, FEIT Efficacy Estimand (235 < T OFE R 2773, [EWN O HFE Tl Treatment-
regimen Estimand (2550 < fEHT OFE R R BV RALIE ST D720 B OIGERFE RS IR
L7z, 7238, GPGP #B# TlX Treatment-regimen Estimand O#EHT I3 5E0E L 725> 72,

Efficacy Estimand

Efficacy Estimand 1%, BESERHGIES MR 2 L A% 2 =15 2% T TR O &R 54 58
TTELE2DOFMETH 5D, Efficacy Estimand OFEHTIZ 1L EAS & A=,

Efficacy Estimand (T35 < f&RFHY 72 8 £ FL O M#AT Tl missing at random DED F T, il
BRAT & B LHEIC X D MMRM % Ve,

FEEHIMER T HbAle M OMAE D B EE 2 2k L 72 RE ORI G DT Cld, m A7 1 v
7 [ElF 2 iz, FERHMlSE E ORI, %253 255 E O MMRM f#HT~ HHEE S 72l
THHTE LTz,

2731422 ZEHOREE
GPGO R

FEARL ORI BB D—2>TH D IKED VL ISR LT, & 1 FEOERROMeR 2 Hil1H 7
LI L EM O A Ei L=, GPGO BRD T 7 4 hv « 77 u—F %X 2.73.1-1 [TR-T,
Rt EOBIEIX, MENARESTEHEIC, WOMEICE ST 50 BEKEOEIEZ KT,

14



LY3298176 (2 RUBEIRIR) 2.7.3  FRRPIEZE

tirzepatide

£ : tirzepatide 15 mg (2 B840 5 {5
TR tirzepatide 10 mg (237> 2 1L
JRth  tirzepatide 5 mg (2R84 B (G

27311 3 74h)L-7FO—F (GPGO iKE&)

FEFHIEE Th 2 HbAle DN—RA T A b 52 WK £ TONVE L EOMHT TIE, 5
1 FED R DM OHIE T T, LU T ORGL & et L7z,

e Hs : tirzepatide S mg #5137 = 7 7L F R 0.75 mg %5 12xF U CHEBIMEZ <7

e Hjg, : tirzepatide 10 mg #5-1%7 = 7 Z/LF N 0.75 mg #% G- 1Tk U CTHEBIMEZ 7R3

e Hjs, : tirzepatide 15 mg #5-137 = 7 Z/LF N 0.75 mg #% 512k L CTHEBIMEZ 7R3

RIKFHITEEH O— 2> Th HRED =7 4 )b b 52 R £ TOFHE L&D TIE,
1 FEOMWBFROMEROHIE T T, LLUT O & MG L7,

e Hs, : tirzepatide S mg #5137 = 7 7 /LF R 0.75 mg % 512%F L CHEBIMEZ <9

e Hjgp : tirzepatide 10 mg #5-1%7 = 7 Z /L F N 0.75 mg # G- 1Tk U CTHEBIMEZ 7R3

e Hjsp : tirzepatide 15 mg #5-137 = 7 Z /L F N 0.75 mg #% G- 1Tk U CTHEBIMEZ 7R3

Hio) X OV Hys g Tk, ZENEEKEE 0.025 & L TRINCHE LT,

GPGK #Bk

GPGK B TlL, HbAlc DRX—=ZA T A N DELEIZOWTOREZ FICE T 5 &9
PMDA 725 QERIZHDE | FDA ~OEGEHFHEICH W HE L Ble 5 ZEMEO PR EZ H W
Too AR 273 HTIE, ARFEICHWCZEEOFTEGEROFEREZRT, 7. FDA ~DOKZH
WS EIEOME T B OFE R, GPGK akBR AL AT o liE & OVRBRIAFE R S EIR L
72

AHFETIH, EEHNEKORIRBNO—2>THLREOFHEAREICH LT, & 1 HOBEAD
MR AT D0 ZREEOTRE L FEM Lz, GPGK RBRD I/ Z 7 4 )L - T T u—F %

15



LY3298176 (2 RUBEIRIR) 2.7.3  FRRPIEZE

tirzepatide

X12.7.3.1-2 12T, KR EOEMEIZ., BMENFEZ >T25E12, ROBREIZE DT D HEKED
EIE&EIRT,

£ : tirzepatide 15 mg (2 B840 2 {5
TR tirzepatide 10 mg (2B 2 G0
JRth  tirzepatide 5 mg (2R84 B (G

27312 493 74h)L -7 FO—F (GPGKiKER)

FEFHIEE Th 2 HbAle DN—R T A b #FG 40 W £ TONVELEOMHT TIE, 5
1 FEDIEFR D MR OHIE T T, LU N OREL A fRET L7z,

e Hs : tirzepatide 5 mg & 5137 7 £ AR G2 U CHEBUE 27”4

e Hjo, : tirzepatide 10 mg #5137 7 B ARFE G5 L TR 27~ T

e Hjs, : tirzepatide 15 mg & 5137 7 B ARFGATx L TR 27~ T

AIVGHIIEE O— D2 TH L2 KREDR—A T A U bE 40 WK E CTOXLEE(LEOfEHT T,
1 FEOWBFROMEROHIE T T, LUTF O & MG L7,

e Hsp : tirzepatide 5 mg & 5137 7 B AR & G125k U CHEBUE 2774

e Hjgp : tirzepatide 10 mg #5137 7 B ARFGAZx L TR A2~ T

e Hjsp : tirzepatide 15 mg #5137 7 B ARF G5 L TR A2~ T

Hjo) XU Hys Tld, £ EKYEZ 0.025 & L TRINCHIE LT,

GPGI R

GPGI B TiX, HbAlc D_X—ZA T A UL DELBEICOVWTOREZ RICETT D E 0 )
PMDA 75 QERIZHADE | FDA ~OAGERHFHEICH W HE L Bip 5 ZEMEO PR 1EZ HW
Too AR 273 HTIE, ARFEICHWCZEEOFTEGEROFEREZRT, 7ed. FDA ~DOEZH
WL B O AIEIL, GPGLARBRFTFH AT F 5 & OVEBRR R i FH TR LT,

16



LY3298176 (2 RUBEIRIR) 2.7.3  FRRPIEZE

tirzepatide

AHFETIH, EEHNEORIRABO—2>THLREOFHEAREICH LT, & 1 HOBED
MRS 57 DICEENEORELE L=, GPGL AEBEDO T 7 4 hv - 7T Fu—F%
4 2.7.3.1-3 1Z”" T, K EOEMEIX, MEPAEZ >T25E1C. ROBRECE ST 5 H BEKED
HEERT,

£ : tirzepatide 15 mg (2R84 5 {50
TR tirzepatide 10 mg (2B 2 G0
JRth  tirzepatide 5 mg (2R84 B (G

27313 Y3 74h)L-F7FO—F (GPGIHER)

FEFHlEH THh S HbAle DR—R T A )b 40 i £ TONYLAL B O T TIE, 25
1 FEDIEFE D MR OHIE T T, LU ORE A fRET L7z,

e Hs : tirzepatide 5 mg & 5137 7 £ AR G2 U CHEBUE 27”4

e Hjo, : tirzepatide 10 mg #5137 7 B ARFE G x L TR 27~ T

e Hjs, : tirzepatide 15 mg & 5137 7 B ARFGATx L TR 27~ T

BIGEHEEH O— 2> THHIREDOR—R T A L inbE 40 R E COV L& OMHT T,
1 FEOWMRROMEROHIE T T, LLUT O & MG L7,

e Hs : tirzepatide 5 mg & 51377 B AR LTk L CHEBUE 27”4

e Hjgp : tirzepatide 10 mg & 5-13% 7 7 B ARF G5 L TR 27~ T

e Hjs, : tirzepatide 15 mg #5137 7 B ARF G x L TR 27~ T

Hio KOV Hys Tk, TRENAEAKREE 0.025 & L TRINCHRE L,

GPGP REr
GPGP i ClL., HZWERHIIA B Of% 5L LLE 2 5HE L 720 »o 72,

17



LY3298176 (2 FRUHEFRI%) 273 ERIREIAZIME

tirzepatide

273143 EGIHOFREIRLL
FEGIEL O EARMIT, & FRBR OB R Lz,
oGPGO HABRIGBME G F (55 5.3.5.1.8 ) TRERFEHM A
o GPGPRBRIGEFEHEE (55 5.3.5.2.1 HH) JRBRIHR =
o GPGK ABRIGBME G F (55 5.3.5.1.3 1) TRBRFEM A
o GPGIABRIGERRFEMEE (55 5.3.5.1.7 ) 1RBREHF =

2731431 EEHEEE 3HEEEBROBARANES RO TR
GPGK K& O} GPGI Rk

BARNEGIEL,  TEBEIEFRIGBRICBET 2 EARNE 2 FlzonT)  (BAEFGEE 2007) OF
B E . A EEFE H 2T 5 A ARNERM & 2RERTO—EMORFHILTE

PERE 2 BE L,

BRERITERE 40 HRFZ T 7 B R T 2 EEMEDREES LT D SO T T, HARAE
FDFE 7617 GPGK 5Bk T 65 1] (4% tirzepatide B 17 5, 77 & ARHEE 14451) . GPGI & T 60 {1
(B ERE156)) OBA. AARNENT—EWNMEES AR 80% L 705, #5 40 HKFD
3% 2 2 RIREER] & Rk & AGE L. BARANOEIFITHI & LTR 84 61 (8F 21 ) A REfRT 5 2
il Oy

27315 COVID-19 HRMFTIT~DORIERUVFE

COVID-19 OHFREITA © 7256 LIZ T A LA Tk 5 BIE AR SEFERE e T 7 A LR 2

(2K SR TRIBIA S < FRT DA, HEERE O RBE O F B D BRI B A KT T ATREME
Mo olz, T OFEE F/NRIZT 5 72 Oxhit % FEhi LTz,

GPGO, GPGP, GPGK /& UF GPGI B CiZ, COVID-19 (T & 2 3B T IRERIE O£ G- 10,
T EEEAI A > HbAle M OMAE 0 K73 78 @%ﬂt%%%#wt%ww(%zm1s&o
#273.1-4) . WTRORBRTYL, COVID-19 OHFRETRITIC X D AMEDOFERA~DE K/
e oz, FEhE Lo RIS R ORERA~ORBOEIARBROE 2.7.6 BHA, FHMIZIRBAGH

HEEZSZROZ L,

COVID-19 [2 & HABRRILBBREDIRSHIEANRH o=

WEREDEE (BEASINEH

#* 2.7.3.1-3

n (%)

Study GPGO
(N=636)

Study GPGP
(N=443)

Study GPGK
(N=478)

Study GPGI
(N=475)

Discontinued Study due to
COVID-19

3(0.5)

0

8(1.7)

2 (0.4)

Discontinued Study Drug due to
COVID-19

1(0.2)

0

5(1.0)

2 (0.4)

Abbreviations: COVID-19 = coronavirus disease 2019; n = number of patients in the specified category; N =
number of patients who were randomized.
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LY3298176 (2 BUMEFRYF)
tirzepatide

2.7.3  FRRAIEZE

& 27.3.1-4 COVID-19 [ & 5 EEFHEFF R D HbAlc RIFEEDRANRH otz

WEREDEEG (mITT £E)

n (%)
Study GPGO Study GPGP Study GPGK Study GPGI
(N=636) (N=443) (N=478) (N=475)
Patients with Following Measures Missing at Primary Endpoint Due to COVID-19 Pandemic
HbAlc 3 (0.5) 1(0.2) 3 (0.6) 1(0.2)
Body Weight 3(0.5) 1(0.2) 3 (0.6) 1(0.2)

Abbreviations: COVID-19 = coronavirus disease 2019; HbA 1c = glycosylated hemoglobin Alc; ; mITT =
modifies intent-to-treat; n = number of patients in the specified category; N = number of patients who were
randomized and received at least 1 dose of study drug.
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LY3298176 (2 UKk RI%)
tirzepatide

2.7.3.2

82 DRAEBRFEROER

273

HER IR A 2k

GPGO., GPGK. XU GPGI ik HbAlc K OMEEDR— AT A )b DAL ED N T,
ZTNENORBRCTHENE LI-Z EMEOFHERIZ IS X tirzepatide #ED 5t IREEIZ 69 2 U 2 FiFE L
7= (527314211) , ZOMOFGIEE O ClX, ZEMEOFREZ Lo -7-,

GPGP &R Tl A MERHGHE B O ERER L 21T DR 72,

27321

WBRAE DNER

GPGO iHE&
GPGO HBR DR T ¥ 1 135 2.7.3.1-1 KOS 2.7.6.19 FHIT R LT,

MAELE D A STz 636 BINIEERRIEOR G2 1 FLL EZF, mITT £HICE £z, 209
H 615 15l (96.7%) 723ikERAZ 52T L. 560 {7l (88.1%) WNEBRIEOHHE A5 T L- (F£27.3.2-1) .
mITT £ @ 636 5l 2517)% EAS IZ5 iz,

&27321 HWEREOANR (BEEAETEE) (GPGO HE)
n (%)
Patient Disposition TZP 5 mg TZP 10 mg TZP 15mg | Dula0.75 mg Total

N=159 N=158 N=160 N=159 N=636
Completed Study 155 (97.5) 151 (95.6) 155 (96.9) 154 (96.9) 615 (96.7)
Completed Treatment 144 (90.6) 135 (85.4) 136 (85.0) 145 (91.2) 560 (88.1)
B:Z‘;O”“””ed from Study 15 (9.4) 23 (14.6) 24 (15.0) 14 (8.8) 76 (11.9)
Discontinued from Study
Prior to Primary Endpoint 4 (2.5) 7(4.4) 5(3.1) 5(3.1) 21 (3.3)
Visit
Discontinued from Study
at or After Primary 0 0 0 0 0
Endpoint Visit

Abbreviations: Dula = dulaglutide; N = number of patients in population; n = number of patients in the specified

category; TZP = tirzepatide.

FBRDHIE
TR A (el 52 W) KV AT, RO THERHRRE R LA ORIk P & 3% 2.7.3.2-2
WY,
#2732-2 HABOPILER (BEAZGER) (GPGOHER)
n (%)
Patient Disposition TZP 5 mg TZP 10 mg TZP 15mg | Dula0.75 mg Total
N=159 N=158 N=160 N=159 N=636
Completed Study 155 (97.5) 151 (95.6) 155 (96.9) 154 (96.9) 615 (96.7)
Discontinued from Study
Prior to Primary 4 (2.5) 7(4.4) 5(3.1) 5(3.1) 21 (3.3)
Endpoint Visit
Adverse Event 1 (0.6) 1 (0.6) 2(1.3) 4(2.5) 8(1.3)
Lost to Follow Up 0 0 0 1 (0.6) 1(0.2)
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n (%)
Patient Disposition TZP 5 mg TZP 10 mg TZP 15mg | Dula0.75 mg Total
N=159 N=158 N=160 N=159 N=636
Physician Decision 0 1 (0.6) 0 0 1(0.2)
Withdrawal by Subject 2 (1.3) 5(3.2) 3(1.9) 0 10 (1.6)
Other 1 (0.6) 0 0 0 1(0.2)
Discontinued from Study
at or After Primary 0 0 0 0 0
Endpoint Visit

Abbreviations: Dula = dulaglutide; N = number of patients in population; n = number of patients in the specified

category; TZP = tirzepatide.

TEBRIED RS 1L
TRBRIEDOB G- IR 2 3£ 2.7.3.2-3 12”7,
% 27323 BEREOKRSHPIER (BEAZERH) (GPGOHER)
n (%)
Patient Disposition TZP 5 mg TZP 10 mg TZP 15mg | Dula0.75 mg Total
N=159 N=158 N=160 N=159 N=636

Completed Treatment 144 (90.6) 135 (85.4) 136 (85.0) 145 (91.2) 560 (88.1)
Without rescue 143 (89.9) 135 (85.4) 135 (84.4) 137 (86.2) 550 (86.5)
medication
With rescue medication 1(0.6) 0 1(0.6) 8 (5.0) 10 (1.6)

B'rslfg”t'””ed from Study | 15 9.4) 23 (14.6) 24 (15.0) 14 (8.8) 76 (11.9)
Adverse Event 12 (7.5) 16 (10.1) 16 (10.0) 9(5.7) 53 (8.3)
Lost to Follow Up 0 0 0 1 (0.6) 1(0.2)
Physician Decision 0 4(2.5) 1 (0.6) 0 5(0.8)
Protocol Deviation 1 (0.6) 0 1 (0.6) 2(1.3) 4 (0.6)
Withdrawal by Subject 1 (0.6) 3(1.9 6 (3.8) 2(1.3) 12 (1.9)
Other 1(0.6) 0 0 0 1(0.2)

Abbreviations: Dula = dulaglutide; N = number of patients in population; n = number of patients in the specified

category; TZP = tirzepatide

ANAREHFRRER N —R T 1 R R
N ARERHARRFIE R AN — 2 T A B BRE IR GREFE T L T (22.7324) .

%+ 27324 AO#MEHFHFERUOA—IZ4 VEERNE (BEABTER) (GPGO HER)
Parameter TZP 5-mg TZP 10-mg TZP 15-mg | Dula 0.75 mg Total
N 159 158 160 159 636
Sex, Male, n (%) 113 (71.1) 119 (75.3) 132 (82.5) 117 (73.6) 481 (75.6)
Age (years) 56.8 + 10.1 56.2 + 10.3 56.0 + 10.7 57.5+10.2 56.6 + 10.3
HbAlc (%) 8.18 £ 0.88 8.19 £ 0.86 8.19 £ 0.89 8.15+0.86 8.18 £ 0.87
FSG (mg/dL) 166.6 £ 35.1 165.4 + 36.3 172.8+48.1 163.3+32.8 167.0 £ 38.6
BMI (kg/m2) 28.6 + 5.4 28.0+4.1 28.1+4.4 27.8+3.7 28.1+4.4
Weight (kg) 78.5+16.3 78.9+13.7 78.9+14.3 76.5+13.2 78.2+145
Duration of T2DM 55+4.4 6.0+£5.0 6.0+£5.4 6.3+5.9 59+5.2
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Parameter TZP 5-mg TZP 10-mg TZP 15-mg | Dula 0.75 mg Total
N 159 158 160 159 636
(years)
Washout of antidiabetic
medication, yes, n (%) 63 (39.6) 64 (40.5) 64 (40.0) 61 (38.4) 252 (39.6)
SBP (mmHg) 130.2 +12.7 130.0 + 15.6 132.2 +13.8 130.6 + 15.4 130.8 + 14.4
DBP (mmHg) 82.4+9.7 82.6 + 10.0 83.9+10.0 82.1+10.2 82.8+9.9

Abbreviations: BMI = body mass index; DBP = diastolic blood pressure; Dula = dulaglutide; FSG = fasting
serum glucose; HbAlc = glycosylated hemoglobin Alc; N = number of patients in population; n = number of
patients in the specified category; OAM = oral antihyperglycemic medication; SBP = systolic blood pressure;
SD = standard deviation; TZP = tirzepatide; T2DM = type 2 diabetes mellitus.

Note: unless otherwise noted, data presented are means * standard deviations.

TIF74HN s TTa—FeRAVE RBOBEBREZHELZREOKER

HbAlc DN—R T A bk 52 JARFE TOELE K MEEDN—R T A ) bixh: 52 Tk
T TCOECEOHITTIX, ZEEOFIEOFER, tirzepatide 5mg, 10mg, LW 15mgHEDT =
7 VF R 0.75 mg BRI xH 4 2 s R Shve (M 2.7.3.2-1)

S

7

Note: Numbers on arrow lines indicate fraction of type 1 error rate carried over to the next test.
H5.1 : tirzepatide 5 mg #5-135 = 7 7 /L F K 0.75 mg #5-12%F U CTHEBIM: 279
H10.1 : tirzepatide 10 mg % 5-135 = 7 7 /v F K 0.75 mg #% 5-12xf L CTE#HE 2~
H15.1 : tirzepatide 15 mg ¥ 5-135 = 7 7 /v F K 0.75 mg #% 5-12xf L CTE#HE 2~
H5.2 : tirzepatide 5 mg ¢ 5-1%7 = 7 7 /L F K 0.75 mg £ 512k U CHEBIME A 77
H10.2 : tirzepatide 10 mg ¥ 5-135 = 7 7 /v F K 0.75 mg #% 5-12xf L CTE#HE 2~
H15.2 : tirzepatide 15 mg ¥ 5-137 = 7 7 /v F K 0.75 mg #% 5-12 % LU CTE#HE 2~

27321 374N -F7TO—FERVEEEDOBREREL-BREDHER

(mITT £F. EAS) (GPGO X&)
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tirzepatide
HbAlc DFER

HbAlc DX—Z 7 A b b 52 K E TOL N &EIL, tirzepatide 5mg, 10 mg, &Y 15mg
BHCTT 277 0LF F0.75mg #f & ik U CREHFPRIICA BICRE o 7o (£2.7.3.2-5)

5. 52 IRFIZ HbALC 73 7.0% A0, 6.5%LL T, XiE 5.7%A:1m (2 72 - 7= BrE DEIE 1.

g

AL tirzepatide BECTH T 2T L F K 0.75mg BE L Ll L CREFHZFICEEICE - T2
(% 2.7.3.2-5) ., HbAlc O HIFEMEZ Rk L - R OFIA 1L, tirzepatide 15 mg B T b minr o

7
#£27.325 HLALCDR—RFA UhbikE 52 BRFETOEILER Y HbAlc D BIEEZER
LE-#HEBREDEE (mTTKH. EAS) (GPGO HER)
TZP 5-mg TZP 10-mg | TZP 15-mg | Dula 0.75 mg
N=159 N=158 N=160 N=159
HbAlc (%)
Efficacy Estimanda
Baseline > Week 52 8.17>581 | 820>5.63 | 820~>5.37 | 8.15->6.90
Change from baseline at Week 52 -2.37%fT -2.557f1 -2.8211t -1.2971+
Difference from dulaglutide 0.75 mg (95%|  -1.09*** -1.27%** -1.53*** NA
Ch (-1.27,-0.90) | (-1.45,-1.08) | (-1.71,-1.35)
Percentage of patients with HbAlc <7.0% at Week 52 (%)
Efficacy Estimandb 93.7### 96.8### 99.4### 67.3
Percentage of patients with HbAlc <6.5% at Week 52 (%0)
Efficacy Estimandb 92 4### 06.2### 96.9### 40.3
Percentage of patients with HbAlc <5.7% at Week 52 (%)
Efficacy Estimandb 513 | 583w 78.6%# 25

Abbreviations: ANOVA = analysis of variance; Cl = confidence interval; Dula = dulaglutide; HbAlc =
glycosylated hemoglobin Alc; MAR = missing at random; N = number of patients who were randomized and
received at least 1 dose of study drug; NA = not applicable; TZP = tirzepatide.

a.  Shown are the least-squares means; MMRM analysis assuming MAR: ANOVA used at baseline.

b.  Logistic regression with imputation of missing data at the primary endpoint visit using MMRM analysis.

*** p-value <0.001 versus dulaglutide 0.75 mg subject to type 1 error rate control.

## nominal p-value <0.001 versus dulaglutide 0.75 mg, not included in graphical testing procedure.

+++ p-value <0.001 versus baseline.

HbAlc DE LA DEEFFHER
HbAlc DRX—Z 7 A b O T EIL, WTHo tirzepatide #TH7 =7 Z7/LF K 0.75mg ##
& H U CH A 4 IR LI O3 R T ORI RE R TREHFIICAE RICRE o7 (K27.3.2-2) .
HbAlc DX—ZF A b DR T &RIL, WTL0 tirzepatide # T H G 24 WRFZ I BTeiafk
Ric/e v, #4552 R £ THERF STz,

23




LY3298176 (2 BLBEIR ) 2.7.3  FRIRAADIE
tirzepatide

* p-value <0.05 versus dulaglutide 0.75 mg.

XK 2.7.3.2-2 HbAICDR—RSA4 UM LDEILEDEREHF (mITT £H. EAS) (GPGO KER)
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tirzepatide

MAEEDORER

ZERERE I A ME

ZERERFIMPEEDN— R T A )b h 52 HEFE TOMK T &I, tirzepatide 5 mg, 10 mg, & O
15mgRECTT 27 Z/LF K 0.75 mg B & LLlk U CHERHAMIICHE BIC K E o7 (£ 27.3.2-6)

ZEREHF L B D EE LB DFEIF R

ZENERFMAEE DN — R T A b O T &EIL, WT LD tirzepatide # CTH7 =2 7 7L F K
0.75mg #f & bl U TG 4 HIRFLIE O 3~ T ORIl R CREHFIIICAEICRE < Z O
I3 b2 R £ CTHEFF S e (4 2.7.3.2-3)

7 A LR CHENE

PR IL, MBEE CHEL, LD 7RA > FCTFEM LT,

o HIRAET, BRAT. &

o HiR., BRE. YEOGK 2 KEH

o EREEAI

ffE A S REMIZ L B MBEHED 781 > h3_T, B, KORE 2RO 1 B FEEHO~R—2
TA UL 52 R E TOR T EIX, WIho tirzepatide 5 CTH T =7 7 /LF K 0.75 mg £f &
g U CRERHFRIICE BIC R & 0o 7z (F2.7.3.2-6)

M H CEBD =R T A o bHEE 2K E CORTFEIT, 7HR7A 2 FF_TT, Wi
O tirzepatide #FTH 7 =7 Z/LF K 0.75mg #E & i U TRERHFRIICH BIZKE 02> 72 (GPGO
ARERIRBR GRS E [455.3.5.1.8 18] Table GPGO.5.6) , #4552 EIFO Ik H CHIEMIC L 5 &
BMBEEOFEIL, WTNOD tirzepatide FETH ., HREBLORA M TEHE 2 W AR O B EH
AN (<140 mg/dL) Th 7= (¥ 2.7.3.2-4) ,

#®2732-6 ZEFRMEERY 7R, MOEECAEECEAOBETOTIZMILDR—RS
A Uh kS5 52 BRETOERLEE (MITTEH. EAS) (GPGO HER)
TZP 5-mg TZP 10-mg | TZP 15-mg | Dula 0.75 mg
N=159 N=158 N=160 N=159
FSG (mg/dL)
Efficacy Estimanda
Baseline > Week 52 166.6 > 109.2|165.6 > 102.5| 173.0 > 99.5 |163.3 > 135.2
Change from baseline at Week 52 -57.9%f1 -64.671t -67.671t -31.9f1t
Difference from dulaglutide 0.75 mg -25.9### -32.7### -35. 7### NA
(95% CI) (-30.7,-21.1) | (-37.5, -27.8) | (-40.6, -30.9)
Daily Mean 7-Point SMBG (mg/mL)
Efficacy Estimanda
Overall daily mean
Baseline > Week 52 206.4 > 124.2|203.6 > 119.0|212.6 > 112.7|199.3 - 153.5
Change from baseline at Week 52 -81.3ttt -86.571t -92.87ff -52.01t+
Difference from dulaglutide 0.75 mg -29.3### -34 5### -40.8### N/A
(95% CI) (-34.1, -24.5) | (-39.4, -29.6) | (-45.7,-35.9)
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tirzepatide
TZP 5-mg TZP 10-mg | TZP 15-mg | Dula 0.75 mg
N=159 N=158 N=160 N=159
Premeal daily mean
Baseline > Week 52 173.7 > 112.6(171.1 -> 110.2(181.4 > 106.7 |170.4 > 130.6
Change from baseline at Week 52 -61.571t -63.971t -67.571t -43.671t
Difference from dulaglutide 0.75 mg -18.0### -20.4%### -23.9### N/A
(95% CI) (-22.1,-13.8) | (-24.5,-16.2) | (-28.1, -19.8)
2-hour postmeal daily mean
Baseline > Week 52 238.5 > 135.6(234.5 > 128.3(243.0 > 119.1|228.0 > 175.1
Change from baseline at Week 52 -100.4ttt -107.7++t -116.911F -60.971+
Difference from dulaglutide 0.75 mg -39.5### -46.8#H# -56.0### N/A
(95% CI) (-45.7, -33.3) | (-53.1, -40.5) | (-62.3,-49.7)

Abbreviations: ANOVA = analysis of variance; Cl = confidence interval; Dula = dulaglutide; MAR = missing at
random; MMRM = mixed model repeated measures; N = number of patients who were randomized and
received at least 1 dose of study drug; SMBG = self-monitored blood glucose; TZP = tirzepatide.

Note: Shown are the least-squares means.

a. MMRM analysis assuming MAR; ANOVA used at baseline.
### nominal p-value <0.001 versus dulaglutide 0.75 mg, not included in graphical testing procedure.

+11 p-value <0.001 versus baseline.
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* p-value <0.05 versus dulaglutide 0.75 mg.

X 2.7.3.2-3 ZHEBMOEEDR—IASM4UoMoNEILEDREHTE (IMITT £H. EAS) (GPGO i#HER)
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Abbreviations: AB = after breakfast; AD = after dinner; AL = after lunch; ANCOVA = analysis of covariance; BB = before breakfast; BD = before dinner; BL = before lunch;
Dula = dulaglutide; mITT = modified intent-to-treat; SMBG = self-monitored blood glucose; TZP = tirzepatide.

Note: ANCOVA analysis.

Note: Shown are least-squares mean values + standard errors.

27324 R—XASAVRUVERES2HERED 7R, FMESSBIEE (MTTEMH. EAS) (GPGO iRER)
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tirzepatide
HREORKRE
BEORX—=Z T A bl 52 B E ToOJRU &L, tirzepatide 5 mg, 10 mg, & O 15 mg #f
TT 27 7T R 0.75mg #f & bl U CREEHFIICABEICRE otz (27327 .
b 52 WRHIAKE N R—2 T A D 5%, 10%, KUY 15%LL_Fi8id Lmﬂz%ﬁ%@% (S
TR tirzepatide HETHT =7 7 /F K 0.75mg BEL Ll L CHHZNOICERICE - -
(% 2.7.3.2-7) , Tirzepatide D HEA EWIE E | IREREAD O£ BARME 2 2k L 72 iR E OFIA 1

Ehho T,

527327 @FHREOA—RSAUILEE2BBETCOTLERVARERLVOBEELZER
L=#EEDEE (IMTTE£H. EAS) (GPGO HE&)

TZP5-mg | TZP 10-mg | TZP 15-mg |Dula 0.75 mg

N=159 N=158 N=160 N=159
Body Weight (kg)
Efficacy Estimanda
Baseline > Week 52 786 >73.0 | 79.1> 703 | 789> 68.1 | 76.5 > 78.2
Change from baseline at Week 52 -5.87tt -8.51ff -10.711t -0.5
Difference from dulaglutide 0.75 mg (95% -5.2%** -7.9%** -10.1*** NA
Cl) (-6.4,-4.1) (-9.1,-6.8) | (-11.3,-9.0)

Percentage of patients with Weight Loss >5% at Week 52 (%)
Efficacy Estimandb 60.8## 82, 1## 89.3### 10.7

Percentage of patients with Weight Loss >10% at Week 52 (%)
Efficacy Estimandb 34.2##H 50.0### 66.7## 3.1

Percentage of patients with Weight Loss >15% at Week 52 (%)
Efficacy Estimandb 16,5 ‘ o5 Gttt 44 THiH 0.6

Abbreviations: ANOVA = analysis of variance; ClI = confidence interval; Dula = dulaglutide; LS = least-squares;
MAR = missing at random; MMRM = mixed model repeated measures; N = number of patients who were
randomized and received at least 1 dose of study drug; TZP = tirzepatide.

a. Shown are the least-squares means; MMRM analysis assuming MAR; ANOVA used at baseline.

b. Logistic regression with imputation of missing data at the primary endpoint visit using MMRM analysis.

*** p-value <0.001 versus dulaglutide 0.75 mg subject to type 1 error rate control.

### nominal p-value <0.001 versus dulaglutide 0.75 mg, not included in graphical testing procedure.

+11 p-value <0.001 versus baseline.

HEEDESLE DIEIFHR

KEDOR—ZT A U EOEDEIL, WINo tirzepatide BECHT =7 7 /F R 0.75mg BE&
bl U T G- 4 BRELARE D R T OFHI R A CREGHFRIC A BEICRE o7z (¥2.7.3.25)

RE G- 52 WRF £ Thlkke L Tl Lic, KEDORX—Z T 4 b DR RIT, &5 12
% T tirzepatide FEfE] CHELIL TE Y . ZNLIETIL tirzepatide #EH CTENRAOGND L H 1T/ -T2,
Fe b 12 ALK CIL, tirzepatide D HENEWVIEEREDOR—R T A b ORADEITRKE 22
7=
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* p-value <0.05 versus dulaglutide 0.75 mg.

27325 HFKEOR—RASAUNLDOEILEDREHTS (IMTTEH. EAS) (GPGO HHER)
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tirzepatide

273

JEE /T A —& DRER

PPENRN . =L AT e —b LDL 2L A7 m—/L KO VIDL =2 VAT 1 —/biX,
tirzepatide 5mg, 10 mg, KO 15mg #ETR— R T A1 Ll U TG 52 ORI A &
WK F L, HDL 2 L AT B —/LI_R—R T A Ll LT E 52 lRFICHEHFRICH RIC B
L7,

HFPERERG. L A7 e—/L, LDL 2L 25—/ KON VLDL 2 L AF 2 —/LD_X—R 5
A B EE 52 B E TOMRTRIL, W o tirzepatide BECTH T =7 7 /LF K 0.75 mg B & Lt
B L ORI A B IR E oz, F72, HDL 2 L AT B —LDR_R—R T A ) bH5 52 1
KFECTO EFFRIL, WO tirzepatide B TH T = 7 7 /LT K 0.75 mg #f & bl U CREEH YIS
AEICKREDN-T- (£2732-8) ,

27328 BBENFA—EFDODR—XZA4 b5 52 B BFETOELE
(MITT &£E. EAS) (GPGO i#ER)
Parameter TZP 5 mg TZP 10 mg TZP 15 mg Dula 0.75 mg
(N=159) (N=158) (N=160) (N=159)
Triglycerides
Baseline (mg/dL) 150.9 153.5 145.5 138.2
Change from baseline at 52 weeks
(mg/dL) -39.8 -48.1 -55.3 -12.1
Percent change from baseline at 52 07 1t 30 gttt 37 7Ht g ot
weeks (%)
Percent change difference from -20.6%## -26.7#H# -32.1### N/A
dulaglutide at 52 weeks (%) (95% CI) | (-27.5, -13.0) (-33.2,-19.7) (-38.0, -25.6)
Total cholesterol
Baseline (mg/dL) 194.9 191.0 186.9 190.8
Change from baseline at 52 weeks 192 220 2903 79
(mg/dL)
Percent change from baseline at 52
weeks (%) -10.04+++ -11.55%++ -15.35tt+ -3.7611t
Percent change difference from -6.53### -8.10### -12.04## N/A
dulaglutide at 52 weeks (%) (95% CI) | (-9.35, -3.62) (-10.90, -5.21) | (-14.71,-9.28)
HDL-C
Baseline (mg/dL) 51.3 50.3 48.7 50.8
Change from baseline at 52 weeks 19 27 29 0.0
(mg/dL)
Percent change from baseline at 52 378t 5 397+ 5 861 0.03
weeks (%)
Percent change difference from 3.74# 5.35## 5.82#4## N/A
dulaglutide at 52 weeks (%) (95% CI) (0.42,7.17) (1.94, 8.87) (2.41,9.35)
LDL-C
Baseline (mg/dL) 107.8 103.9 103.2 107.5
Change from baseline at 52 weeks 127 135 20.3 51
(mg/dL)
Percent change from baseline at 52 120t 12 gt 19,3t 48t
weeks (%)
Percent change difference from -7.6## -8.4## -15.2### N/A
dulaglutide at 52 weeks (%) (95% CI) (-12.4, -2.5) (-13.2,-3.3) (-19.6, -10.5)

31




LY3298176 (2 HUHEIR) 2.7.3 FRIRHOA RN

tirzepatide

Parameter TZP 5 mg TZP 10 mg TZP 15 mg Dula 0.75 mg
(N=159) (N=158) (N=160) (N=159)

VLDL-C

Baseline (mg/dL) 30.2 30.7 29.1 27.6

Change from baseline at 52 weeks 79 96 110 23

(mg/dL)

Percent change from baseline at 52 27 Ot 30 7H 37 6t 8.0t

weeks (%)

Percent change difference from -20.6%## -26.8##H# -32.2## N/A

dulaglutide at 52 weeks (%) (95% CI) | (-27.5, -13.1) (-33.2,-19.8) (-38.2,-25.7)

Abbreviations: Cl = confidence interval; Dula = dulaglutide; HDL-C = high-density lipoprotein cholesterol;
LDL-C = low-density lipoprotein cholesterol; 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; TZP = tirzepatide; VLDL-C = very-low-density lipoproteins cholesterol.

Note: MMRM analysis.

Note: Shown are the estimated means values.
#nominal p-value <0.05, #nominal p-value <0.01, ##nominal p-value <0.001 versus dulaglutide 0.75 mg, not

included in graphical testing procedure.
 p-value <0.05, T p-value <0.01, 71t p-value <0.001 versus baseline.

BERET Y P LORKER
EQ-5D-5L

EQ-5D-5L flHEIRAE 2 =1 7|, tirzepatide 5mg. 10 mg. MY 15mg HEOWTHORETEHN—2R
TA UL ABRUENRBD Dotz (32 27.3.2-9) , HEERED B Rl 2 #LR A Fodk
9% EQ VAS 27X, \WT LD tirzepatide BE T 65 52 BWIFIZR— A T A V) LFEEHFRICEH
BICHKE LT, EQVAS Za 7 DR—RAF A4 U bEE 52 HEE TOL(bEIZ., WTho
tirzepatide #£ CH 7 =7 7L F K 0.75mg Bt & OMICHFH FMICHERZIIRO N2 0o 72

(#2.7.3.2-9) ,
#* 27329 EQ-5D-5LVASROA7RUVEBRKERATDARA—RX T4 U o5 52 BIFET
DEILE (MITT KM, EAS) (GPGO &)
Parameters TZP 5 mg TZP 10 mg TZP 15 mg Dula 0.75 mg
(N=159) (N=158) (N=160) (N=159)
EQ-5D-5L Index (Japan)
Baseline 0.95 0.95 0.96 0.96
Change from baseline at 52 weeks 2 0.01 0.01 0.00 -0.01
Change difference from dulaglutide 0.02# 0.02# 0.00 N/A
(95% Cl) at 52 weeks a (0.00, 0.03) (0.00, 0.03) (-0.01, 0.02)
EQ VAS
Baseline 79.2 80.4 81.0 80.2
Change from baseline at 52 weeks 2 3.27ft 3.77f1 1.97 2.0f
Change difference from dulaglutide 1.2 1.7 -0.1 N/A
(95% CI) at 52 weeks @ (-1.2,3.6) (-0.7,4.1) (-2.5,2.3)

32




LY3298176 (2 HUE R %) 273
tirzepatide

HER IR A 2k

Abbreviations: CI = confidence interval; Dula = dulaglutide; mITT = modified intent-to-treat; N = number of
patients who were randomized and received at least 1 dose of study drug; MMRM = mixed model repeated
measure; N/A = not applicable; TZP = tirzepatide; VAS = visual analog scale.

a. MMRM analysis.

Note: Shown are the least-squares means.

#p<0.05, ## p<0.01, ## p<0.001 versus dulaglutide 0.75 mg.

 p-value <0.05, 71t p-value <0.001 versus baseline.

DTSQ

DTSQ ™5 b, Tir, MBFENALE LS AWIEERWERK L) KO AN EED AR A
a7 O2EEHDAIT DR—RAT A U bEE 52 ke E TOE(LEIX, WT o tirzepatide #f
TH7 27 70F K 0.75mg #f & g U CREEHFIICAEICRE oz, Fio, Thal, mpEE
WEELLBRWEERWEE LT ORX—RAT A UnbEE 52 R E TOELEIZX, WTho
tirzepatide #E CH 7 = 7 7 /LT R 0.75 mg BE L HE WSRO b o Tz (£ 2.7.3.2-10)

% 27.3.2-10 DTSQRATZDR—R A UhHR5 52 BBETHDEILE (MITT £M. EAS)

(GPGO i#B&)
Parameters TZP 5 mg TZP 10 mg TZP 15 mg Dula 0.75 mg
(N=159) (N=158) (N=160) (N=159)

How often have you felt that your blood sugars have been unacceptably high recently (score)
Baseline 2.9 3.0 3.0 2.9
Change from baseline at 52 weeks a -1.7 -1.8 -2.3 -0.6
Change difference from dulaglutide -1.17#H# -1.21##H# -1.68##H# N/A
(95% CI) at 52 weeks 2 (-1.52, -0.82) (-1.57, -0.86) (-2.03, -1.32)

How often have you felt that your blood sugars have been unacceptably low recently (score)
Baseline 0.6 0.4 0.6 0.5
Change from baseline at 52 weeks @ -1.1 -0.9 -0.9 -0.8
Change difference from dulaglutide -0.22 -0.01 -0.10 N/A
(95% CI) at 52 weeks a (-0.57,0.14) (-0.37,0.35) (-0.46, 0.26)

Total score of treatment satisfaction
Baseline 23.4 23.6 23.5 23.9
Change from baseline at 52 weeks & 115 121 12.3 8.9
Change difference from dulaglutide RN iiiid 3.16### 3.38### N/A
(95% CI) at 52 weeks a (1.16, 3.93) (1.75, 4.56) (1.98, 4.78)

Abbreviations: Cl = confidence interval; DTSQ = diabetes treatment satisfaction questionnaire; Dula =
dulaglutide; mITT = modified intent-to-treat; N = number of patients who were randomized and received at
least 1 dose of study drug; MMRM = mixed model repeated measure; N/A = not applicable; TZP =

tirzepatide.
a. MMRM analysis.
Note: Shown are the least-squares means.
## p<0.001 versus dulaglutide 0.75 mg.

2.7.3.2.2 GPGP &

GPGP #BR DOERT W A 2133 2.7.3.1-1 L OV 2.7.6. 20 THIZ R LT~
ARIHTIX, GPGP iR tirzepatide HERIOFERZ w3, OFH L7k 0 MRS T35 0k 1%
GPGP i fEm a2 (55 5.35.2.11H) |Zit# L7,
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MEME BV AT S iz 443 BINEBRIEOFE G4 1 [P EZ 0, mITT £HIcEEhi-, 20 )
H 417 ] (94.1%) 3 ikBRA 52T L. 3985 (89.8%) 2MEEAM DL 252 T L~ (§£27.3.2-11) ,
mITT 2[5 D 443 1215 EAS IZ& 7=,

& 273211 HEBREOAR (BELHEGER (GPGPHER)
n (%)
Patient Disposition TZP 5 mg TZP 10 mg TZP 15 mg Total

N=148 N=147 N=148 N=443
Completed Study 145 (98.0) 139 (94.6) 133 (89.9) 417 (94.1)
Completed Treatment 137 (92.6) 136 (92.5) 125 (84.5) 398 (89.8)
Discontinued from Study Drug 11 (7.4) 11 (7.5) 23 (15.5) 45 (10.2)
Discontinued from Study Prior to Primary
Endpoint Visit 3(2.0) 8 (5.4) 15 (10.1) 26 (5.9)
Discontinued from Study at or After 0 0 0 0
Primary Endpoint Visit

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

tirzepatide.
D HIE

FERHIRE A (5 52 HFRF) KV FT, K ORI R LA OFRER O kPR 2 3K 2.7.3.2-12
R T,

#&27.32-12 FAEBROBILER (BELHIGER) (GPGPHER)
n (%)
Patient Disposition TZP 5 mg TZP 10 mg TZP 15 mg Total
N=148 N=147 N=148 N=443

Completed Study 145 (98.0) 139 (94.6) 133 (89.9) 417 (94.1)
Discontinued from Study Prior to 3(2.0) 8 (5.4) 15 (10.1) 26 (5.9)
Primary Endpoint Visit ' ' ' '

Adverse Event 2(1.4) 5 (3.4) 11 (7.4) 18 (4.1)

Withdrawal by Subject 1(0.7) 3(2.0) 4(2.7) 8 (1.8)
Discontinued from Study at or After 0 0 0 0
Primary Endpoint Visit

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

tirzepatide.
TR DG 1E
BB OG- IEPR R 2 5% 2.7.3.2-13 [T~ T,
& 2.7.32-13 BRBREORESHIEER (BEAZMTERH) (GPGPHER)
n (%)
Patient Disposition TZP 5 mg TZP 10 mg TZP 15 mg Total
N=148 N=147 N=148 N=443
Completed Treatment 137 (92.6) 136 (92.5) 125 (84.5) 398 (89.8)
Without rescue medication 137 (92.6) 136 (92.5) 125 (84.5) 398 (89.8)
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n (%)
Patient Disposition TZP 5 mg TZP 10 mg TZP 15 mg Total
N=148 N=147 N=148 N=443
With rescue medication 0 0 0 0
Discontinued from Study Drug 11 (7.4) 11 (7.5) 23 (15.5) 45 (10.2)
Adverse Event 8 (5.4) 8 (5.4) 17 (11.5) 33 (7.4)
Physician Decision 2 (1.4 0 0 2 (0.5)
Protocol Deviation 0 0 2(1.4) 2 (0.5)
Withdrawal by Subject 1(0.7) 3(2.0) 4(2.7) 8 (1.8)

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

tirzepatide.

A OB AR R NN — R T 1 RS
N FEHFHIFRE S AR — 2 T A R BRFPEI tirzepatide FEfE CTHIflT L Cuve (3R 2.7.3.2-14)

& 2.7.3.2-14 AOMAFHFERUVR—RF4 VEEBHE (MTTEH) (GPGP i#ER)
Parameter TZP 5-mg TZP 10-mg TZP 15-mg Total
N 148 147 148 443
Sex, Male, n (%) 119 (80.4) 113 (76.9) 104 (70.3) 336 (75.8)
Age (years) 57.7+£11.0 56.9 £ 11.2 56.5+ 104 57.0+10.8
HbAlc (%) 8.53+1.15 8.56 £ 1.05 8.59+1.09 8.56 + 1.09
FSG (mg/dL) 173.83 +45.14 175.38 +43.19 173.64 + 45.64 174.28 + 44,58
BMI (kg/m?2) 27.69 +£4.31 27.60 £ 4.03 28.42 +5.88 27.90£4.81
Weight (kg) 7765+14.81 | 76.58 +14.76 78.29+18.38 | 77.51+16.06
Duration of T2DM (years) 9.50 £ 6.22 9.67 £ 6.27 10.21+£6.41 9.79+£6.29
Prior Use of OAM, yes, n (%) 148 (100.0) 147 (100.0) 148 (100.0) 443 (100.0)
SBP (mmHg) 130.47 £13.93 | 130.33+13.43 | 128.86+14.10 | 129.88 +13.81
DBP (mmHg) 79.98 +9.97 80.10 £ 10.02 79.41 £ 10.52 79.83 £ 10.16

Abbreviations: BMI = body mass index; DBP = diastolic blood pressure; FSG = fasting serum glucose; HbAlc =
glycosylated hemoglobin Alc; N = number of patients in population; n = number of patients in the specified
category; OAM = oral antihyperglycemic medication; SBP = systolic blood pressure; TZP = tirzepatide.

Note: unless otherwise noted, data presented are means + standard deviations.

HbAlc DfEHE

HbAlc (%, tirzepatide 5mg., 10 mg, O 15 mg B TH G- 52 WIFIZN— R T A DB EFIRAIIZ
BB O T E/R LT- (3 2.7.3.2-15) , Tirzepatide D HENE VT E . HbALc DR_R—A T A

PO DR TRITRE DN oT,

F & A EDORERE 3 G- 52 FEIZ HbALc 7.0%:A0 % 25k L 7=, Tirzepatide 10 mg } O 15 mg
BECIX. 60%LL EOPEERE 3 £ 52 I HbALe 5.7% AT & Rk L 7= (3% 2.7.3.2-15)
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% 2.7.3.2-15 HbAILc DA—RS5A UhLE5 52 B8BETOEILERY HbALlc D BEEEZE/RK
L=-#EBEDEE (mTT £H. EAS) (GPGP &HE&)

TZP 5 mg TZP 10 mg TZP 15 mg
N=148 N=147 N=148
HbAlc (%0)
Efficacy Estimanda
Baseline > Week 52 8.53 = 6.00 8.58 > 5.58 8.56 > 5.55
Change from baseline at Week 52 -2.57 -2.98 -3.02

Percentage of patients with HbAlc <7.0% at Week 52 (%)
Efficacy Estimandb 92.57 97.95 96.55

Percentage of patients with HbAlc <6.5% at Week 52 (%0)
Efficacy Estimandb 87.16 93.15 91.72

Percentage of patients with HbAlc <5.7% at Week 52 (%)
Efficacy Estimandb | 83116 | 6712 71.03

Abbreviations: ANOVA = analysis of variance; HbAlc = glycosylated hemoglobin; MAR = missing at random;
MMRM = mixed model repeated measures; N = number of patients who were randomized and received at
least 1 dose of study drug; TZP = tirzepatide.

a.  Shown are the least-squares means; MMRM analysis assuming MAR: ANOVA used at baseline.

b.  Missing data at the primary endpoint visit were imputed by using MMRM analysis.

HbAlc DESLE DRERFHER

HbAlc (&, W T D tirzepatide FECHN—A T A &L THR LG 4 BEELLIE T LK
(X1 2.7.3.2-6) .

HbAlc DX—R T A Vb DI F&EIL, WILo tirzepatide £ T H 5 24 KRBTk
RIZ7e v | #4552 BRF £ THERF ST,
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Abbreviations: ANOVA = analysis of variance; HbAlc = hemoglobin Alc; LS Means = least squares means; MMBEM = mixed model repeated measures; 0AM = oral
antidiabetic medication; SE = standard error; TZP = tirzepatide.

Note 1: Only patients with non-missing baseline value and at least one non-missing post-baseline value of the response variable were included in the

analysis.
Note 2: Post-baseline measures are LSMeans +/- SE from MMEM model: Variable = Baseline + OAM Group 1 + Treatment + Time + Treatment*Time (Type III sum of
squares) . Variance-Covariance structure (Change from Baseline) = Unstructured.

K 2.7.3.2-6 HbAILCDAR—RX T4 UM LDEILEDERFHFE (mITT £H. EAS) (GPGP :RER)
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M¥EEDORER

ZERE A I MEE

Ze G RF I BEAE 1L, tirzepatide 5 mg, 10 mg, &N 15 mg BECTH G- 52 BRI R—R T A )b
RHNZER OB HIC T 278 LTz (F2.7.3.2-16) , Tirzepatide O B3 @ NE & 2 [ FRE MR
NR=Z2T7 A NLDRTERITKRE o7,

ZEREHF L B D EE LB DFEIF R
WD tirzepatide B T & 55 4 R b ZERERFIBEEOIX TR0 b e (M 27.3.2-7) ,
ZEE R MBEE DR — 2 T A b DK T &I, tirzepatide 5 mg A TlL#k 5 12 I, tirzepatide
10 mg KON 15 mg B T35 24 BB IC BBk RIZ/R 0 | #h5 52 i FF £ CTHEEF S Lz,

7 A LR CHENE

PRI, B CELZ., LFO 7R A > M TER LT,

o WA, BRAT. & RH

o HIR, BE. YEOMHK 2 K%

o EREEAI

MFE B CHEEIC X2 MEED 7 K4 > b3_T, /. KOR% 2RHEO 1 HEEE, Wi
LD tirzepatide B T 5 52 WIFC_N— 2T 4 U BIETF L7 (55 2.7.3.2-16) .

b A CHEREIL, 784 2 B9 _XTT, WTho tirzepatide # T4 5- 52 HFFIZRX—R T A
UBAK T L7z (GPGP REBRIAEAKR G A& (4 5.3.5.2.1 1H] Table GPGP.5.3) ., Tirzepatide #£%
WUT, MpEE CREEDOR—RT A b ieh 52 HRFE TOR M EIL, #IR% 2 KL BE
% 2WEECHLIL Tl . & B#% 2 R R OBEER CHIR%G K VB &% 2 IRF[H] &t L T/h 3o
7=, Tirzepatide 10 mg K& OF 15 mg B Ci%, Beh- 52 HRF O ik B EELC X 5 &% b o
PE, MEHBORA P CRE 2 FFHMEMEOEERKAN (<140mg/dL) Th - 7=
(¥12.7.3.2-8) ,

£ 2.7.3.2-16 ZTEERMBERV 7R, > FOEECAEEICLEA2OETOT 7/ ILOR—RS
AL E52BRBETOEILE (MITTEHE. EAS) (GPGP :#ER)

TZP 5 mg TZP 10 mg TZP 15 mg
N=148 N=147 N=148

FSG (mg/dL)

Efficacy Estimanda

Baseline > Week 52 173.8 > 1159 | 175.8 > 103.2 | 173.1 > 100.0

Change from baseline at Week 52 -58.6 -71.2 -74.4
Daily Mean 7-Point SMBG (mg/mL)
Efficacy Estimanda

Overall daily mean

Baseline > Week 52 211.3 > 1324 | 215.3->118.3 | 210.7 > 116.2

Change from baseline at Week 52 -80.0 -94.1 -96.3

Premeal daily mean
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TZP 5 mg TZP 10 mg TZP 15 mg
N=148 N=147 N=148
Baseline > Week 52 179.8 > 117.3 | 181.4 > 107.2 | 178.9 - 106.7
Change from baseline at Week 52 -62.7 -72.8 -73.3
2-hour postmeal daily mean
Baseline > Week 52 240.3 > 1475 | 246.6 > 130.0 | 240.9 > 126.2
Change from baseline at Week 52 -95.2 -112.7 -116.5

Abbreviations: ANOVA = analysis of variance; MAR = missing at random; MMRM = mixed model repeated
measures; N = number of patients who were randomized and received at least 1 dose of study drug; SMBG =

self-monitored blood glucose; TZP = tirzepatide.

Note: Shown are the least-squares means.
MMRM analysis assuming MAR; ANOVA used at baseline.

a.
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Abbreviations: ANOVA = analysis of variance; LSMean = least squares means; MMEM = mixed model repeated measures; OAM = oral antidiabetic medication;
SE = standard error; TZP = tirzepatide.

Note 1: Only patients with non-missing baseline walue and at least one non-missing post-baseline value of the response variable were included in the
analysis.

Note 2: Baseline measures are LSMeans +/- SE from ANOVA model: Variable = Treatment (Type III sum of squares).

Note 3: Post-baseline measures are LSMeans +/- S5E from MMRM model: Variable = Baseline + OAM Group 1 + Treatment + Time + Treatment*Time (Type III sum of
squares). Variance-Covariance structure (Change from Baseline) = Unstructured.

X 2.7.3.2-7 ZTEEBMOBEEOR—IXSA4 NN ELLEDREHTE (IMITTEH. EAS) (GPGP &)
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Abbreviations: AB = after breakfast; AD = after dinner; AL = after lunch; BB = before breakfast; BD = before dinner; BL = before lunch; BT = bedtime; LSMean = least-squares
mean; SE = standard error; SMBG = self-monitored blood glucose; TZP = tirzepatide.

Note: The conversion factor between mmol/L and mg/dL is 0.0555.

Note 2: Shown are LSmean + SE.

27328 A_R—ASAVRUVEES2HED 7R, FOEESBIEE (MTTEH. EAS) (GPGP &HER)
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REORR
REIX, tirzepatide 5mg, 10mg, & 15mg BETH G 52 HKFICN—RA T4 UInbIKF L
(#2.7.3.2-17) .
Tirzepatide D &S @mWE E, Fh- 52 HIFFITKEA =R T A 925 5%, 10%, KT 15%LL
ERD LT OFIS Xm0 o T (£ 2.7.3.2-17)

273217 KREOA—RSA U LEE 52 BBETCOTLERVAERLVOBEELZER
L-#EEDEES (mTT EH. EAS) (GPGP iER)

TZP 5 mg TZP 10 mg TZP 15 mg
N=148 N=147 N=148
Body Weight (kg)
Efficacy Estimanda
Baseline > Week 52 77.7 > 74.1 76.6 > 70.4 78.1 > 67.7
Change from baseline at Week 52 -3.8 -7.5 -10.2

Percentage of patients with Weight Loss >5% at Week 52 (%)

Efficacy Estimandb 43.92 70.55 84.14

Percentage of patients with Weight Loss >10% at Week 52 (%)

Efficacy Estimandb 19.59 47.95 63.45

Percentage of patients with Weight Loss >15% at Week 52 (%)

Efficacy Estimandd | e | osm 40.69

Abbreviations: ANOVA = analysis of variance; MAR = missing at random; MMRM = mixed model repeated
measures; N = number of patients who were randomized and received at least 1 dose of study drug; TZP =
tirzepatide.

a.  Shown are the least-squares means; MMRM analysis assuming MAR; ANOVA used at baseline.

b. Missing data at the primary endpoint visit were imputed by using MMRM analysis.

HEDEL B DR

REDOR—R T A 6O BRI, #4512 B £ Tl tirzepatide BER CTHELELL TR, £h
LR Tl tirzepatide 5 mg #f & bl LC 10 mg LY 15 mg #E TR Z Mo 7z, Tirzepatide 10 mg LT
15 mg BECORU» &L, 5 12 WRELIER G 20 HRFE CIIEEIL TR0, &5 20 HEELIEE Tl
tirzepatide 10 mg £ & Fhii L C 15 mg BECR&E oz, (X 2.7.3.2-9) .
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Abbreviations: ANOVA = analysis of wvariance; LSMean = least squares mean; MMRM = mixed model repeated measures; O0AM = oral antihyperglycemic medication;
S5E = standard error; TZP = tirzepatide.
Note 1: Only patients with non-missing baseline value and at least one non-missing post-baseline value of the response variable were included in the
analysis.
Note 2: Post-baseline measures are LSMeans +/- SE from MMEM model: Variable = Baseline + OAM Group 1 + Treatment + Time + Treatment*Time (Type III sum of
squares) . Variance-Covariance structure (Change from Baseline) = Unstructured.

K 27329 @KEDODR—IXZA4UHMLDEILEDORERFHTE (MITT £H. EAS) (GPGP i E)
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JEE/NNT A —& DFER

PYERENG, = L AT r— b IDL 2 L AT v —/L KON VLDL 22 L AT v — /LT,
tirzepatide 5mg, 10 mg, & OF 15 mg B TG 52 TRFIZR—RA T A4 U0 BAKF L7z, F7=., HDL
L ATE—UE, WT O tirzepatide #ECHE G 52 HEFIZARX—AT 4 b ER/ L
(£2732-18) , WITNDFENRTA—=ZTH, X=X T A b FE 52 MR E TOELRIT,
tirzepatide 15 mg #f CThe b BUEAIIZ K E o 72,

R 273.2-18BE/INTA—EADR—RXTA4 U b5 52 BBETOELRE (MITT £H. EAS)

(GPGP #8&)
Parameters TZP 5 mg TZP 10 mg TZP 15 mg
(N=148) (N=147) (N=148)

Triglycerides

Baseline (mg/dL) 133.4 135.3 142.0

Change from baseline at 52 weeks (mg/dL) -30.0 -42.6 -51.1

Percent change from baseline at 52 weeks (%) -21.9 -31.1 -37.4
Total cholesterol

Baseline (mg/dL) 181.0 181.7 187.5

Change from baseline at 52 weeks (mg/dL) -20.4 -24.5 -26.7

Percent change from baseline at 52 weeks (%) -11.1 -13.4 -14.6
HDL-C

Baseline (mg/dL) 51.2 51.2 52.4

Change from baseline at 52 weeks (mg/dL) 0.4 1.3 2.6

Percent change from baseline at 52 weeks (%) 0.85 2.43 5.11
LDL-C

Baseline (mg/dL) 96.9 96.4 100.1

Change from baseline at 52 weeks (mg/dL) -13.3 -14.7 -17.6

Percent change from baseline at 52 weeks (%) -13.6 -15.1 -18.0
VLDL-C

Baseline (mg/dL) 26.7 27.0 28.4

Change from baseline at 52 weeks (mg/dL) -5.9 -8.5 -10.2

Percent change from baseline at 52 weeks (%) -21.8 -31.0 -37.3

Abbreviations: HDL-C = high-density lipoprotein cholesterol; LDL-C = low-density lipoprotein cholesterol;
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; TZP = tirzepatide; VLDL-C = very-low-density
lipoproteins cholesterol.

Note: MMRM analysis.

Note: Shown are the estimated means values.

2.7.3.23 GPGK i®E&
GPGK iRBR DB T 1 133 2.7.3.1-1 KOV 2.7.6.14 THIZ < LT,

WERE DN
IAEZEI D A &7z 478 BINIRRRIROR 5% 1 RIDL EZ 0, mITT £EICE Ehiz, 2D
B 428 1] (89.5%) MikBRAZSET L. 41241 (86.2%) MNRBREDOE G- 25T Lz (3%27.3.2-19) ,
mITT 221D 5 6 3451 (tirzepatide 15 mg #f : 1 ffil, 77 BARHE : 2 4) 1TRABERD 7o DIRBRIEDF
B4tk L, EAS RU'FAS DWW FRIChEENRhoTz,

gllljll
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#* 2732-19 HEREONR (BEABIGEE) (GPGKHER)
n (%)
Patient Disposition TZP 5 mg TZP 10mg | TZP 15 mg Placebo Total
N=121 N=121 N=121 N=115 N=478
Completed Study 114 (94.2) 112 (92.6) 103 (85.1) 99 (86.1) 428 (89.5)
Completed Treatment 110 (90.9) 109 (90.1) 95 (78.5) 98 (85.2) 412 (86.2)
Discontinued from Study Drug 11 (9.1) 12 (9.9) 26 (21.5) 17 (14.8) 66 (13.8)
Discontinued from Study prior
to Primary Endpoint Visit 6 (5.0) 7(5.8) 15 (12.4) 12 (10.4) 40 (8.4)
Discontinued from Study at or
after Primary Endpoint Visit 108) 2 (L7) 3(25) 4(35) 10(21)

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

tirzepatide.
gD HIE
FERHIRE A (5 40 JFF) KO AT, KO TR A LARE OFER O kPR 2 3K 2.7.3.2-20
T,
& 273.2-20 HEBOPILER (EELEMGER) (GPGKEHER)
n (%)
Patient Disposition TZP5mg | TZP10mg | TZP 15mg Placebo Total
N=121 N=121 N=121 N=115 N=478
Completed Study 114 (94.2) 112 (92.6) 103 (85.1) 99 (86.1) 428 (89.5)
Discontinued from Study prior
to Primary Endpoint Visit 6 (5.0) 7 (5.8) 15 (12.4) 12 (10.4) 40 (8.4)
Adverse Event 1(0.8) 3(2.5) 1(0.8) 1(0.9) 6 (1.3)
Lost to Follow up 2 (1.7 1(0.8) 2 (1.7 4 (3.5) 9 (1.9)
Physician Decision 0 1(0.8) 0 217 3(0.6)
Protocol Deviation 1(0.8) 0 0 1(0.9) 2(0.4)
Withdrawal by Subject 2 (1.7 2(1.7) 12 (9.9) 4 (3.5) 20 (4.2)
Discontinued from Study at or
after Primary Endpoint Visit 108) 2(L7) 3(29) 43:9) 10@1)
Death 0 0 0 1(0.9) 1(0.2)
Lost to Follow up 1(0.8) 1(0.8) 1(0.8) 1(0.9) 4(0.8)
Withdrawal by Subject 0 1(0.8) 1(0.8) 217 4(0.8)
Other 0 0 1(0.8) 0 1(0.2)

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

tirzepatide.

IBBFE DL I

IRBRIE OG- IEPR 2 3% 2.7.3.2-21 1T,
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% 2.7.3.2-21 AREBREOHRSHILER (BA3HEH) (GPGK HER)

n (%)
Patient Disposition TZP 5 mg TZP 10mg | TZP 15 mg Placebo Total
N=121 N=121 N=121 N=115 N=478
Completed Treatment 110 (90.9) 109 (90.1) 95 (78.5) 98 (85.2) 412 (86.2)
Without rescue medication 108 (89.3) 105 (86.8) 92 (76.0) 70 (60.9) 375 (78.5)
With rescue medication 2(1.7) 4(3.3) 3(2.5) 28 (24.3) 37(7.7)
Discontinued from Study Drug 11 (9.1) 12 (9.9) 26 (21.5) 17 (14.8) 66 (13.8)
Adverse Event 4 (3.3) 6 (5.0) 8 (6.6) 2 (L.7) 20 (4.2
Death 0 0 0 1(0.9) 1(0.2)
Failure to Meet
Randomization Criteria 0 0 108) 0 1(02)
Lost to Follow up 3(2.5) 1(0.8) 2 (L.7) 4 (3.5 10(2.1)
Physician Decision 0 2(1.7) 3(2.5) 4 (3.5 9 (1.9
Protocol Deviation 1(0.8) 0 0 1(0.9) 2(0.4)
Withdrawal by Subject 2 (1.7 3(2.5) 11 (9.1) 5 (4.3) 21 (4.49)
Other 1(0.8) 0 1(0.8) 0 2(0.4)

Abbreviations: n = number of patients in the specified category; N = number of patients in population; TZP =
tirzepatide.

ANOEHFEREBERE N— R T 1 R B
N R FRY R L O — R T A R BRI SRR T L e (3R 2.7.3.2-22)

& 2.7.3.2-22 AOMEZMRHUERUVA—R 54 UERERE (BELEGER) (GPGKEER)

Parameter TZP 5-mg TZP 10-mg | TZP 15-mg Placebo Total

N 121 121 121 115 478
Sex, Male, n (%) 56 (46.3) 72 (59.5) 63 (52.1) 56 (48.7) 247 (51.7)
Age (years) 541+119 | 55.8+104 | 52.9+123 | 53.6+128 | 54.1+11.9
HbAlc (%) 7.97+0.84 7.90£0.78 7.85+1.02 8.05+0.80 7.94+0.87
FSG (mg/dL) 153.7+37.3 | 152.6+41.7 | 153.3+40.4 | 154.8+40.3 | 153.6 + 39.8
BMI (kg/m?2) 322+7.0 32.2+7.6 31.5+55 31.7+6.1 31.9+6.6
Weight (kg) 87.0+£21.2 86.2£19.5 85.4 £ 185 84.8+20.0 85.9+19.8
Duration of T2DM (years) 46+£5.1 49+£5.6 48+5.0 45+£59 47+£54
Pr(';or) Use of OAM, yes, n 55 (45.5) 53 (43.8) 56 (46.3) 55(47.8) | 219 (45.8)
SBP (mm Hg) 1282+ 157 | 127.8+12.7 | 126.8+13.8 | 127.8+14.2 | 127.6+14.1
DBP (mm Hg) 79.9+£9.0 78.7+8.2 79.2+8.8 79.7+£9.3 79.4+8.8

Abbreviations: BMI = body mass index; DBP = diastolic blood pressure; FSG = fasting serum glucose; HbAlc =
glycosylated hemoglobin Alc; n = number of patients in the specified category; N = number of patients in
population; OAM = oral antihyperglycemic medication; SBP = systolic blood pressure ;T2DM = type 2
diabetes mellitus; TZP = tirzepatide.

Note: unless otherwise noted, data presented are means + standard deviations.
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T340V T —FeANE—RBORBEHE L REOKR

HbAlc DRX—Z 7 A 0BG 40 lFFE TOENEKL OMEEDON—R T 1 )b G 40 K
T COELEOHETTIX, ZEEOFIEORER, tirzepatide 5mg, 10mg, KXW 15mg D77 &
REECKT T 2B R S (B42.7.3.2-10, GPGK BRIGER#FEH S & [ 5.3.5.1.3 H]
APP13 Stat methods Japan) .

Note: Numbers on arrow lines indicate fraction of type 1 error rate carried over to the next test.
H5.1 : tirzepatide 5 mg #% 5-13 7' 7 © R B 5\ kF U CHEBME 2 7R 5

H10.1 : tirzepatide 10 mg # 5-13 7" 7 R & 5 12xf L CTEBIMEZ /R 3

H15.1 : tirzepatide 15 mg # 5-13 7" 7 B R & 5 (2xf L CTEBIMEZ /R 3

H5.2 : tirzepatide 5 mg #% 5-13 7' 7 AR B 5k U CTHEBIME 2 7R 5

H10.2 : tirzepatide 10 mg # 5-13 7" 7 R & 5 12xf L CTEBIMEZ /R 3

H15.2 : tirzepatide 15 mg # 5-13 7" 7 R & 5 (2xf L CTEBIMEZ /R 3

273210 5 74HI - 770—FERANVEE—BOBRZABLE-BREDHER (mITT
£H. EAS) (GPGK iER)

HbAlc DFER

HbAlc DX—2AF A )b 40 HFFE TOMK N &I, tirzepatide 5mg, 10 mg, & T* 15 mg
BETT I B ARBEL I L CHGHARIIICAHBICRE oo (R 2732-23)

B 40 BRFIZ HDbALC 23 7.0%A0m, 6.5%LL T\ XIT 5.7% AR 7 o T RE 0BG, W
AL tirzepatide HE T H 77 B AR & ik L THEGHFRIICHEIZE o7 (3R 2.7.3.2-23)
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HER IR A 2k

3+ 2.7.3.2-23 HbALc DR—R S A4 Uh x5 40 BBETOELER Y HbAlc D BEEEZERK

L-#EREDES (mTTEHE. EAS) (GPGK iHER)
TZP 5 mg TZP10mg | TZP 15mg Placebo
N=121 N=121 N=120 N=113
HbAlc (%)
Efficacy Estimanda
Baseline > Week 40 7.97 > 6.08 | 7.88>6.06 | 7.88>5.88 | 8.08 > 7.99
Change from baseline at Week 40 -1.87%fT -1.89fff -2.0711t 0.04
Difference from placebo (95% Cl) -1.91%** -1.93%** 2.1 %% NA
(-2.18,-1.63) | (-2.21,-1.65) | (-2.39, -1.83)
Percentage of patients with HbAlc <7.0% at Week 40 (%)
Efficacy Estimandb 86.87## 91.5%## 87.9### 19.6
Percentage of patients with HbAlc <6.5% at Week 40 (%)
Efficacy Estimandb 81.8#H 81.4#H 86.2#H 9.8
Percentage of patients with HbAlc <5.7% at Week 40 (%)
Efficacy Estimandb 33.9### 30.5### 51.7### 0.9

Abbreviations: ANOVA = analysis of variance; Cl = confidence interval; HbAlc = glycosylated hemoglobin
Alc; MAR = missing at random; 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, excluding
patients who discontinued study drug due to inadvertent enrollment; NA = not applicable; TZP = tirzepatide.

a.  Shown are the least-squares means; MMRM analysis assuming MAR: ANOVA used at baseline.

b.  Logistic regression with imputation of missing data at the primary endpoint visit using MMRM analysis.

*** p-value <0.001 versus placebo subject to type 1 error rate control.

## Nominal p-value <0.001 versus placebo, not included in graphical testing procedure.

+++ p-value <0.001 versus baseline.

HbAlc DESL B DRERFHER

HbAlc D_—A T A b DK FEIL, WAoo tirzepatide BECTH 77 B REE L bl L TR G-

4 B LARE O~ T ORHMIR R CTHERH AR

Blokxho7- (K27.3.2-11) .

HbAlc DX—R T A b DK F&EIL, WILo tirzepatide T H 5 24 KRBTk

R0 #5540 HEF £ THERF Shu Tz,
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K 2.7.3.2-11 HbALCDR—RX S A4 UM LDEILEDERFHFE (mITT £H. EAS) (GPGK :RER)
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MBEE DRER
S Al M

ZEFHF M E DO R— 2T A b5 40 B E TOK TFEIT.

273

15 mg BE T 7 B ARREE Ll U THEGHFEMICERBIZKRE hoTe (£ 27.3.2-24)

SR AT Il WA D R LB DREFFHER

ZEERFIMAFIE DR —2 T A 9 b DIR T &I,

HER IR A 2k

tirzepatide 5mg, 10 mg, &

WD tirzepatide #ECH T BARREL LB L

THREG 4 LR O T X CTORMMEE S TREFFIIICHE BIZKRE o7 (K27.3.2-12)

ZEERFIMAFIE DR —2 T A 9 b DIR T &I,

THE 12 R IC BB Te R RIZR Y | &5 40 W £ THERF STz,

7 S EREE

WERE T, AR CREEZ, LTFO 7HRA > hTHE L7,

o HIRAT, BRAT. & RAT

o HIR, BR., YROBIMK 2 K%

o BLERD

WD tirzepatide #ECH T BARREL LR L

IfkE A CHEME XD MBEED 7R84 > b T 'R, LORE 28O 1 HFON—2R

FTA U HREE 40 @ E TOIK FEIL,
ICEBEIZRE o7 (3527.3.2-24) .

WD tirzepatide B T8 7T B AREE & Lol U CRERRE

MpEE CHEBOR—RA T A P bHEE 40K E TORTEIT, 78R, hF_TT, Wi
O tirzepatide #CTH 77 EARRE L Bk L CREHFRIICHRICK E 0 o7 (GPGK FUBRIAERIR 1T
38 [%5 5.3.5.1.3 78] Table GPGK.5.5) . %45 40 HIF o Ak H HEEIC K 2 MBFE O 2%,
WL D tirzepatide BETCTH Y7 ARBEL L C 1 HAEA®L CTEWHE CHERES

(¥ 2.7.3.2-13)

F:2.7.3.2-24 EEFRMBERV 7R, FOEECAEEICEA2OETOT 7/ ILOR—RS

A UHLERE5 40 ERFEFTOELEE (MTTEE. EAS) (GPGK HER)
TZP 5 mg TZP10mg | TZP 15mg Placebo
N=121 N=121 N=120 N=113
FSG (mg/dL)
Efficacy Estimanda
Baseline > Week 40 153.7 > 110.5|152.6 - 108.1|154.6 > 104.8|155.2 > 166.9
Change from baseline at Week 40 -43.61tt -45.911t -49.31tt 12.97f
Difference from placebo (95% Cl) -56.5### -58.8### -62.1### N/A
(-66.8, -46.1) | (-69.2, -48.4) | (-72.7, -51.5)
Daily Mean 7-Point SMBG (mg/mL)
Efficacy Estimanda
Overall daily mean
Baseline > Week 40 182.9 > 125.3|178.6 > 126.7|183.2 > 125.6|180.9 > 1734
Change from baseline at Week 40 -55. 7ttt -54. 311t -55.41tt -7.6t
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TZP 5 mg TZP10mg | TZP 15 mg Placebo
N=121 N=121 N=120 N=113
Difference from placebo (95% ClI) -48.1### -46.7#H# -47 8HH#H# N/A
(-56.5, -39.7) | (-55.1, -38.3) | (-56.4, -39.2)
Premeal daily mean
Baseline > Week 40 163.6 > 116.8(159.4 > 116.8(165.1 -> 118.4|161.2 > 156.8
Change from baseline at Week 40 -45.3F1T -45.3+Ff -43.611t 5.3
Difference from placebo (95% CI) -40.0%## -40.0### -38.4### N/A
(-47.1,-32.8) | (-47.2,-32.8) | (-45.7, -31.0)
2-Hour postmeal daily mean
Baseline > Week 40 200.7 > 132.6|195.6 > 136.7|198.7 > 132.9|198.7 -> 187.1
Change from baseline at Week 40 -65.371t -61.371t -65.071t -10.87t
Difference from placebo (95% CI) -54, 5### -50.5### 54, 2### N/A
(-64.6, -44.4) | (-60.6, -40.3) | (-64.6, -43.9)

Abbreviations: ANOVA = analysis of variance; Cl = confidence interval; MAR = missing at random; FSG =
fasting serum glucose; MMRM = mixed model repeated measures; mITT = modified intent-to-treat; N =
number of patients who were randomized and received at least 1 dose of study drug, excluding patients who
discontinued study drug due to inadvertent enrollment; SMBG = self-monitored blood glucose; TZP =

tirzepatide.

a. Note: Shown are the least-squares means. MMRM analysis assuming MAR; ANOVA used at baseline.
#*Nominal p-values <0.01, ##nominal p-values <0.001 versus placebo, not included in graphical testing

procedure.

Tp-value <0.05, ttp-value <0.01, Tftp-value <0.001 versus baseline.
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X 2.7.3.2-12 ZFEERBMBEEOR—IXSA4 UoNLNDELLEDREHTE (IMITTEH. EAS) (GPGK i#HE&)
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Abbreviations: mITT = modified intent-to-treat; MMRM = mixed model repeated measures; SMBG = self-monitored blood glucose; TZP =
tirzepatide.

Note: MMRM analysis.
Note: Shown are least-squares mean values + standard errors.
Note: st T/R LTV 5 140 mg/dL 1%, 759 OGTT Afifth 2 MR M CIEw T L HE S b EIR,

2.7.32-13 R—XASAVRUVEEAOFEBED 7R, > FIEESBIEE (MTTEH. EAS) (GPGK HER)
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HREORKRE

BEORX—=2 T A bk 40 B E TORUEIL, tirzepatide 5 mg, 10 mg, & O 15 mg #f
TT T HRREL R L TR EMICABICRE o T (£ 27.3.2-25)

B b 40 HRHCRE DS R—2 T A D 5%, 10%, &Y 15%Lh B L= #ieg oBI& 1L, W
T tirzepatide BT 77 B ARREE G U CHREFEZMIICABEICE -T2 (3£ 2.7.3.2-25)

% 273225 HKEOA—RASA U oE5 0 BBETCOTLERVARERLVOBEELZER
L-#EEDEES (mTTEH. EAS) (GPGK iER)

TZP5mg | TZP10mg | TZP 15 mg Placebo
N=121 N=121 N=120 N=113
Body Weight (kg)
Efficacy Estimanda
Baseline > Week 40 87.0>79.2 | 85.7> 784 | 85.9> 76.7 | 84.4> 855
Change from baseline at Week 40 -7.0171 -7.81tt -9.51ff -0.7
Difference from placebo (95% CI) -6.3%** -7 1% -8.8*** NA
(-7.8,-4.7) (-8.6,-5.5) | (-10.3,-7.2)
Percentage of patients with Weight Loss >5% at Week 40 (%)
Efficacy Estimandb 66.94## T7.Q7### 76.7 2 14.29
Percentage of patients with Weight Loss >10% at Week 40 (%)
Efficacy Estimandb 30.58## 39.83### 47 4144 0.89

Percentage of patients with Weight Loss >15% at Week 40 (%)
Efficacy Estimandb 13.22¢ | 16.95# 26.72%# 0.00

Abbreviations: ANOVA = analysis of variance; Cl = confidence interval; MAR = missing at random; MMRM =
mixed model repeated measures; N = number of patients who were randomized and received at least 1 dose
of study drug, excluding patients who discontinued study drug due to inadvertent enrollment; NA = not
applicable; TZP = tirzepatide.

a.  Shown are the least-squares means; MMRM analysis assuming MAR; ANOVA used at baseline.

b.  Logistic regression with imputation of missing data at the primary endpoint visit using MMRM analysis.

*** p-value <0.001 versus placebo subject to type 1 error rate control.

# Nominal p-value <0.05, # nominal p-value <0.01, ## nominal p-value <0.001 versus placebo, not included in
graphical testing procedure.

+11 p-value <0.001 versus baseline.

HEEDESLE DIEIFHR

REDOR—=AT A PO EIX, WTo tirzepatide FETH 77 AR L g L TH Y 4

HRELLRE D F T ORI CHEEHEIICHEBICRE o7 (X2.7.3.2-14)

(RE TG 40 B £ THikle L T LTz, REON—ZAF A Vb ORDEIT, &5 12 8k
F T tirzepatide FEM CHILL L T2y, ZREIBEToHIE L7z, 5 40 HRFOEREDX—2F 1
NH DRI, tirzepatide D HENEWIZEREN-T-,
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X 2.7.3.2-14 HREOR—X S UM LDEILEORREHTFE (MITT £H. EAS) (GPGK :ER)
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JEENRT A—F DFEFR

273

HER IR A 2k

RHEAEN, v A7 —)b LDL 2 VA7 e2—)b KON VLDL 22V X7 2 —)L|d,
tirzepatide 5mg. 10mg, K 15mg BET_—RZ T 1 o L Hille U TG 40 AR ZAICHE E
IZIKFL, HDL 22 L AT 0 — L EI_"— R T A L el U TR G 40 BERCHHF2RICHEEIC ER

L7z,

HPERRRG, oL 27— EOVVLDL 2 L AT B —/LDOR—RA T A inb#hE 40 HRFE
TOMTRIL, WTho tirzepatide # T 7 7 B AREE & il U CHFHFAIICHEREICRE o T,
F7o, HDL 2 L AT B — /L DOX—2 T A Unbigh 40 K £ TO EFEZ, WL tirzepatide
HETHLT T BARBEL L CTREMPRICABICRE o7, LDL 2 L AT B—)LDRX—ZF A
MO S 40 £ TOMK T RIL, tirzepatide 15 mg BT 7 BAREE L il L TR A B

R&Epote (F2732-26) .

K 27132-26FBENTGA—FDR—XAFA b5 40 BBEFEFTOEILE (MTT £H. EAS)

(GPGK iER)
Parameters TZP 5 mg TZP10mg | TZP 15 mg Placebo
(N=121) (N=121) (N=120) (N=113)

Triglycerides
Baseline > Week 40 (mg/dL) 15123?; 1123989 14351 : 1‘?253 :
Change from baseline at 40 weeks (mg/dL) -28.0 -27.6 -31.8 7.1
Percent change from baseline at 40 weeks (%) -18.57ff -18.27+f -21.07ft 4.7
Placebo-adjusted percent change at 40 weeks 2225 2195 -24.65%
(%) (95% Cl) (-30.5, - (-30.3, - (-32.8, - N/A

12.8) 12.4) 15.3)

Total cholesterol
Baseline > Week 40 (mg/dL) 12171229 1?%;' : 1?251; 1717795 ?
Change from baseline at 40 weeks (mg/dL) -9.9 -11.5 -15.2 -1.4
Percent change from baseline at 40 weeks (%) -5.57tF -6.3111 -8.47tF -0.8
Placebo-adjusted percent change at 40 weeks -4.8# -5.6%# -7.7##H N/A
(%) (95% ClI) (-9.0, -0.3) (-9.9,-1.2) | (-11.9,-3.3)

HDL-C
Baseline > Week 40 (mg/dL) 427>451 | 434> 444 | 425> 46.2 | 43.0> 414
Change from baseline at 40 weeks (mg/dL) 2.1 14 3.2 -1.6
Percent change from baseline at 40 weeks (%) 481t 3.2f 7.571t -3.8t
Placebo-adjusted percent change at 40 weeks 9.0### 7.3# 11.7## N/A
(%) (95% CI) (4.2,14.0) (2.6,12.2) (6.8, 16.9)

LDL-C

. 101.3 > 1014 > 1049 >

Baseline > Week 40 (mg/dL) 94.7 938 88.9 97.4 > 99.8
Change from baseline at 40 weeks (mg/dL) -6.7 -1.7 -12.6 -1.7
Percent change from baseline at 40 weeks (%) -6.711 -7.671 -12.471t -1.6
Placebo-adjusted percent change at 40 weeks -5.1 -6.0 -11.017 N/A
(%) (95% CI) (-11.9,2.2) (-12.8,1.3) | (-17.5,-4.0)

VLDL-C
Baseline > Week 40 (mg/dL) 305>245 | 296 > 247 | 29.4>24.1 | 303> 313
Change from baseline at 40 weeks (mg/dL) -5.5 -5.2 -5.9 13
Percent change from baseline at 40 weeks (%) -18.311t -17 511t -19.8ttt 4.3
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tirzepatide
Parameters TZP5mg | TZP10mg | TZP 15 mg Placebo
(N=121) (N=121) (N=120) (N=113)
1 7HH# 0.9 3. 1##
Placebo-adjusted percent change at 40 weeks 217 20.9 23.1
(%) (95% Cl) (-30.0, - (-29.3, - (-31.4, - N/A
12.4) 11.5) 13.7)

Abbreviations: Cl = confidence interval; HDL-C = high-density lipoprotein cholesterol; LDL-C = low-density
lipoprotein cholesterol; 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, excluding patients who
discontinued study drug due to inadvertent enrollment; N/A = not applicable; TZP = tirzepatide; VLDL-C =
very-low-density lipoprotein cholesterol.

Note: MMRM analysis on log-transformed data then converted back to original scale.

Note: Shown are the estimated means.

#Nominal p-value <0.05, #nominal p-value <0.01, ##nominal p-value <0.001 versus placebo, not included in
graphical testing procedure.

T p-value <0.05, T p-value <0.01, 1t p-value <0.001 versus baseline.

2.7.3.2.4 GPGI &
GPGI RBRDORERT Y 1 135 2.7.3.1-1 KOS 2.7.6.18 HIT R LT,

BBRE ODNEIR

IEEAEN M Svis 475 BIDNRBREOR G %2 1 Bl B, mITT £HICEENn-, D)
B 451 %1 (94.9%) 2NiRBRAZSE T L, 424 5] (89.3%) MiIBBRIROF G &5 T Lz (#2.7.3.2-27) ,
mITT 21D 5 & 445 (tirzepatide 10 mg #£ : 1, tirzepatide 15 mg #f : 251, 77 &AEE : 1)
TR DT ORI DO FE 52 1L L EAS KO FAS DWTHIZ b EENR o7z,

£ 2.7.3.2-27 HEEREDONA

R GEEREINER

(GPGI & E&)

n (%)
Patient Disposition TZP5mg | TZP10mg | TZP 15mg Placebo Total

N=116 N=119 N=120 N=120 N=475
Completed Study 109 (94.0) 115 (96.6) 110 (91.7) 117 (97.5) 451 (94.9)
Completed Treatment 105 (90.5) 105 (88.2) 98 (81.7) 116 (96.7) 424 (89.3)
Discontinued from Study Drug 11 (9.5) 14 (11.8) 22 (18.3) 4(3.3) 51 (10.7)
Discontinued from Study prior
to Primary Endpoint Visit 7 (6.0) 4 (3.4) 10 (8.3) 2(1L.7) 23 (4.8)
Discontinued from Study at or
after Primary Endpoint Visit 0 0 0 108) 1(02)

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

tirzepatide.

AGDHIE

LEAE (5 40 M) k0 AT. O RRAIR ALK OB o 1 Bk % 2 2.7.3.2-28

2T,

57




LY3298176 (2 UKk RI%)
tirzepatide

273

HER IR A 2k

% 2.73.2-28 HEBROPIUER (EEAZGER) (GPGIHER)
n (%)
Patient Disposition TZP 5 mg TZP 10mg | TZP 15 mg Placebo Total
N=116 N=119 N=120 N=120 N=475
Completed Study 109 (94.0) 115 (96.6) 110 (91.7) 117 (97.5) 451 (94.9)
Discontinued from Study prior
to Primary Endpoint Visit 7 (6.0) 4(3.4) 10 (8.3) 2(1.7) 23 (4.8)
Adverse Event 3(2.6) 0 2(1.7) 0 5(1.1)
Lost to Follow up 0 0 1(0.8) 0 1(0.2)
Other 0 0 0 0 0
Physician Decision 0 0 0 0 0
Protocol Deviation 0 1(0.8) 2(1.7) 1(0.8) 4(0.8)
Withdrawal by Subject 4 (3.4) 3(2.5) 5(4.2) 1(0.8) 13 (2.7)
Discontinued from Study at or
after Primary Endpoint Visit 0 0 0 1(08) 10.2)
Adverse Event 0 0 0 0 0
Lost to Follow up 0 0 0 0 0
Other 0 0 0 0 0
Physician Decision 0 0 0 0 0
Protocol Deviation 0 0 0 0 0
Withdrawal by Subject 0 0 0 1(0.8) 1(0.2)

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

tirzepatide.
B DR G IE
BB OG- IR 23 2.7.3.2-29 2”7,
& 273229 ABREOCESPIEER (BEABMEH) (GPGIEAR)
n (%)
Patient Disposition TZP5mg | TZP10mg | TZP 15mg Placebo Total
N=116 N=119 N=120 N=120 N=475
Completed Treatment 105 (90.5) 105 (88.2) 98 (81.7) 116 (96.7) 424 (89.3)
Without rescue medication 105 (90.5) 105 (88.2) 97 (80.8) 111 (92.5) 418 (88.8)
With rescue medication 0 0 1(0.8) 5(4.2) 6(1.3)
Discontinued from Study Drug 11 (9.5) 14 (11.8) 22 (18.3) 4(3.3) 51 (10.7)
Adverse Event 7 (6.0) 10 (8.4) 13 (10.8) 3(2.5) 33(6.9)
Lost to Follow up 0 0 1(0.8) 0 1(0.2)
Other 0 0 1(0.8) 0 1(0.2)
Physician Decision 0 0 0 0 0
Protocol Deviation 0 1(0.8) 2 (1.7 1(0.8) 4(0.8)
Withdrawal by Subject 4 (3.4 3(25) 5(4.2) 0 12 (2.5)

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

tirzepatide.
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AN OB ERR R N— R T 1 RS
N ARERHFRRRIE L N — 2 T A B BRE IR G R T L T (322.7.3.2-30) &

273

HER IR A 2k

& 2.7.3.2-30 AOMEFHRFERVRN—R 54 VRERE (BEASTER) (GPGIEHER)
Parameter TZP 5-mg TZP 10-mg | TZP 15-mg Placebo Total
N 116 119 120 120 475
Sex, Male, n (%) 61 (52.6) 72 (60.5) 65 (54.2) 66 (55.0) 264 (55.6)
Age (years) 61.5+9.8 60.4 +10.2 60.5+9.9 60.0 £ 9.6 60.6 £ 9.9
HbAlc (%) 8.30 + 0.88 8.36 + 0.83 8.23+0.86 8.37+£0.84 8.31+0.85
FSG (mg/dL) 162.9£53.9 | 162.3+52.0 | 160.3+54.2 | 164.1+45.0 | 1624 +51.3
BMI (kg/m2) 33.6+5.9 334+6.2 33459 33.2+6.3 334+6.1
Weight (kg) 95.8 +19.8 945+ 22.2 96.3 + 22.8 94.1+21.8 95.2+21.6
Duration of T2DM (years) 141+£8.1 12.6+£6.2 13.7£75 12974 13.3£7.3
Dose of insulin glargine (U) 39.1+£254 34.7+154 40.5+29.1 36.3+£18.0 37.6£22.7
Dose of insulin glargine 041+027 | 038+017 | 043+028 | 039+0.16 | 0.40+0.23
(U/kg/day)
Metformin use, n (%) 99 (85.3) 99 (83.2) 97 (80.8) 99 (82.5) 394 (82.9)
Metformin Dose (mg/day) 2018.2 £ 2276.8 £ 20459 £ 20505 £ 2047.8 £
396.8 416.4 391.8 411.2 403.2
SBP (mm Hg) 136.9+16.2 | 138.1+153 | 136.8+16.4 | 139.8+14.8 | 137.9+15.7
DBP (mm Hg) 79.2+115 | 80.8+104 | 80.1+10.8 | 826+10.2 | 80.7+108

Abbreviations: BMI = body mass index; DBP = diastolic blood pressure; FSG = fasting serum glucose; HbAlc =
glycosylated hemoglobin Alc; N = number of patients in population; n = number of patients in the specified
category; SBP = systolic blood pressure; T2DM = type 2 diabetes mellitus; TZP = tirzepatide.

Note: unless otherwise noted, data presented are means + standard deviations.

TI3T 4N T —FeRANWEE—REOEREFAELI-REDKSR
HbAlc DX—R2 7 A BG40 lFFE TOENEK OMEREDON—R T A4 b5 40 FH I
F TOEBLEOMNTTIX, ZEMEORIEOREF, tirzepatide 5mg, 10mg, XN 15mgHED 7 7 &

AR RT A EEMEN RSN (K 2.7.3.2-15, GPGI

13 Stat methods Japan) .
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273

Note: Numbers on arrow lines indicate fraction of type 1 error rate carried over to the next test.
H5.1 : tirzepatide 5 mg ¢ 5-13 7" 7 B R 5 lox U CHERIMEZ R~ 5

H10.1 : tirzepatide 10 mg #5137 7 B A& G2 % U CEEME A <
H15.1 : tirzepatide 15 mg % 513 7" 7 B A& 512 %F U CTEEME A 7~
H5.2 : tirzepatide 5 mg ¢ 5-13 7" 7 © R 5 loxt U CHERIMEZ R~ 5

H10.2 : tirzepatide 10 mg #5137 7 B A& G2 U CTEBPE A 7~
H15.2 : tirzepatide 15 mg % 513 7" 7 B AR & 512 U CTEEME A 7~

273215 45 74Ah) -7 7O—FERAVEE—RDBERET

HbAlc DfEHE

&£H. EAS)

(GPGI 5E&)

g
IE

HER IR A 2k

LIEREDHER (mITT

HbAlc D_—ZF A b E 40 £ TOX T &EIL, tirzepatide 5 mg, 10 mg, K% 15mg

FECTT T BARHE & Bl U TR FEAIIC

Bl RkEx)hoT- (F2732-31) .

BG40 FIZ HbALc 28 7.0% A0, 6.5%LL T, XL 5.7%AKM 2 72 » 72 #BRE OEI &1, W
LD tirzepatide BT 7T & AREE L Hilk L THEFHFZMIC

BlZEmhoT- (F£273.2-31) .

% 2.7.3.2-31 HbAILCDR—R S A UHh b5 40 EBETHOELERY HbAlc D BEEZERK

L=#EEDINE (mTTERH. EAS)

(GPGI 5E&)

TZP5mg | TZP10mg | TZP 15 mg Placebo
(N=116) (N=118) (N=118) (N=119)
HbALc (%)
Efficacy Estimanda
Baseline > Week 40 829 >6.09 | 834>573 | 822>574 | 839> 7.39
Change from baseline at Week 40 -2.23ftt -2.591tt -2.5971t -0.937tt
Difference from placebo (95% CI) -1.30*** -1.66*** -1.65*** N/A
(-1.52, -1.07) | (-1.88,-1.43) | (-1.88, -1.43)
Percentage of patients with HbAlc <7.0% at Week 40 (%)
Efficacy Estimandb | 930m# | oramm | gsom 33.9
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TZP5mg | TZP10mg | TZP 15 mg Placebo
(N=116) (N=118) (N=118) (N=119)
Percentage of patients with HbAlc <6.5% at Week 40 (%)
Efficacy Estimandb 80.0## 94 7### 92.3### 17.0
Percentage of patients with HbAlc <5.7% at Week 40 (%)
Efficacy Estimandb | 26amm | 4780 62.4%4 25

Abbreviations: ANOVA = analysis of variance; Cl = confidence interval; HbAlc = glycosylated hemoglobin
Alc; MAR = missing at random; 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, excluding
patients who discontinued study drug due to inadvertent enrollment; N/A = not applicable; TZP = tirzepatide.

a. Shown are the least -squares means; MMRM analysis assuming MAR; ANOVA used at baseline.

b. Logistic regression with imputation of missing data at the primary endpoint visit using MMRM analysis.

*** p-value <0.001 versus placebo subject to type 1 error rate control.

## Nominal p-value <0.001 versus placebo, not included in graphical testing procedure.

+++ p-value <0.001 versus baseline.

HbAlc DE/LEDREIFHER

HbAlc I£, WL D tirzepatide # CTH T X TOFMFFRATRXR—XA T4 U6 TFLE

(X 2.7.3.2-16) , RBAFEMFFEFICREITIES &, KEWBEND 4 BEITA 2V 7T 1%
YOREFHEENRAI CThololod, 5 4 ERFEL VRN 7R TERD & D NTRN T &
DYHlsnT, UL, &5 8 EIELIED TR TOFMKE AT, HbALc DX—RA T A L inh DK
TEIX, WIo tirzepatide BT H 77 B ARRE & B L CREFRMICAEZIZCRE o T2,

HbAlc DX—R T A Vb DI F&EIL, WILo tirzepatide £ T H 5 24 KRBTk
RIZ72 Y | #4540 K F CHERF S vz,
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X 2.7.3.2-16 HbALCDR—R S A4 UM LDEILEDEREHFE (mITT £H. EAS) (GPGIEER)

62



LY3298176 (2 HUE R %) 2.7.3  ERRMIA R ME
tirzepatide

M¥EEDORER
ZERE A I MEE

ZERERFIMPEEDRN—R T A )b E 40 HEFE TOMK T &IX, tirzepatide 5 mg, 10 mg, & O
15 mg #ECTT 7B ARRE L Il U CREFHFIICH BICRE oo (R 2.7.3.2-32)

AEBHIRIT, A R o I AF oo MEIR, ZEMERFIUFEEAS 100 mg/dL Az 72 2 X 9123
LT, BG40 BRI ZZREREMBEAE 100 mg/dL A 2 AL L 72 RS OFIGIZLL T O L0 T
HY . WTRO tirzepatide #ETH 77 BAREE L L CREFEMICHEREICE > T- (GPGI #5R
IRBRRFE S [45 5.3.5.1.7 18] Table GPGI.8.50) .

e  Tirzepatide 5 mg #f : 54.8%

e  Tirzepatide 10 mg #¥ : 61.1%

e  Tirzepatide 15 mg #¥ : 64.1%

o  FIRARRE: 29.1%

ZERGHF I e D FE AL B DFFIFHERS

ZERERFIMAEE DO R— R T A B O FEIX, WINo tirzepatide RETH 77 BARREL Hlk L
THE 2 HRFLIE O TR COFHERE R TREFFIIICAE BICKRE o7 (K12.7.3.2-17)

AR S C O ZEJERFMAEE DX — R T A b O N EIX, tirzepatide FEH] THALLL Tz,
77 B ARECOZEMERFMAEEIX, &5 4 HKFE TITFHETH 72031 AU HEREHEThH
LG 405 40 BRHIDNT TR T Lz, BT A VRO v R » T I AX O &d s
EE ML, ZERERF MR O T I EICE S 24 BRELIATICRD Hiviz, B4 24 25 40 JERE

(A RV AHERFHIF) Tid, ZZER M EDOR—2 T A Vb DB LRI/ S o Tz,

7R PR CHEE

WA T, MEEE CEE, LTFD 7R A > THEHE LTz,

o HIRFI, BARA &R

o HIfE, BR. YREOBMK 2 K&

o ERER

MFE B CREEIC X2 MHED 7 R4 > 3T, Bl KOE% 2KHEO 1 HEEOR—2
TA DR A0 BERFE TOR T EIL, W0 tirzepatide #ETH 77 B ARRE & bl U CTHEEHF
BICHBICRE ot (27.3.2-32)

A E CREEOR—R T A b A0EIFE TORFRIL, 7HA 2 FFRTT, Wih
D tirzepatide B TH 77 B ARRE & i L THEGHFRIICA EIZRE o7 (GPGI slBRIGHERIAFE 7
A [45 5.35.1.7 1] Table GPGL5.5) . #4540 EKFO MPE H CHIEMIC L 5 MBEE O FH41%
WAL D tirzepatide BETCH T B AR L LT 1 HA@ L TIRWHE THEFF S Lz
(X1 2.7.3.2-18)
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HER IR A 2k

£ 2.7.3.2-32 ZEEFRMBEERV 7R, 2 FOEECAEEICEANETOT 7/ ILOR—RS
Ao EE5 A0BEBEFEFTOEILE (IMTT EH. EAS)

(GPGI 5E8%)

TZP 5 mg TZP10mg | TZP 15 mg Placebo
(N=116) (N=118) (N=118) (N=119)
FSG (mg/dL)
Efficacy Estimanda
Baseline > Week 40 162.2 > 101.5| 162.9 > 94.9 | 160.4 > 95.1 |164.4 > 123.9
Change from baseline at Week 40 -61.477T -67.977t -67.771t -38.97+
Difference from placebo (95% CI) -22 5% -29.0### -28.8### N/A
(-29.5, -15.4) | (-36.0, -22.0) | (-35.9, -21.6)
Daily Average 7-Point SMBG Daily Mean (mg/mL)
Efficacy Estimanda
Overall daily mean
Baseline > Week 40 186.6 > 118.0{188.7 > 113.4|183.0 > 111.4|182.0 > 145.7
Change from baseline at Week 40 -67.1FfT S71.7T -73.711t -39.4+FT
Difference from placebo (95% ClI) =27 . T#H## -32.3### -34 3t N/A
(-33.5, -22.0) | (-38.1, -26.6) | (-40.1, -28.5)
Premeal daily mean
Baseline > Week 40 162.2 > 106.3|167.0 > 103.2|161.0 > 104.1|158.4 > 125.3
Change from baseline at Week 40 -55.871t -58.97tf -58.171t -36.871t
Difference from placebo (95% CI) -19.0### -22.1##H# -21.2### N/A
(-24.0, -14.0) | (-27.2,-17.1) | (-26.3,-16.1)
2-Hour postmeal daily mean
Baseline > Week 40 209.2 > 129.6|207.4 - 123.9|203.3 - 118.8|204.9 > 165.7
Change from baseline at Week 40 -76. 7ttt -82.3711 -87.411t -40.511t
Difference from placebo (95% CI) -36.2### -41.8##H# -46.9%## N/A
(-43.6, -28.7) | (-49.2, -34.4) | (-54.4, -39.5)

Abbreviations: ANOVA = analysis of variance; Cl = confidence interval; FSG = fasting serum glucose; MAR =
missing at random; 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, excluding patients who
discontinued study drug due to inadvertent enroliment; N/A = not applicable; SMBG = self-monitored blood

glucose; TZP = tirzepatide.

Note: Shown are the least-squares means.

a. MMRM analysis assuming MAR; ANOVA used at baseline.
## Nominal p-value <0.001 versus placebo, not included in graphical testing procedure.

+++ p-value <0.001 versus baseline.
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Abbreviations: ANCOVA = analysis of covariance; mITT = modified intent-to-treat; SMBG = self-monitored blood glucose; TZP = tirzepatide.
Note: ANCOVA analysis.

Note: Shown are least-squares mean values + standard errors.
Note: JSHR TR LTV 5 140 mg/dL X, 759 OGTT A fifth 2 REMMBEE CIEF A & e & BIR,

2.73.2-18 R—RASAVRUEE 408D 7R, > FIEESAIEME (mITTEME. EAS) (GPGI iHER)
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REDOR R

KEORX—ZAT A UnbE 40 BRFE TORD EIT
T 7 BARREE il LTI

LI L7z (3 2.7.3.2-33) ,
#5408

2.7.3 FRIRHOA RN

. tirzepatide 5mg. 10 mg,
BICRED -T2, 7T HRETIE, KEITN—ZXTA Vi

BRFICARENR—R T A 255 5%, 10%, KON 15%LL B Uiz kB oFl&
T tirzepatide FETH 7T B ARRE & Hulk L CTRERHFAAIC

KON 15 mg B

X,

BlzmhoTz (3£273.2-33) ,

% 273233 HREOA—RSA U LES50BBETCOTLERVARERLVOBEELZER

LE=#EEDINE (mITTE£H. EAS)

(GPGI &E&)

TZP5mg | TZP10mg | TZP 15 mg Placebo
(N=116) (N=118) (N=118) (N=119)
Body Weight (kg)
Efficacy Estimanda
Baseline > Week 40 955> 89.6 | 954> 875 | 96.2>84.8 | 941> 974
Change from baseline at Week 40 -6.271F -8.211f -10.971t 1.77t
Difference from placebo (95% CI) -7.8%** -9.9%** -12.6%** N/A
(-94,-6.3) | (-115,-8.3) | (-14.2,-11.0
Percentage of patients with Weight Loss >5% at Week 40 (%)
Efficacy Estimandb 53.9### 64.6%H 84.6#H# 5.9
Percentage of patients with Weight Loss >10% at Week 40 (%)
Efficacy Estimandb 22 .61 46.9%## 51.3#H# 0.9
Percentage of patients with Weight Loss >15% at Week 40 (%)
Efficacy Estimandb 7.0# ‘ 26.6## 31.6### 0.0

Abbreviations: ANOVA = analysis of variance; Cl = confidence interval; MAR = missing at random; 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, excluding patients who discontinued study drug due to
inadvertent enrollment; N/A = not applicable; TZP = tirzepatide.

a.  Shown are the least-squares means; MMRM analysis assuming MAR; ANOVA used at baseline.

b.  Logistic regression with imputation of missing data at the primary endpoint visit using MMRM analysis.

*** p-value <0.001 versus placebo subject to type 1 error rate control.

# Nominal p-value <0.05, # nominal p-value <0.01, ## nominal p-value <0.001 versus placebo, not included in

graphical testing procedure.

Tt p-value <0.01, 71t p-value <0.001 versus baseline.

KB DE(LE DEEIFHEER

KEDA—2 74 v b OB R
IHFLAE O T OFFAIE L CHEH 1A
RCE:

A 2y DAL EDORERFHER Hh
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H#i "C#L‘f}h L({m/}\ L/f:_o

. WO tirzepatide BETH 7 AR L ik L THR G 4
IR&E Motz (K2732-19) .
X, tirzepatide 10 mg & T 15 mg BED #hfRIE, &5 163
FEIZ tirzepatide 5 mg FEM B3I L7, F 7=, tirzepatide 15 mg #EDHI#RIX, # 5 20 )
tirzepatide 10 mg #¥:2> 5 3 U7z, IREE XS 4038
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Abbreviations: ANOVA = analysis of variance; HbAle= hemoglobin Alc; LSMean = least squares mean; MMRM = mixed model repeated measures; TZP = tirzepatide.

Note 1: MMRM model for post-baseline measures: Change in Weight = Baseline Weight + Poocled Country + Baseline HbAlc Group (<= 8.0%, >8.0%) + Baseline Metformin Use (Yes,
No) + Treatment + Visit + Treatment*Visit (Type III sum of squares). Variance-Covariance structure = Unstructured.
Note 2: * - P-value for TZP wversus Placeboc comparison less than 0.05.

2.7.3.2-19 KREOR—RSA UM LDELLEOREHT (MITTEH. EAS) (GPGIERER)
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JEENRT A—F DFEFR
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HER IR A 2k

RHEAEN, v A7 —)b LDL 2 VA7 e2—)b KON VLDL 22V X7 2 —)L|d,
tirzepatide 5mg. 10 mg, KX 15mg BET_— R T 1 o L Eillg U TG 40 AR Z2ICE E
WK F L7z HDL 2L AT B — UL, _"—R T A LWL TRE 40 BICHFZNICHEERE

BITEE O B o Tz,

FERERG, L A7 m—L LDL 2L A7 e—/L, KON VLDL 2 L AT B—/LDRX—R 7
A B G A0 E TOMK FRIZ, WO tirzepatide BETH 77 B ARRE L Hillt L CHERHFRY
ICHBICREDN-72, HDL 2 L AT 0 —/LD_R—Z T A inbFE 40 B £ TOZERIT, W
T O tirzepatide #HETH 7 T v ARBEL OB ICHHAFMICHAEREZTRO LN Lo T

(#£27.3.2-34) ,

K2T132BENTA—FDR—IAFA b5 40 BBEFEFTOEILE (MTT £H. EAS)
(GPGI 5E8%)

Parameter TZP 5 mg TZP 10 mg TZP 15 mg Placebo
(N=116) (N=118) (N=118) (N=119)
Triglycerides
Baseline > Week 40 (mg/dL) 1535 > 1223 | 144.0> 1164 | 138.3 > 108.3 | 141.4 > 1345
Change from baseline at 40 weeks
(mg/dL) -22.0 -27.9 -35.9 -9.8
Percent change from baseline at 40 15 0%t 19,3t 24 9t 6.8
weeks (%)
Placebo-adjusted percent change
-9.07# -13.48## -19.43###
from placebo at 40 weeks (%) N/A
(95% CI) (-17.23,-0.12) | (-21.23,-4.97) | (-26.80,-11.33)
Total cholesterol
Baseline > Week 40 (mg/dL) 167.1 > 151.6 | 166.3 > 149.1 | 163.4 > 1447 | 167.7 > 165.6
Change from baseline at 40 weeks
(mg/dL) -14.6 -17.1 -21.5 -0.6
Percent change from baseline at 40 8.8ttt 10,3t 12 9t 04
weeks (%)
Placebo-adjusted percent change
-8.43### -9.93### -12.61###
from placebo at 40 weeks (%) N/A
(95% CI) (-12.28,-4.42) | (-13.71,-5.98) | (-16.36,-8.70)
HDL-C
Baseline > Week 40 (mg/dL) 441 > 458 452 > 45.7 455> 453 44.8 > 456
Change from baseline at 40 weeks
(mg/dL) 0.9 0.8 0.4 0.8
Percent change from baseline at 40 51 18 0.9 17
weeks (%)
Placebo-adjusted percent change
0.37 0.09 -0.80
from placebo at 40 weeks (%) i i i N/A
(95% Cl) (-3.63, 4.54) (-3.90, 4.24) (-4.83, 3.41)
LDL-C
Baseline > Week 40 (mg/dL) 83.6 > 77.6 85.7 > 74.3 83.9 > 72.0 87.5 > 87.6
Change from baseline at 40 weeks 76 -10.9 13.2 24
(mg/dL)
Percent change from baseline at 40 8.0ttt 128ttt 155t 28
weeks (%)
Placebo-adjusted percent change -11.44## -15.23### -17.83### N/A
from placebo at 40 weeks (%) (-17.63, -4.79) (-21.15, -8.87) | (-23.70, -11.50)
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Parameter TZP 5 mg TZP 10 mg TZP 15 mg Placebo
(N=116) (N=118) (N=118) (N=119)

(95% CI)

VLDL-C
Baseline > Week 40 (mg/dL) 305> 24.2 28.6 > 23.2 272> 216 27.7 > 26.9
Change from baseline at 40 weeks 43 53 6.9 16
(mg/dL)
Percent change from baseline at 40 s .
weeks (%) -15.1%+1 -18.7+t1 =24 1711 -5.5
Placebo-adjusted percent change i 4 i 44 i st
from placebo at 40 weeks (%) 10.15 13.96 19.70 N/A

(-18.11,-1.42) | (-21.56,-5.62) | (-26.96, -11.72)

(95% Cl)

Abbreviations: CI = confidence interval; HDL-C = high-density lipoprotein cholesterol; LDL-C = low-density
lipoprotein cholesterol; 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, excluding patients who
discontinued study drug due to inadvertent enrollment; N/A = not applicable; TZP = tirzepatide; VLDL-C =
very-low-density lipoproteins cholesterol.

Note: ANOVA analysis on log-transformed data then converted back to original scale.

Note: Data shown are estimated means.

# Nominal p-value <0.05, # nominal p-value <0.01, ## nominal p-value <0.001 versus placebo, not included in
graphical testing procedure.

 p-value <0.05, 1T p-value <0.001 versus baseline.

AVAY Y TINROERE

IEVEZ 2B A SN IR A MY T 2720, T4 AV ZJIAFrOfE
IZ Treat-to-Target 7 /L2 U X L& HWCHHFEE L7- (Riddle etal. 2003) , A1 > AU > I NAF D
ML, ZEMERFMAEE Y 100 mo/dL A 1272 5 & 9 (ZFiEE LT,

AVAY Y TINXLDR—RAT A O 1 HEHFEHEIL, 4 tirzepatide B & N7 7 B REET
LU Tz ($£2.7.3.2-35)

AR TINXD L AEEEHED =2 T A b #E 40 B £ TOHMFIL, W
T tirzepatide #ETH 77 AR L iR U CREHFRIICAEIZ/NE D2 o7z (£2732-35) . £
7-. tirzepatide 15 mg #£ Clx. #&5 40D A AV > FFZUX 0 1 HIEHFEREIZN—R T
A MBI LT,

£273235 AVRYUTISLXUD1IBEHFERAEDAR—RS M4 UMHIRE 40 BEETO
FiLE (MITTEHE. EAS) (GPGIER)

TZP 5 mg TZP 10 mg TZP 15 mg Placebo
Parameter (N=116) (N=118) (N=118) (N=119)
IU/day
Baseline > Week 40 343> 37.6 32.0 > 35.7 35.0-> 294 32.9> 58.8
Change from baseline at 40 weeks 4.4 2.7 -3.8 25.1
Percent change from baseline at 40 13.0 8.1 114 75 Ot
weeks (%)
Placebo-adjusted percent change at -35.4### -38.2### -49 3### N/A
40 weeks (%) (95% CI) (-46.0, -22.8) (-48.3, -26.1) (-57.7,-39.4)
1U/kg/day
Baseline > Week 40 0.37 > 0.43 0.35 > 0.43 0.37 > 0.36 0.36 = 0.62
Change from baseline at 40 weeks 0.08 0.07 0 0.26
Percent change from baseline at 40 20.97t 19.07+ 0 72.3ftt
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TZP 5 mg TZP 10 mg TZP 15 mg Placebo
Parameter (N=116) (N=118) (N=118) (N=119)
weeks (%)
Placebo-adjusted percent change at -29.8##H# -31.0%## -42.0#H# N/A
40 weeks (%) (95% CI) (-41.1, -16.4) (-42.1,-17.7) (-51.4, -30.7)

Abbreviations: Cl = confidence interval; IU = International Units; 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, excluding patients who discontinued study drug due to inadvertent enrollment; N/A = not

applicable; TZP = tirzepatide.

Note: MMRM analysis with log transformation.

Note: Shown are the estimated means.

### Nominal p-values <0.001 versus placebo, not included in graphical testing procedure.
++ p-value <0.01, ++1 p-value <0.001 versus baseline.

Note: Shown are the estimated means.
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2733 £HBZEL TOBROLLE & &
27331 HEBEOXREH
273311 AO#EFHEFERVEERSE
E BRI RIS 3 FERRER D SEHE Hik
AARANDSIN L 7= ERE LS 3 MFERIL GPGK & ) GPGI B CTdh 5, GPGK iERIL 4 » [H 4
T, GPGI#iRIT 8 » [E 3 Ml CH s 417z (£ 2.7.3.3-1) .

27331 EERELRSE IWEABROERMEE (BELZCER (GPGKEHE. GPGIHER)

Region n (%)

GPGK GPGI
All Randomized Population, N 478 475
North America 152 (31.8) 46 (9.7)
Central/South America
and Mexico 164 (34.3)
Asia (excluding Japan) 73 (15.3) -
Japan 89 (18.6) 82 (17.3)
EU/United Kingdom/Ukraine - 347 (73.1)
Rest of World -

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

AN O 2R ONN—2 T 1 R BENE
ARHGECHNMED EE i x5 & Uiz 4388kIL, BAFE (GPGO &KUY GPGK &) . f& 0
MBERE N3 L OOFARRE (GPGP RBR) . KO v AU v L ofFfEE (GPGI R&BR) TH V.,
FERGR T tirzepatide (2 X DIRHEOX R L 72 D HDHIEILWVERA T —VOEM TR SN, BT
2, ARBRDO N OFFHERRHE R ON— R T o VB BRHE O RS E R T,
e F2731211HIRLIZERBY, HbAlc OERFEHED ERRITFERIC L B> T/,
e GPGO }& U GPGP iRERICZIN L 7= #BhE 1%, GPGK & GPGI il & bt L T H OIS
MNE < RELOPBMIBME -T2 (3£27.33-2)
e GPGO } U GPGK #HERIZSIN L 7o #rE 1%, GPGP K TN GPGI 7k & e L CHESRE D e
RN E L . R—=Z2 T A D HbAlc 2MEN- 72 (3£ 2.7.3.3-3) .
o GPGI RABRICSM L7-#EBRF 1L, OB & bl U oA R < . BERIE O fEm R 2 &
nol- (327332, #27333) ,

N BERERHERIRFE e A= 2 T o REREIL, SRR O GHEF Thl e L T,
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% 2.7.3.3-2 AO#MEErEE (BEAZIHER) (GPGO :HER. GPGP i:ER. GPGK E&.

GPGI FER)
Study GPGO Study GPGP Study GPGK Study GPGI
N=636 N=443 N=478 N=475

Sex, n (%)
Male 481 (75.6) 336 (75.8) 247 (51.7) 264 (55.6)
Female 155 (24.4) 107 (24.2) 231 (48.3) 211 (44.4)
Age (years)
Mean £ SD 56.6 + 10.3 57.0+10.8 54.1+11.9 60.6 +9.9
Median 56.0 57.0 54.5 61.0
Min; Max 24; 86 21; 83 18; 88 27, 83
Age Group 1, n (%)
<65 years 478 (75.2) 328 (74.0) 373 (78.0) 283 (59.6)
>65 years 158 (24.8) 115 (26.0) 105 (22.0) 192 (40.4)
Age Group 2, n (%)
<75 years 619 (97.3) 422 (95.3) 468 (97.9) 451 (94.9)
>75 years 17 (2.7) 21 (4.7) 10 (2.1) 24 (5.1)
Ethnicity, n (%)
Hispanic/Latino NA NA 207 (43.3) 22 (4.6)
Not Hispanic/Latino NA NA 184 (38.5) 380 (80.0)
Not Reported NA NA 87 (18.2) 73 (15.4)
Race, n (%)
White 0 0 170 (35.6) 380 (80.0)
Asian 636 (100.0) 443 (100.0) 168 (35.1) 85 (17.9)
American Indian or Alaska
Native 0 0 118 (24.7) 2(0.4)
Black or African American 0 0 22 (4.6) 6 (1.3)
Multiple 0 0 0 2 (0.4
Country n (%)
India 0 0 73 (15.3) 0
Japan 636 (100.0) 443 (100.0) 89 (18.6) 82 (17.3)
Mexico 0 0 164 (34.3) 0
United States 0 0 152 (31.8) 46 (9.7)
Czech Republic 0 0 0 94 (19.8)
Germany 0 0 0 129 (27.2)
Poland 0 0 0 36 (7.6)
Slovakia 0 0 0 31 (6.5)
Spain 0 0 0 57 (12.0)
Weight (kg)
Mean £ SD 78.2+14.45 77.5+ 16.06 85.9+19.77 95.2 £ 21.64
Median 75.6 74.7 82.9 93.5
Min; Max 48.3; 158.6 48.6; 187.5 44.6;175.0 43.1;198.0
BMI (kg/m?2)
Mean £ SD 28.1+4.44 27.9+4.81 31.9+£6.59 33.4 £ 6.06
Median 27.0 26.6 30.4 32.8
Min; Max 22.0; 56.7 22.3;60.5 21.6; 68.3 22.7;55.2
BMI Group, n (%)
<30 kg/m2 467 (73.4) 335 (75.6) 224 (46.9) 152 (32.0)
>30 to <35 kg/m2 117 (18.4) 74 (16.7) 123 (25.7) 143 (30.1)
>35 kg/m? 52 (8.2) 34 (7.7) 131 (27.4) 180 (37.9)
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273 WRIRAYA ML

Abbreviations: BMI = body mass index; Max = maximum; Min = minimum; n = number of patients in category;
NA = not applicable; N = number of patients who were randomized; SD = standard deviation.

% 2.7.3.3-3

N—RS A VERERE (BEAIEER

HER. GPGIiER)

(GPGO i#E&. GPGP i®E&. GPGK

Study GPGO Study GPGP Study GPGK Study GPGI
N=636 N=443 N=478 N=475

Duration of Diabetes (years)
Mean + SD 59+5.2 9.8+6.3 47+54 13.3+7.3
Median 4.8 8.6 2.8 11.93
Min; Max 0.1;354 0.3;33.0 0.0; 32.8 0.6; 39.7
Duration of Diabetes Group, n (%)
<5 years 332 (52.2) 109 (24.6) 323 (67.6) 58 (12.2)
>5 to <10 years 203 (31.9) 154 (34.8) 89 (18.6) 111 (23.4)
>10 years 101 (15.9) 180 (40.6) 66 (13.8) 306 (64.4)
Antihyperglycemic Treatment, n (%)
No OAM 636 (100.0) 0 478 (100.0) 0
1 OAM 0 443 (100.0) 0 0
Insulin 0 0 0 81 (17.1)
Insulin + metformin 0 0 0 394 (82.9)
HbAlc (%)
Mean + SD 8.18 + 0.87 8.56 + 1.09 7.94+0.87 8.31+0.85
Median 7.95 8.40 7.80 8.20
Min; Max 6.7;11.0 6.7;11.6 5.2;115 6.3;11.0
HbA1c (%) Group, n (%)
<8.5% 433 (68.1) 244 (55.1) 378 (79.1) N/A?
>8.5% 203 (31.9) 199 (44.9) 100 (20.9) N/A?
FSG (mg/dL)
Mean + SD 167.0 + 38.62 174.3 £+ 44.58 153.6 + 39.83 162.4 £ 51.27
Median 160.0 164.0 147.9 151.3
Min; Max 98.0; 462.0 75.0; 328.0 52.2; 329.7 46.0; 505.0
eGFR CKD-EPI (mL/min/1.73 m2)
Mean + SD 78.1+11.95 78.7+12.58 94.1+19.70 85.5+17.78
Median 79.0 80.0 96.0 87.0
Min; Max 33.0; 120.0 36.0; 120.0 43.0; 144.0 35.0; 140.0
eGFR category, n (%
<60 mL/min/1.73 m?2 44 (6.9)b 40 (9.0)b 28 (5.9) 47 (9.9)
>60 mL/min/1.73 m2 592 (93.1)b 403 (91.0)b 450 (94.1) 428 (90.1)

Abbreviations: CKD-EPI = Chronic Kidney Disease-Epidemiology; eGFR = estimated glomerular filtration
rate; FSG = fasting serum glucose; HbAlc = glycosylated hemoglobin Alc; Max = maximum; Min =
minimum; n = number of patients in category; N = number of patients who were randomized; OAM = oral
antihyperglycemic medication; SD = standard deviation.

a Study GPGI analyzed HbAlc group by the categories <8.0% (n = 201 [42.4%]) and >8.0% (n = 273

[57.6%]).

b Study GPGO and GPGP analyzed eGFR by the categories > 30 to < 60 mL/min/1.73 m2 and >

60 mL/min/1.73 m2.
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27332 2HMEHBROEROD LR
2.7.3.3.21 HbAlc
HbAlc D_X—RF A Vinb DELE
GPGO. GPGP. GPGK, K U* GPGI#BRTi, FEFHMREA ($5- 40 XX 52 #IKF) D HbAlc
I%. tirzepatide 5mg. 10mg. KN 15mg B CTRX—R 7 A U BIKF L= (% 2.7.3.3-1) . HbAlc
DRX—=AF A b EEFAMEERE TOELEIT, WT LD tirzepatide # T 77 & A B
(GPGK M} GPGI #B#) XixF =7 Z/VF K 0.75mg B (GPGO #klR) & bl L CTHEFHEAIC
HEICKRE o1,
HbALC DR—A Z A L5 EEFHA R E TOELEDHFFHIX, LTO LY ThoTz,
o Tirzepatide 5mg Ff : -1.87% (GPGK 7k, x5 40 W) 75-257% (GPGP ik, &5

52 i)
e  Tirzepatide 10 mg #F : -1.89% (GPGK &k, 5 40 JHKF) 725-2.98% (GPGP ik, 5
52 i)
e Tirzepatide 15 mg #F : -2.07% (GPGK &k, 5 40 JHKF) 725-3.02% (GPGP ik, 5
52 i)
GPGO GPGP GPGK GPGI
(52 weeks) (52 weeks) (40 weeks) (40 weeks)
Baseline HbA1c = 8.18% (N=636) Baseline HbA1c = 8.55% (N=443) Baseline HbA1c = 7.95%&%:473) Baseline HbA1c = 8.31% (N=475)
0 0 0 : 0 4
€
Q
% 4 1 1 1
2
E
£a2 2 2 187 2
§° S 189 -
° R
K 28 -2.697%2 597
ﬁ 3 3 298 302 = 3
-]
==
TZP TZP TZP  Dula ZP TZP  TZP TZP TZP TZP FBO TZP TZP TZP FPBO
-4 5mg 10mg 15mg 0.75mg 4 - 5mg 10mg 15mg 4 5mg 10mg 15mg 4 5mg 10mg 15mg
No background OAMs With 1 OAM No background OAMs Background insulin glargine,

with or without metformin

Abbreviations: Dula = dulaglutide; HbAlc = glycosylated hemoglobin Alc; LS = least-squares; mITT =
modified intent to treat; MMRM = mixed model repeated measures; OAM = oral antihyperglycemic
medication; PBO = placebo; TZP = tirzepatide.

Note: Efficacy Estimand: MMRM analysis, mITT population (efficacy analysis set). Data presented are LS
means.

*** p-value <0.001 versus placebo (GPGK and GPGI) or active comparator (dulaglutide 0.75 mg for
GPGO)

K 2.7.3.3-1 HbAIcDR—RXS A UHh b FEFHABFAFETOEILE (MITT M. EAS)
(GPGO 8%, GPGP iR E&. GPGK &8k, GPGIiER)

HbAlc DB EDRRRHERS
GPGO. GPGP, GPGK, K T* GPGI #Br i, HbALc I\ o tirzepatide £ THX— 2 7 A
ViR L TRE 4 BENGET L (¥ 27.3.2-2, 2.7.3.2-6, 2.7.3.2-11, 2.7.3.2-16) .
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HbAlc D X—Z T A4 U H O T EIE, WT Lo tirzepatide £ TH 77 B AREE (GPGK &Y
GPGIiklR) XiIxT =7 7 /vF K 0.75mg B (GPGO #klR) & bl L TG 4 MR LI DT =T
PR S TR FRIICA BICKR E o T,

HbAlc @ BARE % R L 7= #BRE OEI&

GPGO., GPGK, KT GPGI iR Tld, EEFHEFREA T HbAlc 2% 7.0%A, 6.5%LL T, X%
5.7%AM & B2 L 729 BR#F OEIR L, WI o tirzepatide #:CTH 77 2 AREE (GPGK &Y GPGI
RER) XIXT =7 7 VF R 075mg & (GPGO fiR) &l L THFFFMNICAHEICE N> 1-

(% 2.7.3.3-2) , GPGP BT, tirzepatide £ CH¢ 5 52 MEFIZ HbALc D4 B AR % 2Rk L 7= 4%
B OEIGIE, GPGO SBRDAEF L LI L Tuiz,
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HbAlc <7%
GPGO GPGP GPGK GPGI
(52 weeks) (52 weeks) (40 weeks) (40 weeks)
Baseline HbA1c = 8.18% (N=636) Baseline HbA1c = B.56% (N=443) Baseline HbA1e = 7.95% (N=478) Baseline HbA1c = 8.31% (N=475)
- 99.47 98.0 o
- 96.8 - L g
100 93,7 100 026 96.6 100 - - 100 - g AT g
90 - 90 90 86.8% 87.9" 90 ]
& 80 80 | 80 80
E,é 70 673 70 - 70 70 -
2 60 4 60 4 60 60
s 50 50 4 50 4 50 1
s
E’ 40 1 40 1 40 A 40
& 30 30 30 | 30 |
< 196
Qo - - 4 B
- 20 20 20 20
10 10 A 10 4 10
0 0 0 0
TZP TZP TZP Dula. TZP TZP TZP TZP TZP TZP PBO TZP TZP TZP PBO
5mg 10mg 15mg 0.75mg 5mg 10mg 15mg Smg 10mg 15mg 5mg 10mg 15mg
Ne background OAMs With 1 OAM No background OAMs Background insulin glargine,
with or without metformin
HbAlc <=6.5%
96.2° 96.9"* - R -
100 924 100 932 g7 100 100 4T oo e
_. 90 90 A 87.2 90 86.2" 90 -
g 818 814+ 80~
= 80 80 A 80 ] 80 —
32
n J
‘I?. 70 70 70 4 70
: 60 60 A 60 A 60 4
E 50 50 50 - 50
I 4 4 4
> 40 40 40 40
'% 30 30 1 30 30 4
Z 20 20 20 20 1 ki
< 9.8
10 10 A 10 4 ’—‘ 10 4
0 0 0 0
TZP TZP TZP Dula TZP TZP TZP TZP TZP TZP PBO TZP TZP TZP PBO
5mg 10mg 15mg 0.75mg 5mg 10mg 15mg 5mg 10mg 15mg 5mg 10mg 15mg
No background OAMs With 1 OAM No background OAMs Background insulin glargine,
with or without metformin
HbAlc <5.7%
100 4 100 - 100 100
90 1 90 1 90 - 90
£ go me 80 80 80
2 7.0
~ 70 A 70 1 671 70 70
W - 62.4
:S 60 N 60 60 4 60
- 513 517
é 50 4 50 50 A 50
E, 40 40 37.2 40 | 0
E 30 30 1 30 - 30 261
S 20 4 20 20 20
<
10 1 25 101 10 1 0s 10
0 L] 0 0

TZP TZP TZP Dula
5mg 10mg 15mg 0.75 mg

No background OAMs

TZP TZP TZP
5mg 10mg 15mg

With 1 OAM

TZP TZP TZP PBO
5mg 10mg 15mg

No background OAMs

TZP TZP TZP PBO
5mg 10mg 15mg

Background insulin glargine,

with or without metformin

Abbreviations: Dula = dulaglutide; HbAlc = glycosylated hemoglobin Alc; mITT = modified intent to

treat; OAM = oral antihyperglycemic medication; PBO = placebo; TZP = tirzepatide.

Note: Efficacy Estimand: mITT population (efficacy analysis set).
*** p-value <0.001 versus placebo (GPGK and GPGI) or active comparator (dulaglutide 0.75 mg for
GPGO).

2.7.3.3-2

GPGP Bk,

77

AER.

GPGI :RE&)

HbAlc D BZEEFZER L -HEEBREDEES (mMITT £H. EAS)
GPGK

(GPGO HE&.
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2.7.3.3.22 ZEiERFMEEE

BRI EDOR—R T4 b DEE

GPGO. GPGP, GPGK, K" GPGI 7B Cid, == ZaFAM I A oD 22 I r B 1%, tirzepatide
5mg, 10mg, & 15mg BECR—A T A U BIKTF L (42.7.3.3-3) , Z2fEHFIMBEHE O~ —
AT A D EERHMEFES E TOBLEIL, WITTO tirzepatide BETH 77 B AREE (GPGK LY
GPGIRBR) XitxT =7 7T F0.75mg#E (GPGO iBR) & il L TR AMIICABICKE D -
7=

ZENGREMBEE DR — 2T A 26 O FEFHER R E TOELEOHFIL, LT LB ThHo
7=

e  Tirzepatide 5 mg #f : -43.6 mg/dL (GPGK i, #¢5- 40 #IFF) 7>5-61.4 mg/dL (GPGI

P 5. 40 )

e  Tirzepatide 10 mg #f : -45.9 mg/dL (GPGK &k, 5 40 #HEF) 7>5-71.2 mg/dL (GPGP X
Br. Pl 52 )
e  Tirzepatide 15 mg #f : -49.3 mg/dL (GPGK &k, 5 40 #HEF) 72>5-74.4 mg/dL (GPGP X

Br, #4552 )

GPGO
(52 weeks)

Baseline FSG = 167.1 mg/dL (N=636)

20 -

GPGP
(52 weeks)

Baseline FSG = 174.2 mg/dL (N=443),,

GPGK
(40 weeks)

Baseline FSG = 154.0 mg/dL (N=478) 5,
129

GPGI
(40 weeks)

_Baseline FSG = 162.5 mg/dL (N=475)

0 0

-20 -20 A

-40 -40 A
-43.6 = "

-49.3 =+

-60

-60 -60 A

-58.6

-80 T2 744

-80 -80

FSG change from baseline (mg/dL)

Dula

5mg 10mg 15mg 0.75
mg

TZP TZP TZP PBO
S5mg 10mg 15mg

TZP TZP  TZP

TZP TZP TZP PBO
S5mg 10mg 15mg

TZP TZP TZP
Smg 10mg 15mg

-100 -100 - -100 -100 -

No background OAMs Background insulin glargine,

with or without metformin

No background OAMs With 1 OAM

Abbreviations: Dula = dulaglutide; FSG = fasting serum glucose; LS = least-squares; mITT = modified
intent to treat; MMRM = mixed model repeated measures; OAM = oral antihyperglycemic medication;
PBO = placebo; TZP = tirzepatide

Note: Efficacy Estimand: MMRM analysis, mITT population (efficacy analysis set). Data presented are LS
means.

*** n-value <0.001 versus placebo (GPGK and GPGI) or active comparator (dulaglutide 0.75 mg for
GPGO)

X 2.7.3.3-3 ZERMBEEOA—ASA UL TEFFHEBAZTTOEILLE (MITT £H. EAS)
(GPGO #B&. GPGP iR E&. GPGK #E&. GPGIiER)
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ZERERE PEE DL B ORRFFHER

GPGO, GPGP, }U* GPGK iR ClL, ZEMEIFIMAE EIX VT 4L tirzepatide #ETHN— A T A
LHER L THE 4 IEDN D GPGI #BR CTII# 5 2 D AR T L7z (W3 4L b #lElRFAmRE A
2.73.2-3, [¥2732-7, [¥27.3.2-12, [X27.3.2-17) , ZEERRMBEE DO R— 2 F A4 L b DIE
TIEFICEE 12 HRFE TSRO Hiv, £ 0% FEFMRE R £ THERF S 7z,

273323 7HRA > rEBZAIERE

GPGO. GPGP, GPGK, KU GPGI il Cix, EEEFHMRE A Co b B CHE RIS X 2 fbEE
D TRA Y FT_T, BH. ROEE 2K O 1 AL, tirzepatide 5mg. 10 mg, & 15 mg
HTR—ATAUPLETFTL, TOKTEIZT 7 EREE (GPGK LT GPGI i) XiiT =77
JLF R 0.75mg B (GPGO iklR) L H# L THHZMICHERICRE o 72 (527326,
7 27.32-16, 3 2.7.3.2-24, #2732-32) , 7o, MHEHHEMDOR—R T A 25 EEEHM
RERE COMRTEIX, 7 A1 2 MF_TT, WTho tirzepatide B TH 77 B ARHE (GPGK LT
GPGI#kBR) XIEIT 27 7 F K 0.75mg#f (GPGO ikER) & it L CHERHFRIICAH BICRE o
77

F BRI R CoMbE A CllEEIC X 5 B% b EDO X, GPGP 3Bk d tirzepatide 5 mg #
ZERE . WTNORERO tirzepatide B THMEBLORA > M TR 2 RefE] MUBEHE O FLHEFEFHN

(<140 mg/dL) T -7z (X 2.7.3.2-4, [¥2.7.3.2-8, [¥2.7.3.2-13, [¥2.7.3.2-18) .

273324 #KE
EKEDR—RT7 A4 U hbDOELE

GPGO, GPGP, GPGK, KTr GPGI ikl CTld, FEEFHMFF R OIREIL, tirzepatide 5 mg, 10 mg,
KON 15mg BECR—ZA T A b Lz (K27334) , (KEOR—RZT A4 )b FEHnF
RETOEEIT, WO tirzepatide B CTH 77 2AREE (GPGK LT GPGI i lBk) X7 =7
JVF K075 mg B (GPGO lR) & il L CHREFHEMIICA BRI K E o Tz,

EEON—AT A U5 EEFHER A E TOBLROFEMIZ, UTFOLEBY THolz,

e  Tirzepatide 5 mg ¥ : -3.8 kg (GPGP 5, #5-52#HF) 725-7.0kg (GPGK R, #7540

LD

e Tirzepatide 10 mg #F : -7.5kg (GPGP i, #15- 52 HiK) 725-85kg (GPGO iR, 5
52 i)

o  Tirzepatide 15 mg #¥ : -9.5kg (GPGK #klR, #:5- 40 #HF) 725-10.9kg (GPGI iR, #5-
40 JFRE)
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GPGO GPGP GPGK GPGI
(92 weeks) (92 weeks) (40 weeks) (40 weeks)

Baseline Body Weight = 78.3 kg (N=636) Baseline Body Weight = 77.4 kg (N=443] Baseline Body Weight = 85.8 kg (N=478) Baseline Body Weight = 95.3 kg (N=475)
- B 4

s 4 4 1.7
(1.7%)

= 24 2 2
L
£ 01 0 0
]
e 2 -2 4 -2
3
£ 41 4 A 4
o
= 6 6 1 5
)
c -8 1 -8 A 8
2
G -10 4 8.5 -10 -10
£ -10.8%)
512 | C108%) e 42 A2
[
2 .14 (13.6%) ; A4 - 14
>
g"‘* A6 16 A6

18 4 1ZPF TZP T1zP Duld 18 P TZP  TZP 18 4 TZP TZP TZP FPBO 48 TZP TZP TZP PBO

5mg 10mg 15mg ':“7; 5myg 10mg 15mg 5mg 10mg 15mg 5mg 10mg 15mg
No background OAMs With 1 OAM No background OAMs Background insulin glargine,

with or without metformin

Abbreviations: Dula = dulaglutide; LS = least-squares; mITT = modified intent to treat; MMRM = mixed
model repeated measures; OAM = oral antihyperglycemic medication; PBO = placebo; TZP = tirzepatide.
Note: Efficacy Estimand: MMRM analysis, mITT population (efficacy analysis set). Data presented are LS
means.

*** p-value <0.001 versus placebo (GPGK and GPGI) or active comparator (dulaglutide 0.75 mg for GPGO)

X 27334 HEODR—XASAUNLFEFMEFAETOEILE (IMITTEH. EAS)
(GPGO #B&. GPGP iRE&. GPGK #B&. GPGI i)

EEOENEORIFHES

GPGO. GPGP, GPGK, KT* GPGI iR Tix, W tirzepatide Bf THAKHIIN—R T 1
LHE LT G 4 RS E FITRED U, FEREGR ACE TRlke LT L7z (4 2.7.3.2-5,
27329, [X2732-14, [X2732-19) , KEOR—RT7A4 UL OKTFTEIT, WTho
tirzepatide #£ CH 7' 7 AEE (GPGK K Uf GPGI §B#R) XiI7 =7 7 /vF K 0.75 mg # (GPGO i
BR) & LRl LTS 4 LU O 3R T ORI S CHEFERICA B ICRE o T,

REBD D BIEEZ B L - ERE 0FE
GPGO. GPGK, MU' GPGI iR Tix, FEFMIFR TIEENR =T 4 b 5%, 10%, K
O 15%LA B L 7408 oEIG 1. WTho tirzepatide #£CTH 77 R EE (GPGK LY GPGI
ABR) NI T =7 7 vF K 0.75mg # (GPGO #Br) & ik L CHGHEMICAREICE - -
(% 2.7.3.3-5) , GPGP iRBRTlX. tirzepatide #f CTH5 52 EBFIZIRERD O BEE A 2R L 72
WBRE OEIAIEL. GPGO RBRDFEF L HEEL L Tz,
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LY3298176 (2 LAk IRI) 2.7.3 BRIRIA DM
tirzepatide
Body Weight Loss >=5%
GPGO GPGP GPGK GPGI
(52 weeks) (52 weeks) (40 weeks) (40 weeks)
Baseline Body Weight = 78.3 kg Baseline Body Weight =77.4 kg Baseline Body Weight = 85.8 kg Baseline Body Weight = 95.3 kg
100 (N=636) 100 - (N=443) 90 (N=478) 100 - (N=475)
= 89.3"
= 90 841 80 T8 767 90 1 84.6+
2
l!:l: 80 4 70 86.9° 80
E 70 60 70 -
= 50 50 60 1 53.9
(=)
® 50 1 50 1
g | 40
g 40
30
a ]
o 30 30 4
H 20 4 20 143 20 A
2 107
g ’—‘ 10 4 10 10 5.9
0 0 0
TZP TZP TZP Dula TZP TZP TZP TZP TZP TZP PBO TZP TZP TZP PBO
5mg 10mg 15mg 0.75mg 5mg 10mg 15mg §mg 10mg 15mg Smg 10mg 15mg
No background OAMs With 1 OAM No background OAMs Background insulin glargine,
with or without metformin
Body Weight Loss >=10%
— 100 4 100 - 100 -
9 100
=~ 90 - 90 i
< 90 90
‘IDI_ 80 80 80 80
A ann
2 70 66.7 70 635 70 70 4
-3
= 60 60 - 60 60 4
= 51.37
2 g 50 48.0 47 4+ e
g 1 50 - 50 46.9
g 40 342 40 1 40 40 1
2 3 30 - 30 s 30
2 196 28
'5 20 4 20 20 20
2
10 10 10 10 4
2 31 09 0.9
0 0 0 0
TZP TZP TZP  Dula TZP TZP  TZP ZP TZP TZP PBO TZP TZP TZP PBO
5mg 10mg 15mg 0.75mg 5mg 10mg 15mg 5mg 10mg 15mg 5mg 10mg 15mg
No background OAMs With 1 OAM No background OAMs Background insulin glargine,
with or without metformin
Body Weight Loss >=15%
g 100 100 4 100 100 -
R E J
3 90 90 90 920
n 80 80 80 80 4
g 70 70 - 70 70
.'E' 60 60 60 60
g2 50 44,70 50 50 50
> 40.7
§ 40 401 i
28.8 - .
.E' 30 26.7 30
> 17=
% 20 13.2° 20 A
é 6.8 10 10
0
0 0
TZP TZP TZP  Dula TZP TZP TZP TZP TZP TZP PBO TZP TZP TZP PBO

5mg 10mg 15mg 0.75mg

No background OAMs

S5mg 10mg 15mg

With 1 OAM

5mg 10mg 15mg

No background OAMs

5mg 10mg 15mg

Background insulin glargine,
with or without metformin

Abbreviations: Dula = dulaglutide; mITT = modified intent to treat; OAM = oral antihyperglycemic
medication; PBO = placebo; TZP = tirzepatide.
Note: Efficacy Estimand: mITT population (efficacy analysis set).
*p-values <0.05, **p-value <0.01, *** p-value <0.001 versus placebo (GPGK and GPGI) or active
comparator. (dulaglutide 0.75 mg for GPGO)

2.7.3.3-5

GPGP

HE&. GPGK
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LY3298176 (2 BLBESR ) 2.7.3  FRIRAADIE
tirzepatide

273325 [gE

GPGO. GPGP, GPGK, KU GPGI g Cld, FEEEFHIRE RO FYENEN, = L AT m—/1,
LDL =L 27—/, KO VLDL =2 L 27 m—/ L, tirzepatide 5mg., 10 mg, X 15mg ## T
R—=ZAF A UPHKTF, HDL 2LV A7 v —/Ld BH L7z (€ 2.7.3.2-8, # 2.7.3.2-18, # 2.7.3.2-
26, N\ 2.7.3.2-34) ,

HPEARRS D=2 Z A L3 b BERHMERE A F TOMK TRIT, WTho tirzepatide BETH 77 &
REE (GPGK LY GPGI #BR) XIE7 =7 7 /vF K 0.75mg B (GPGO i) & bl L Tt
BICHEBEICRE o7 (1X2.7.3.36) .

FHERRRA D R—R T A 9B O EFFAMRE AR E TOEROHPFIL, LFDOERY Thoiz,

o  Tirzepatide 5 mg #f : -15.2% (GPGI iR, 5 40 KF) 725-27.1% (GPGO ik, #4552

T IRF)
e  Tirzepatide 10 mg #f : -18.2% (GPGK i, #5 40 HiK) 7225-32.8% (GPGO iR, %5
52 JRE)
e  Tirzepatide 15 mg #f : -21.0% (GPGK iR, #5 40 HiK) 7°5-37.7% (GPGO iR, %5
52 JRE)
GPGO GPGP GPGK GPGI OTZP 5 mg
(52 weeks) (52 weeks) (40 weeks) (40 weeks) B9 10mg
101 Baseline = 146.8 mg/dL Baseline =136.8 mg/dL  Baseline = 151.2 mg/dL] 7 Baseline =144.3 mg/dL mTZP 15mg
5 - (N=636) (N=443) (N=478) (N=475) B Comparator
0
-5 4
g -10 638
B 5
O
= -20 -
-25
3] 1
-27.1%*
.35 4
-32.8 =+
-40
277 374
No background OAMs With 1 0OAM No background OAMs Background insulin glargine,

with or without metformin

Abbreviations: ANCOVA = analysis of covariance; CFB = change from baseline; mITT = modified intent to
treat; MMRM = mixed model repeated measures; OAM = oral antihyperglycemic medication; TZP =
tirzepatide.

Note: Efficacy Estimand: log-transformed MMRM analysis for GPGO, GPGP and GPGK, log-transformed
ANCOVA analysis for GPGI. mITT population (efficacy analysis set). Data presented are estimated means.
*p-values <0.05, **p-value <0.01, *** p-value <0.001 versus placebo (GPGK and GPGI) or active
comparator (dulaglutide 0.75 mg for GPGO)

X 2.7.3.3-6 HHEHOR—XSA4UNLEEFMFAETHOEILLE (MITT £H. EAS)
(GPGO #B&. GPGP iR E&. GPGK #E&. GPGIiER)
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tirzepatide

ol AFyn—/L, LDL =V A7 a—/L, HDL 2L A7 m—/)L, VLDL 2 L A7 1 —/L DX
— AT A D EERFMIRE R E TCOELERIT, £ 27328, #F2732-18, #* 2.73.2-26, LV
% 273234 1TR" LT,

27333 HHAKHEICEITEHERDLLE

O3 FRERTIT. ANDOFERRVE MR O — 2 T A BRI DB L D AR~ DA
PREBINTHRFTT D72, HbAle KM OMKEDX—R T A b BEEFIRE R E TOZEL&EIZ DWW T,
oy R ARNT 2 S U 7o, B GRE— M O L EAEH ORE TIEABAKEE 0.1 & L7z,
AETIX, RBIENERE I TS GPGO, GPGK, KT GPGI i HbAlc D X—RA T A
DD EEFHRE S E TOEMRITONT, mITT £ Z 5 & Ui E M s R4 r~4, K
HOR—=RAT A )b EEFAMGRE S £ TOLLEIZBT R MM X, SRR ORI IEHR
HEITR LT,

HbAlc D=2 T A U Inb O b EZ G LIEHAEHIT, S To LB ThoT,

GPGO 5 GPGK R GPGI 5k
PRI B B Bk
7 Pk ok
PR Sy 1 65 Jik Al 65 i ATl 65 % ATt
65 kL L 65 ik LA I 65 kLA b
XSy 2 75 % AT 75 % AT 75 kAT
75 %Ll |k 75 Ll b 75 5% L E
N - TAVI AT T | TVTA
XET T A I AR BHA
VPN
HA
593 - EAR= 7RI T T b AR= 7RI T T
NZA NZA
Lk LIk
FER e eGFR 60 mL/min/1.73m2% | eGFR 60 mL/min/1.73m2 4 | eGFR 60 mL/min/1.73m2 A4
il it it
eGFR 60 mL/min/1.73m2 24 | eGFR 60 mL/min/1.73m2 %A | eGFR 60 mL/min/1.73m2 24
i E E
FEN VD [E S Hisk - K[E K
KELS A A
EU
5 DR 73 PR S 1 BN T R R A
HOLfELL | PcELL B PeELl
B DR I3 PR A 2 - S5AELLT 5L
5AEME 10 4ELL T 5AEME 10 4ELL T
10 448 10 47
N—=2F A D BMI1 25 kg/m2 i - -
25 kg/m2 L) I~
NR—2F A4 D BMI2 27 kg/m2 i 27 kglm?2 i 27 kg/m2 i
27 kg/m2 L1 | 27 kg/m2 L) |- 27 kg/m2 L) |-
R—2F 4D BMI3 - 30 kg/m2 At 30 kg/m2 K5
30 kg/m2 L) k= 35 kg/m2 K | 30 kg/m2 LAk 35 kg/m2
it it
35 kg/m2 L) I~ 35 kg/m2 L
_N—2ZF A ® HbAlc 8.5%LL T 8.5%LL T 8.0%LL T
8.5%iA 8.5%#A 8.0%A
BERTOR O MR T | - Yes -
DA No
NR—=ZF A DA MR - - Yes
SNAOY ] No
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tirzepatide

GPGO #= GPGK #E GPGI &
MEEETFTEDO T+ v = | Yes - -
VAZZN No

HOYREMARNT OFEFR L LT, LTI, #E5RE L OB FICHE R ZEER RS b 7= iR
MO ER %R T,

WTHNORBRTH, 1FE A EDOESEM TG E DR AERITRD DN oTe, £, &
AAERAMNRO DN HEATE, BFEFHMAR RO HbAle O FEIFxHREHIR L TTRTo
tirzepatide At CHEFHFMIICH EIZRE < | tirzepatide (XEREMIZ 20 O FHRPENRD Hiviz,

E

GPGK K1Y GPGO il Tlx, HeL-HE—4Hn (65 kbl k. 65 miAii) O AMERILHFHFRIC
HEThol- (FNFh p=0.006 XX p=0.019) (| 2.7.3.6-1, [¥2.7.3.6-8) .

GPGO } " GPGK #B# Tld, HbALc DX—RA T A 2 b DAL E T O tirzepatide # & i FRAE
D7, 65 AT OB T 65 A L DTSR & it L TRE 2 o7z, 72, HbAle D
— AT A VIPEOELRIE, WO ER T b SRR LT T tirzepatide £ TRt
FHICHBEIZRE D> 7 (GPGO BRI S & [5 5.35.1.8 1] Table GPG0.8.58, GPGK
RBR IR TG £ [455.3.5.1.3T8] Table GPGK.8.59) ,

=33

GPGK i TIL, BEH—RIE (EAR=v 7R XUEXT T %, 2SN O EAER TR
FHICHE TH -7z (p=0.028) (IX2.7.36-2) .

HbALC D_—RA T A b DOELETOF tirzepatide #F &t REE D=L, F LSO ERIY ]
TEAN=y 7 RNIELT T VROESER L L CRENo7, £72, HbALe DRX—RA T A
DHDOEET, WTNOESENTYH 77 B RBEHCK L TT_To tirzepatide A CHAHZAIIC
AEICKRE -7z (GPGK RBRIAE RIS EFE (55 5.3.5.1.3 1] Table GPGK.8.63) ,

EHERE

GPGI iRBACI%, 58 —BHEEE (eGFR 60 mL/min/1.73m2 i, eGFR 60 mL/min/1.73m2 UL _|)
DR HAERIIHEHFIICAE TH -7 (p=0.066) (IX 2.7.3.6-5) .

HbAlc O X — & T A 6 DAL T D4 tirzepatide B & xt BB D 7 1% . eGFR
60 mL/min/1.73m2 Aifi OEy#E T. eGFR 60 mL/min/1.73m2 LA ¥y 8 & bl L TR & 2
572, £72. HbAlc DRX—RA T A VD OEALEIX, WTHIOEHSERTYH 7 72 AREICk LT
FRTCO tirzepatide B CHEFHAMICAEIZKRE o7z (GPGIRABRIEBRRIG M EE [4 5.3.5.1.7 1]
Table GPG1.8.87) .

R R HIA]

GPGK FBR TI&, #&G-HE—HEIRPMER IR (POl B o R ER) DA AR NIRRT 1
WICAETH-o7- (p=0.080) ([%/2.7.3.6-3) .
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tirzepatide

HbALC D_—Z T A b DAL ETOS tirzepatide #E & st FREEDZE X, B RIS FEIR B A3 o
A AT DOFB R T, FHRAELL EOFR4ER & i L TR & 2vo 72, F72. HbAle DX—R
A VDO EIL, WTNOESERTYH 77 B REEHIx LTI X T tirzepatide #f TRt
HICHBICRE o7 (GPGK AERTEHRIAFE M & # [55 5.3.5.1.3 1] Table GPGK.8.69) .

N—2X Z4 2D HbALc

GPGK KT GPGO B Clx, GHE—X—ZX7 1@ HbAlc (8.5%LL T, 85%iH) DA HAE
I FICAE Th o 72 (ZREh p=0.083 KT p<0.001) (X 2.7.3.6-4, [X2.7.3.6-8) .
GPGI B ClE, #EHHE—X—2F 1 > ® HbAlc (8.0%LLF, 8.0%IHR) DOAZANERILHFFAIIC
HEThol- (p<0.001) (X2.7.3.6-6) ,

HbAlc D_—A T A )6 DAL ETD tirzepatide #f & TFREED T, W ORBR T,
8.5%i (GPGI R Tix 8.0%H) DB T, 8.5%LL T (GPGIFER TIL 8.0%LL ) D%
M & Bl L TREDNo72, £7-2. HbALc DR—RZ T A L inb DRI, WFNOEASEMTE
KFRRREIZ R LT _T O tirzepatide B CHEFHFAICAHEICKE Do 72 (GPGK FBRIABRIAFEH S
# [% 53.5.1.3 H] Table GPGK.8.73. GPGI ik BRiGBRMILHMEE [4 53517 H] Table
GPGI.8.85, GPGO iRiGHA# LM & & [% 5.3.5.1.8 2] Table GPG0.8.62) .

N—XZF 42 DA PG I - DEH

GPGI #BEClx, HEHE—X—ZAT7 A4 DA MRLVIVOER (FY, BL) OLZHEERITH
FHEFEHICAEE TH-7- (p=0.030) (¢2.7.3.6-7) .

HbALC D_—RA T A b DL ETOS tirzepatide #E & SHREED =L, RX—2 T A DA b
BV O L OFR R TH Y OF R & it L TRE D o7z, 72, HbAlc DX—
ATAUPHOELEIX, WTIOEHSERTH 7 78 ARBEICx LTI T tirzepatide #f THE
FPERICAHBICKRE o7z (GPGI BRBRTEB R FEH A & [5F 5.3.5.1.7 3] Table GPGI.8.93) ,

273331 HBAXRAEHDHER

GPGK K O GPGI 7R3 A AN A & e E B FRER & LTI L7z,

AT GPGK K U GPGI 5Bk DAL D R A4 H AR NEF OFZMEDTHM I V2 2 & 23
AIRECH D MRFTT 2720, b ORBRO E 2R AMERHEE B OFfERIZOW T, RIREM & A
ARNEHTO—BEVEZ R L 7=,

GPGK K" GPGI ikBrD H A NEMOFIMEDORE R OFEMIL, Analyses for Japanese population
(Study GPGK and GPGI) (% 5.3.5.3.6 1) Tk L7,

2733311 {HEBREDAR
GPGK 3B

89 il > H AR NDMEIEZEI O AH1T S, 2FNIEBREL 1 RIPL RS L, 841 (94.4%) 72330k
Z5ET LIz (£273.3-4) , IBBEEOBE 2 F 1R L7-9BRE X 15 6 (16.9%) T, EIAIXEEE
(13.8%) LFRBETH -7, FERPIEPRHRITAEFFSRD 961 (10.1%) . TEBRH Y AT OH] K
4% (45%) ThHoiz,
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GPGI Bk

82 BilD AR NNIAELEN Y £ X3, 2FNCIRBRIEL LEILLERS L, 79 6 (96.3%) 723ikik
5T LT (3227335 , IBRIEOELE AP IEL-#ERE L 7 6] (85%) T. EI&ITAKERM
(10.7%) ERRRETH -7z, HILFHITEESESD 56 (6.1%) . FERIEZ 2 4] (24%) T
otz
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LY3298176 (2 i FRI) 2.7.3 FRIRHYA RN
tirzepatide
& 27334 BARAKHRUVEZAKREHTOHRBREONR (BEALHBIHEH) (GPGKHER)
Japanese Overall
n (%) n (%)
Patient Disposition TZP5mg | TZP10mg | TZP 15 mg Placebo Total TZP5mg | TZP10mg | TZP 15 mg Placebo Total
N=23 N=22 N=23 N=21 N=89 N=121 N=121 N=121 N=115 N=478
Completed Study 22(95.7) | 22(100.0) | 21(91.3) 19 (90.5) 84(94.4) | 114(94.2) | 112(92.6) | 103(85.1) | 99(86.1) | 428 (89.5)
Completed Treatment 20 (87.0) 20 (90.9) 16 (69.6) 18 (85.7) 74 (83.1) | 110(90.9) | 109 (90.1) | 95(78.5) 98 (85.2) | 412(86.2)
B:Z‘;O”“””ed from Study 3 (13.0) 2(9.1) 7 (30.4) 3(143) | 15(169) | 11(9.1) 12(9.9) | 26(215) | 17(148) | 66(13.8)
Adverse Event 3(13.0) 2(9.1) 4 (17.4) 0 9(10.1) 4 (3.3) 6 (5.0) 8 (6.6) 2 (1.7) 20 (4.2)
Death 0 0 0 0 0 0 0 0 1(0.9) 1(0.2)
Failure to Meet
Randomization Criteria 0 0 0 0 0 0 0 1008 0 102)
Lost to Follow Up 0 0 0 0 0 3(2.5) 1(0.8) 2(1.7) 4 (3.5) 10 (2.1)
Physician Decision 0 0 2(8.7) 2 (9.5) 4 (4.5) 0 2(17) 3(2.5) 4 (3.5) 9 (1.9)
Protocol Deviation 0 0 0 0 0 1(0.8) 0 0 1(0.9) 2(0.4)
Withdrawal by Subject 0 0 1(4.3) 1(4.8) 2(2.2) 2 (1.7 3(2.5) 11 (9.1) 5(4.3) 21 (4.4)
Other 0 0 0 0 0 1(0.8) 0 1(0.8) 0 2 (0.4
Discontinued from Study
Prior to Primary Endpoint 1(4.3) 0 2(8.7) 2 (9.5) 5 (5.6) 6 (5.0) 7 (5.8) 15 (12.4) 12 (10.4) 40 (8.4)
Visit
Adverse Event 0 0 0 0 0 1(0.8) 3(2.5) 1(0.8) 1(0.9) 6 (1.3)
Lost to Follow Up 0 0 0 0 0 2 (1.7 1(0.8) 2 (1.7 4 (3.5) 9 (1.9
Physician Decision 0 0 0 1(4.8) 1(1.1) 0 1(0.8) 0 2 (1.7 3 (0.6)
Protocol Deviation 0 0 0 0 0 1(0.8) 0 0 1 (0.9 2(0.4)
Withdrawal by Subject 1(4.3) 0 2 (8.7 1(4.8) 4 (4.5) 2 (1.7 2 (1.7 12 (9.9) 4 (3.5) 20 (4.2)
Discontinued from Study
at or After Primary 0 0 0 0 0 1(0.8) 2.7 3(2.5) 4 (3.5) 10 (2.1)
Endpoint Visit
Death 0 0 0 0 0 0 0 0 1(0.9) 1(0.2)
Lost to Follow Up 0 0 0 0 0 1(0.8) 1(0.8) 1(0.8) 1(0.9) 4(0.8)
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LY3298176 (2 i FRI) 2.7.3  FERHIA ZHME
tirzepatide
Japanese Overall
n (%) n (%)
Patient Disposition TZP5mg | TZP10mg | TZP 15 mg Placebo Total TZP5mg | TZP10mg | TZP 15 mg Placebo Total
N=23 N=22 N=23 N=21 N=89 N=121 N=121 N=121 N=115 N=478
Withdrawal by Subject 0 0 0 0 0 0 1(0.8) 1(0.8) 2 (1.7 4 (0.8)
Other 0 0 0 0 0 0 0 1(0.8) 0 1(0.2)

Abbreviations: N = number of patients in population; n = number of patients in the specified category; TZP = tirzepatide.

88
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tirzepatide
% 27335 BARAKHRUE2HEEATOBRBREORNR (BEABIHEH (GPGIEHER)
Japanese Overall
n (%) n (%)
Patient Disposition TZP 5 mg TZP 10 mg | TZP 15 mg Placebo Total TZP5mg | TZP 10 mg | TZP 15 mg Placebo Total
N=19 N=21 N=20 N=22 N=82 N=116 N=119 N=120 N=120 N=475
Completed Study 18 (94.7) 20 (95.2) 19 (95.0) 22 (100.0) 79 (96.3) 109 (94.0) | 115(96.6) | 110(91.7) | 117 (97.5) | 451(94.9)
Completed Treatment 18 (94.7) 18 (85.7) 17 (85.0) 22 (100.0) 75 (91.5) 105 (90.5) | 105 (88.2) 98 (81.7) 116 (96.7) | 424 (89.3)
B:Z‘;O”“””ed from Study 1(5.3) 3 (14.3) 3 (15.0) 0 7(85) 11(95) | 14(11.8) | 22(183) 4(33) 51 (10.7)
Adverse Event 1(5.3) 2(9.5) 2 (10.0) 0 5(6.1) 7 (6.0) 10 (8.4) 13 (10.8) 3(2.5) 33 (6.9)
Lost to Follow Up 0 0 0 0 0 0 0 1(0.8) 0 1(0.2)
Other 0 0 0 0 0 0 0 1(0.8) 0 1(0.2)
Physician Decision 0 0 0 0 0 0 0 0 0 0
Protocol Deviation 0 0 0 0 0 0 1(0.8) 2 (1.7 1(0.8) 4(0.8)
Withdrawal by Subject 0 1(4.8) 1(5.0) 0 2(2.4) 434 3(2.5) 5(4.2) 0 12 (2.5)
Discontinued from Study
Prior to Primary Endpoint 1(5.3) 1(4.8) 1(5.0) 0 3(3.7) 7 (6.0) 4(34) 10 (8.3) 2(1.7) 23 (4.8)
Visit
Adverse Event 0 0 1(5.0) 0 1(1.2) 3(2.6) 0 2(1.7) 0 5(1.1)
Lost to Follow Up 0 0 0 0 0 0 0 1(0.8) 0 1(0.2)
Other 0 0 0 0 0 0 0 0 0 0
Physician Decision 0 0 0 0 0 0 0 0 0 0
Protocol Deviation 0 0 0 0 0 0 1(0.8) 2 (1.7 1(0.8) 4(0.8)
Withdrawal by Subject 1(5.3) 1(4.8) 0 0 2(2.4) 434 3(2.5) 5(4.2) 1(0.8) 13 (2.7)
Discontinued from Study
at or After Primary 0 0 0 0 0 0 0 0 1(0.8) 1(0.2)
Endpoint Visit
Adverse Event 0 0 0 0 0 0 0 0 0 0
Lost to Follow Up 0 0 0 0 0 0 0 0 0 0
Other 0 0 0 0 0 0 0 0 0 0
Physician Decision 0 0 0 0 0 0 0 0 0 0
Protocol Deviation 0 0 0 0 0 0 0 0 0 0
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LY3298176 (2 T fR4%) 2.7.3  FERHIA ZHME

tirzepatide
Japanese Overall
n (%) n (%)
Patient Disposition TZP 5 mg TZP 10 mg | TZP 15 mg Placebo Total TZP5mg | TZP 10 mg | TZP 15 mg Placebo Total
N=19 N=21 N=20 N=22 N=82 N=116 N=119 N=120 N=120 N=475
Withdrawal by Subject 0 0 0 0 0 0 0 0 1(0.8) 1(0.2)

Abbreviations: N = number of patients in population; n = number of patients in the specified category; TZP = tirzepatide.
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LY3298176 (2 BLBESR ) 2.7.3  FRIRAADIE
tirzepatide

2733312 AOMEZHRHERUANA—R 4 UEREBRHE
GPGK Bk

HARNER DN OFFHFERE L R — 2 T A VRBRHEIL, DL TFOEE CRfER- & B H1H
RO BT b OO, BRI EERER L RERFEWVITRD bR oTc (£27.3.36) .

o KHE KU BMI OFEHIEN H A NS THEW

o BHEOEIENARANEMTEN

GPGI #&Bk

HARNER DN OFFHFRERE L R — 2 T A VRBRHEIL, LLTFOEE CRfERM & B H1H
3RO LT b OO BRI EERER L RERBEWVITRD bRhoT (£27337) .

o {KE KU BMI OEHMEA H A ANER T

o  BHEOEENHARANEMTEN
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LY3298176 (2 LR Ip) 273 BRRAIARIME
tirzepatide
% 27336 HBHAAEFARUVL2AKEETOAOMGFEHFERUIA—IZ4 VEEESE (BEABTER) (GPGKHER)
Japanese Overall
TZP 5 mg TZP 10 mg TZP 15 mg Placebo Total TZP 5 mg TZP 10 mg TZP 15 mg Placebo Total

N=23 N=22 N=23 N=21 N=89 N=121 N=121 N=121 N=115 N=478
Age (years)
Mean (SD) | 61.3 (8.4) | 56.8 (10.4) | 59.7 (12.8) | 56.9 (14.2) | 58.7 (11.6) | 54.1 (11.9) | 55.8 (10.4) | 52.9 (12.3) | 53.6 (12.8) | 54.1 (11.9)
Age Group 1, n (%)
<65 years 15 (65.2) 17 (77.3) 13 (56.5) 15 (71.4) 60 (67.4) 94 (77.7) 91 (75.2) 99 (81.8) 89 (77.4) 373 (78.0)
>65 years 8 (34.8) 5(22.7) 10 (43.5) 6 (28.6) 29 (32.6) 27 (22.3) 30 (24.8) 22 (18.2) 26 (22.6) 105 (22.0)
HbA1c (%)
Mean (SD) | 7.79 (0.82) | 8.08 (0.75) | 7.57 (0.64) | 8.00 (0.69) | 7.85 (0.75) | 7.97 (0.84) | 7.90 (0.78) | 7.85 (1.02) | 8.05 (0.80) | 7.94 (0.87)
FSG (mg/dL)
Mean (SD) 151.96 160.09 143.70 167.38 155.47 153.69 152.63 153.28 154.79 153.58

(19.92) (36.85) (24.24) (34.91) (30.43) (37.28) (41.72) (40.40) (40.26) (39.83)
Weight (kg)
Mean (SD) | 78.17 (16.75) | 78.84 (12.10) | 74.35 (15.13) | 74.29 (14.64) | 76.43 (14.68) | 87.02 (21.15) | 86.23 (19.50) | 85.37 (18.51) | 84.77 (20.01) | 85.86 (19.77)

eGFR (mL/min/1.73m2)

Mean (SD) | 73.17 (10.86) | 76.36 (13.39) | 75.48 (11.58) | 75.76 (13.82) | 75.17 (12.27) | 94.71 (20.59) | 92.08 (18.20) | 96.17 (19.74) | 93.38 (20.22) | 94.10 (19.70)

Sex, n (%)

Male 17 (73.9) 20 (90.9) 16 (69.6) 15 (71.4) 68 (76.4) 56 (46.3) 72 (59.5) 63 (52.1) 56 (48.7) 247 (51.7)

Female 6 (26.1) 2(9.1) 7 (30.4) 6 (28.6) 21 (23.6) 65 (53.7) 49 (40.5) 58 (47.9) 59 (51.3) 231 (48.3)

BMI (kg/m2)

Mean (SD) 28.260 27578 27.207 27.863 27.726 32171 32.176 31.505 31.716 31.894
(4.108) (3.117) (3.225) (4.533) (3.737) (6.979) (7.649) (5.479) (6.065) (6.588)

BMI Group 1, n (%)

<27 kg/m2 11 (47.8) 8 (36.4) 13 (56.5) 12 (57.1) 44 (49.4) 24 (19.8) 27 (22.3) 26 (21.5) 30 (26.1) 107 (22.4)

>27 kg/m2 12 (52.2) 14 (63.6) 10 (43.5) 9 (42.9) 45 (50.6) 97 (80.2) 94 (77.7) 95 (78.5) 85 (73.9) 371 (77.6)

BMI Group 2, n (%)

<30 kg/m2 16 (69.6) 18 (81.8) 18 (78.3) 18 (85.7) 70 (78.7) 58 (47.9) 62 (51.2) 52 (43.0) 52 (45.2) 224 (46.9)

30 to <35 kg/m2 6 (26.1) 4(18.2) 5(21.7) 0 15 (16.9) 30 (24.8) 24 (19.8) 40 (33.1) 29 (25.2) 123 (25.7)

>35 kg/m2 1(4.3) 0 0 3(14.3) 4 (4.5) 33 (27.3) 35 (28.9) 29 (24.0) 34 (29.6) 131 (27.4)

Duration of Diabetes (yrs)

92




LY3298176 (2 i FRI) 2.7.3 FRIRHYA RN
tirzepatide
Japanese Overall
TZP 5 mg TZP 10 mg TZP 15 mg Placebo Total TZP 5 mg TZP 10 mg TZP 15 mg Placebo Total
N=23 N=22 N=23 N=21 N=89 N=121 N=121 N=121 N=115 N=478

Mean (SD) 5.1556 6.3629 5.0200 6.6991 5.7832 4.5595 4.8983 4.7958 45162 4.6947

(3.9604) (4.8768) (3.9558) (6.5702) (4.8846) (5.0841) (5.6121) (4.9926) (5.8687) (5.3809)
Duration of Diabetes Group, n (%)
<5 years 14 (60.9) 11 (50.0) 14 (60.9) 12 (57.1) 51 (57.3) 82 (67.8) 78 (64.5) 79 (65.3) 84 (73.0) 323 (67.6)
>5 to <10 years 5(21.7) 7 (31.8) 7 (30.4) 4 (19.0) 23 (25.8) 21 (17.4) 27 (22.3) 25 (20.7) 16 (13.9) 89 (18.6)
>10 years 4 (17.4) 4(18.2) 2(8.7) 5 (23.8) 15 (16.9) 18 (14.9) 16 (13.2) 17 (14.0) 15 (13.0) 66 (13.8)

eGFR = estimated glomerular filtration rate; FSG = fasting serum glucose; N = number of subjects in population; n = number of subjects in the specified category; SD = standard deviation; TZP =

tirzepatide; yrs = years
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LY3298176 (2 HLBEIR M)

273 [RIRIANE

tirzepatide
% 27337 HBHAAEHRUVLAKEETOAORITZHFERVUA—I 54 VEEBERFE (BEABGER) (GPGIEHER)
Japanese Overall
TZP 5 mg TZP 10 mg TZP 15 mg Placebo Total TZP 5 mg TZP 10 mg TZP 15 mg Placebo Total

N=19 N=21 N=20 N=22 N=82 N=116 N=119 N=120 N=120 N=475
Age (years)
Mean (SD) | 57.3 (8.6) | 61.3 (10.7) | 58.7 (9.3) | 56.6 (9.8) | 58.5 (9.6) | 615 (9.8) | 60.4 (10.2) | 60.5 (9.9) | 60.0 (9.6) | 60.6 (9.9)
Age Group 1, n (%)
<65 years 14 (73.7) 10 (47.6) 14 (70.0) 17 (77.3) 55 (67.1) 62 (53.4) 70 (58.8) 71 (59.2) 80 (66.7) 283 (59.6)
>65 years 5 (26.3) 11 (52.4) 6 (30.0) 5(22.7) 27 (32.9) 54 (46.6) 49 (41.2) 49 (40.8) 40 (33.3) 192 (40.4)
HbA1c (%)
Mean (SD) | 8.63 (0.85) | 8.51(0.78) | 8.32 (0.71) | 8.35 (0.73) | 8.45 (0.76) | 8.30 (0.88) | 8.36 (0.83) | 8.23 (0.86) | 8.37 (0.84) | 8.31 (0.85)
FSG (mg/dL)
Mean (SD) | 164.21 (41.61) | 160.05 (54.24) | 140.95 (37.70) | 158.00 (42.14) | 155.80 (44.52) | 162.93 (53.93) | 162.29 (52.04) | 160.27 (54.23) | 164.13 (44.95) | 162.40 (51.27)
Weight (kg)
Mean (SD) | 80.71(15.33) | 76.33(17.91) | 73.77(13.03) | 7471(10.76) | 76.29 (14.42) | 95.79(19.81) | 94.52(22.19) | 96.32(22.75) | 94.05(21.83) | 95.17 (21.64)

eGFR (mL/min/1.73m2)

Mean (SD) | 81.21 (9.99) | 78.19 (11.05) | 77.30 (12.70) | 78.00 (14.07) | 78.62 (11.99) | 86.07 (18.05) | 87.05 (18.15) | 84.12 (17.17) | 84.68 (17.83) | 85.47 (17.78)
Sex, n (%)
Male 14 (73.7) 15 (71.4) 12 (60.0) 16 (72.7) 57 (69.5) 61 (52.6) 72 (60.5) 65 (54.2) 66 (55.0) 264 (55.6)
Female 5 (26.3) 6 (28.6) 8 (40.0) 6 (27.3) 25 (30.5) 55 (47.4) 47 (39.5) 55 (45.8) 54 (45.0) 211 (44.4)
BMI (kg/m2)
Mean (SD) | 29.88 (5.06) | 27.94 (4.87) | 27.74 (4.16) | 27.35 (4.30) | 28.18 (4.62) | 33.59 (5.94) | 33.35 (6.22) | 33.37 (5.88) | 33.23 (6.26) | 33.38 (6.06)

BMI Group 1, n (%)

<27 kg/m2 5(26.3) 10 (47.6) 11 (55.0) 12 (54.5) 38 (46.3) 11 (9.5) 19 (16.0) 17 (14.2) 21 (17.5) 68 (14.3)
>27 kg/m2 14 (73.7) 11 (52.4) 9 (45.0) 10 (45.5) 44 (53.7) 105 (90.5) 100 (84.0) 103 (85.8) 99 (82.5) 407 (85.7)
BMI Group 2, n (%)

<30 kg/m? 12 (63.2) 16 (76.2) 16 (80.0) 19 (86.4) 63 (76.8) 36 (31.0) 38 (31.9) 36 (30.0) 42 (35.0) 152 (32.0)
30 to <35 kg/m? 4 (21.1) 3(14.3) 2(10.0) 2(9.1) 11 (13.4) 38 (32.8) 35 (29.4) 38 (31.7) 32 (26.7) 143 (30.1)
>35 kg/m2 3(15.8) 2(9.5) 2(10.0) 1(4.5) 8(9.8) 42 (36.2) 46 (38.7) 46 (38.3) 46 (38.3) 180 (37.9)

Duration of Diabetes (yrs)

Mean (SD)

| 12.68 (5.34) | 15.29 (5.36) | 15.47 (7.73) | 14.86 (5.30) | 14.61 (5.99) | 14.11 (8.08) | 12.59 (6.16) | 13.65 (7.50) | 12.87 (7.39) | 13.30 (7.31)
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LY3298176 (2 BUHE R %) 273 ERRAABIE
tirzepatide
Japanese Overall
TZP 5 mg TZP 10 mg TZP 15 mg Placebo Total TZP 5 mg TZP 10 mg TZP 15 mg Placebo Total
N=19 N=21 N=20 N=22 N=82 N=116 N=119 N=120 N=120 N=475

Duration of Diabetes Group, n (%0)
<5 years 1(5.3) 2(9.5) 2(10.0) 0 5 (6.1) 16 (13.8) 9(7.6) 13 (10.8) 20 (16.7) 58 (12.2)
>5 to <10 years 5 (26.3) 1(4.8) 3(15.0) 4(18.2) 13 (15.9) 18 (15.5) 37 (31.1) 30 (25.0) 26 (21.7) 111 (23.4)
>10 years 13 (68.4) 18 (85.7) 15 (75.0) 18 (81.8) 64 (78.0) 82 (70.7) 73 (61.3) 77 (64.2) 74 (61.7) 306 (64.4)

eGFR = estimated glomerular filtration rate; FSG = fasting serum glucose; N = number of subjects in population; n = number of subjects in the specified category; SD = standard deviation; TZP =

tirzepatide; yrs = years
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LY3298176 (2 HUE R %) 2.7.3  ERRMIA R ME
tirzepatide

2733313 HHHUEOHEHR
H AN & M O el o1, Efficacy Estimand O 5% FV M=,

2.7.3.3.3.1.3.1 HbAlc
HbAlc DR—R T A 9 b DEE
GPGK g
HA N T, HbALc (3 tirzepatide 5mg. 10 mg. M O 15 mg & T 5- 40 #HEFIZ—R2 T A
YINBAE T L7z, HbAle DR—Z T A b 40 s E TOZLEIL, W Lo tirzepatide
BHECTH T TR L L THEIFRICARICRE o7z (£27.33-8) . £7z. tirzepatide #f
aanc®~%x74/@%&54o HIF £ COZLEIL, EFEM & i L TRARANER TR
C WTHOEMTHERRIICERDOH LD Th o7z,

GPGI g
HANEEF TI%, HbAlc i tirzepatide 5mg. 10 mg. K& X 15 mg & TH5- 40 #EIF I _R—2 T A
YIBIRTF L7z, HbALe ON—R T A b G 40 £ TOLLEIL, W tirzepatide
HTLT 7R L CHEHFPRIICHEICRE 1 olc (F27339) , E7z, tirzepatide #f
amec®~~X74/#6&54o B E TOZLET, BEER LB L THARAERTK
C WTHOEMTHERRIICERDOH DD ThH o7z,
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LY3298176 (2 i FRI) 2.7.3 FRIRHYA RN
tirzepatide
%27338 BARAEARUVUEFAEFTO HLALCcDR—X T4 b5 40 BB FETOEILE (MITT £H. EAS) (GPGK iHER)
Treatment Baseline, Week 40, Change from Difference vs placebo p-value @
LSM (SE) LSM (SE) Baseline, LSM (SE) 2 LSM [95%Cl] &
Japanese TZP 5mg 7.79 (0.152) 5.80 (0.167) -2.05 (0.167) -2.45 <0.001
(n=23) (n=20) (n=20) [-2.94,-1.96]
TZP 10 mg 8.08 (0.156) 5.60 (0.169) -2.25(0.169) -2.65 <0.001
(n=22) (n=20) (n=20) [-3.14,-2.16]
TZP 15 mg 7.57 (0.152) 5.65 (0.173) -2.20 (0.173) -2.60 <0.001
(n=23) (n=16) (n=16) [-3.10,-2.10]
Placebo 8.00 (0.159) 8.25(0.181) 0.40 (0.181) — —
(n=21) (n=14) (n=14)
Overall TZP 5mg 7.97 (0.078) 6.08 (0.094) -1.87 (0.094) -1.91 <0.001
(n=121) (n=108) (n=108) [-2.18,-1.63]
TZP 10 mg 7.88 (0.079) 6.06 (0.096) -1.89 (0.096) -1.93 <0.001
(n=118) (n=105) (n=105) [-2.21,-1.65]
TZP 15 mg 7.88 (0.080) 5.88 (0.098) -2.07 (0.098) -2.11 <0.001
(n=116) (n=92) (n=92) [-2.39,-1.83]
Placebo 8.08 (0.082) 7.99 (0.105) 0.04 (0.105) — —
(n=112) (n=70) (n=70)

Cl = confidence interval; EAS = efficacy analysis set; HbAlc = glycosylated hemoglobin Alc; LSM = least squares mean; mITT = modified intention-to-treat; MMRM = mixed
model repeated measures; n = number of subjects in the population with baseline and post-baseline value at the specified time point; OAM = oral antihyperglycemic medication;
SE = standard error; TZP = tirzepatide
a. MMRM model for post-baseline measures: Variable = Baseline + Pooled Country + Prior Use of OAM (Yes, No) + Treatment + Time + Treatment*Time (Type 11l sum of
squares). Variance-Covariance structure (Actual VValue) = Unstructured. Variance-Covariance structure (Change from Baseline) = Unstructured. Pooled Country term was
excluded from the model for Japanese subpopulation analyses.
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LY3298176 (2 HLBEIR M)

273 WRIRAYA L

tirzepatide
27339 BARAKHRUL2AEFATO HDALCDAR—RX T4 UNLDES 408 ETOEILE (MITTEH. EAS) (GPGIiHER)
Treatment Baseline, Week 40, Change from Difference vs placebo p-value @
LSM (SE) LSM (SE) Baseling, LSM (SE) @ LSM [95%Cl] &
Japanese TZP 5mg 8.63(0.176) 5.70 (0.153) -2.77 (0.153) -1.56 <0.001
(n=19) (n=18) (n=18) [-1.98,-1.15]
TZP 10 mg 8.51 (0.167) 5.60 (0.147) -2.87 (0.147) -1.66 <0.001
(n=21) (n=18) (n=18) [-2.07,-1.26]
TZP 15 mg 8.32 (0.172) 5.42 (0.150) -3.05 (0.150) -1.84 <0.001
(n=20) (n=17) (n=17) [-2.25,-1.43]
Placebo 8.35 (0.164) 7.26 (0.139) -1.21 (0.139) — —
(n=22) (n=22) (n=22)
Overall TZP5mg 8.29 (0.079) 6.09 (0.081) -2.23(0.081) -1.30 <0.001
(n=115) (n=105) (n=105) [-1.52,-1.07]
TZP 10 mg 8.34 (0.079) 5.73 (0.081) -2.59 (0.081) -1.66 <0.001
(n=113) (n=105) (n=105) [-1.88,-1.43]
TZP 15 mg 8.22 (0.078) 5.74 (0.083) -2.59 (0.083) -1.65 <0.001
(n=117) (n=97) (n=97) [-1.88,-1.43]
Placebo 8.39 (0.078) 7.39 (0.079) -0.93 (0.079) — —
(n=118) (n=111) (n=111)

Cl = confidence interval; EAS = efficacy analysis set; HbAlc = glycosylated hemoglobin Alc; LSM = least squares mean; mITT = modified intention-to-treat; MMRM = mixed

model repeated measures; n = number of subjects in the population with baseline and post-baseline value at the specified time point; SE = standard error; TZP = tirzepatide

a.  MMRM model for post-baseline measures: Variable = Baseline + Baseline Metformin Use (Yes, No) + Pooled Country + Treatment + Time + Treatment*Time (Type I1I
sum of squares). Variance-Covariance structure (Actual Value) = Unstructured. VVariance-Covariance structure (Change from Baseline) = Unstructured. Pooled Country

term was excluded from the model for Japanese subpopulation analyses.
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LY3298176 (2 HUE R %) 2.7.3  ERRMIA R ME
tirzepatide

HbAlc @ BARE % R L 7= #BRE OEI&
GPGK #g

HARNENCIE, %5 40 I HbALc 2% 7.0%AT. 6.5%LL T, MO 5.7%ATM 2 7 - 7= #ik
FOEIEIL, WO tirzepatide FETH 7T BAREEL i L CTEo 72 (327.3.3-10) , 77,
tirzepatide #C HbAlc @ HAREA EERL L 72 #BRE OFIE1X, W o BEE T RE] & g
L CTHAANEHTEN -T2,

GPGI #g

HARNENTIE, %5 40 I HbALc 2% 7.0%AT. 6.5%LL T, MO 5.7%ATM T 72 - 7= 4k
FOEIEIL, WO tirzepatide FETH 7T BAREEL G L TEo 2 (327.33-11) , £,
tirzepatide #C HbAlc @ HARMEA B LI #BRE OFIE 1T, W o BEE T 6 EE] & ik
LTHAANEHTE T,

2.7.3.3.3.1.3.2 2 fE F 1 HEfIE
GPGK 3B
AARNEMTIL, Z2MEH BB tirzepatide 5 mg. 10 mg. M (% 15 mg # THe 5 40 #@ A C
ATAUPBIRT Le, ZERFIBEEON—2 T A b G 40 HFE TORTFEIZ, Wi
@ tirzepatide #ETH 7 TR L B L TRE o7z (£273.3-10) . F£7-. tirzepatide #EDZE
Hﬁﬁ#ﬁuﬁ1ﬁ@x\~x74’ YinH G 40 HRFE TOE L EITAEER Ll LT HARANERTK
C WTHOEMTHERRIICERDOH LD ThH o7z,

GPGI #Bk

HARNEMTIE, Z2EHR ML tirzepatide 5 mg. 10 mg. % OY 15 mg B CTH5- 40 @R 2~ —
ATA VPO Lz, ZEREMFEEON—AT A b &G 40 HFE TORTFEIZ, WTh
@ tirzepatide £ TH 7T B ARRE L Il L CRE Moz (F£27.3.3-11) , F7=. tirzepatide FEDZE
NERFIMBEE DO R— R T A b Eeh 40 s E TORLEIL, 2EEM & BARNER THEL L T
Ay

2.7.3.3.3.1.3.3 RE
BEOR—R T A UnbOELE
GPGK g

HA NS TI%, K& tirzepatide 5 mg. 10 mg. K& T~ 15 mg B T G- 40 R N—R2 T A
MO LTc, KEON—ZF 4 b 40 £ TORDEIL, W o tirzepatide #£ T H
T RRBEL L CRENoT (£2733-10) . £o, KEORX—XF 1 b EE 40 K
FCOZE MR, BERERE BARNERTHEI L T e,

GPGI #&

HA NS TI%, K& tirzepatide 5mg. 10 mg. K& T~ 15 mg BE T G- 40 HEFZN—R2 T A
MO LTc, REON—ZF 4 U b 40 K E TOJRDEIL, W o tirzepatide #£ T
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LY3298176 (2 BLBESR ) 2.7.3  FRIRAADIE
tirzepatide

TITRRBEE B L CRE Mol (£27.3311) . £/2, KEOR—RAT 1 b5 40 HEEE
FCOEEIT, &FRER & BHARNERTHELEIL T,

RERD O BIEEZ ZR LI E DEIE
GPGK #¢

AARNEFHTIE, #5400 BRFICHEER =T A b 5%LL 1, 10%A B KO 15%LL L6
D LB EOE ST, WO tirzepatide B8 TH 7 7 AR L HE L TE2 o -
(% 273.310) . F7=. WEBD O BEMAZER L ZEHRE OFGIE. WThoOBEETH A
ARNEM & BEEHTHEE L T,

GPGI &gt

AARNEMTIE, #5 40 BIFITERENR—AT A 2D 5%LL . 10%LL E, RO 15%2L F i
DLW BRAEOE AL, WFh o tirzepatide BETH 7 I B ARBEL LB L Tl o 72
(£ 2733-11) , 7=, KEBD O BEMEZ ER L -BREOEGIT, WTHLoOBEETH A
AN & LR THELU L T,

% 273310 BAANEARUVEAERTORIXREMEE OFER (MTT £RH. EAS) (GPGK

AER)

Japanese TZP 5 mg TZP 10 mg TZP 15 mg Placebo

N=23 N=22 N=23 N=21
HbA1c targeta
<7.0%, n (%) 23 (100.00) 22 (100.00) 23 (100.00) 3(14.29)
<6.5%, n (%) 22 (95.65) 21 (95.45) 23 (100.00) 1(4.76)
<5.7%, n (%) 9(39.13) 9 (40.91) 15 (65.22) 0 (0.00)
FSG (mg/dL)b
Change from
baseligne, LSM (SE) -52.6 (4.59) -54.9 (4.64) -55.0 (4.97) 14.0 (5.18)
Weight (kg) o
Change from
baseligne, LSM (SE) -8.0 (1.07) -7.0 (1.08) -8.7 (1.13) -1.7 (1.18)
Weight targeta
>5%, n (%) 17 (73.91) 17 (77.27) 17 (73.91) 5(23.81)
>10%, n (%) 11 (47.83) 6 (27.27) 14 (60.87) 1(4.76)
>15%, n (%) 5(21.74) 4 (18.18) 9(39.13) 0 (0.00)
Overall TZP 5 mg TZP 10 mg TZP 15 mg Placebo

N=121 N=121 N=120 N=113
HbA1c targeta
<7.0%, n (%) 105 (86.78) 108 (91.53) 102 (87.93) 22 (19.64)
<6.5%, n (%) 99 (81.82) 96 (81.36) 100 (86.21) 11(9.82)
<5.7%, n (%) 41 (33.88) 36 (30.51) 60 (51.72) 1(0.89)
FSG (mg/dL)b
Change from
baseligne, LSM (SE) -43.6 (3.40) -45.9 (3.45) -49.3 (3.62) 12.9 (4.00)
Weight (kg)b
Change from
baseligne, LSM (SE) -7.0 (0.52) -7.8 (0.53) -9.5 (0.54) -0.7 (0.57)
Weight targeta
>5%, n (%) | 81 (66.94) | 92 (77.97) | 89 (76.72) | 16 (14.29)
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LY3298176 (2 UKk RI%)
tirzepatide

273 WRIRAYA ML

>10%, n (%)

37 (30.58)

47 (39.83)

55 (47.41)

1 (0.89)

>15%, n (%)

16 (13.22)

20 (16.95)

31(26.72)

0 (0.00)

EAS = efficacy analysis set; LSM = least-squares mean; MAR = missing at random; mITT = modified intention-
to-treat; MMRM = mixed model repeated measures; n = number of subjects achieving target in imputed data; N
= number of patients who were randomized and received at least 1 dose of study drug, excluding patients who
discontinued study drug due to inadvertent enrollment; SE = standard error; TZP = tirzepatide

a  Logistic regression with imputation of missing data at the primary endpoint visit using MMRM analysis.

b- MMRM analysis assuming MAR

% 273311 HAAERARUV2EERTORIREEHHEEDOHER (MITT £H. EAS) (GPGI&E

55

Japanese TZP 5 mg TZP 10 mg TZP 15 mg Placebo

N=19 N=21 N=20 N=22
HbA1c targeta
<7.0%, n (%) 18 (94.74) 21 (100.00) 20 (100.00) 8 (36.36)
<6.5%, n (%) 17 (89.47) 21 (100.00) 20 (100.00) 5(22.73)
<5.7%, n (%) 10 (52.63) 11 (52.38) 15 (75.00) 0 (0.00)
FSG (mg/dL)b
Change from
baseligne’ LSM (SE) -61.2 (4.41) -59.2 (4.34) -68.2 (4.52) -46.0 (3.99)
Weight (kg)P
Change from
baseligne’ LSM (SE) -7.0 (1.31) -8.0 (1.25) -9.4 (1.29) 1.5 (1.20)
Weight targeta
>5%, n (%) 10 (52.63) 16 (76.19) 18 (90.00) 0 (0.00)
>10%, n (%) 7 (36.84) 11 (52.38) 12 (60.00) 0 (0.00)
>15%, n (%) 5 (26.32) 8 (38.10) 8 (40.00) 0 (0.00)
Overall TZP 5 mg TZP 10 mg TZP 15 mg Placebo

N=116 N=118 N=118 N=119
HbA1c targeta
<7.0%, n (%) 107 (93.04) 110 (97.35) 110 (94.02) 40 (33.90)
<6.5%, n (%) 92 (80.00) 107 (94.69) 108 (92.31) 20 (16.95)
<5.7%, n (%) 30 (26.09) 54 (47.79) 73 (62.39) 3 (2.54)
FSG (mg/dL)b
Change from
baseligne, LSM (SE) -61.4 (2.55) -67.9 (2.55) -67.7 (2.64) -38.9 (2.49)
Weight (kg)P
Change from
baseligne, LSM (SE) -6.2 (0.58) -8.2 (0.58) -10.9 (0.59) 1.7 (0.57)
Weight targeta
>5%, n (%) 62 (53.91) 73 (64.60) 99 (84.62) 7 (5.93)
>10%, n (%) 26 (22.61) 53 (46.90) 60 (51.28) 1(0.85)
>15%, n (%) 8 (6.96) 30 (26.55) 37 (31.62) 0.00

EAS = efficacy analysis set; LSM = least-squares mean; MAR = missing at random; mITT = modified
intention-to-treat; MMRM = mixed model repeated measures; n = number of subjects achieving target in
imputed data; N = number of patients who were randomized and received at least 1 dose of study drug,
excluding patients who discontinued study drug due to inadvertent enrollment ; SE = standard error; TZP =

tirzepatide

a  Logistic regression with imputation of missing data at the primary endpoint visit using MMRM analysis.
b- MMRM analysis assuming MAR
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2.7.3.3.3.1.34 AVR) UERAE (GPGIERERDA)
R—=RATA

AANERTIZ, R=Z2F7A4 L TOA LAY v ZIUX0 1 B EHEREIL, tirzepatide 7
LT Z2RHETHRETCH-T- (£273312) , R—=RATA L TOA LAV TITALFD 1
AR RIE, AR & i U THARANER TO R0 o 7edy . ZHUIERE OB LD 60

LEzZ6ND (5527333.1.25H) |

B 540 BB

AARNEMTIZ, ARV TIAF00 1 AEEFEREOR—R T A4 Vinb . 40 ik E

TOHMPRIL, WD tirzepatide B TH 77 BAREE L Ll L CTHRHZIIICA RIS o 12
(£273312) , A AV ZIAX0 1 HYEEFEHEIX, tirzepatide 5 mg A Clda THIN
L7273, tirzepatide 10 mg &% OF 15 mg % Cidfe 5 40 BIEFICR— R T A Vbl Lz,

ARV TIAXrD 1 HEHFHBEOR—R T 4 onb s 40 @R E TORLRIT,
tirzepatide 10 mg B> A AR NS TR U7z — 5 CRAER CIIHEM L7=23, tirzepatide 5 mg &z Y
15 mg FECIE AR & BARNER & TREBD AR TH -7,

KE 1 kg H720 DA 2V AFHEITREEN & AARNEN & TRERBEWNTZRL, GPGI A
BR DR EF OFINEDORE R A A ARNEMOFMIZ AN D Z & IFBER VB 2 b,

% 273312 BARAEFARUVEAFEERTODA VR TSILX00 1 BEYFRAENDR—RS
Ao BLERE 40BR/FFETHOEILE (MTTEMH. EAS) (GPGIRER)

Parameter TZP 5 mg TZP 10 mg TZP 15 mg Placebo
Japanese N=19 N=21 N=20 N=22
IU/day
Baseline >Week 40 25.6 > 28.2 275> 22.6 232> 228 26.7 > 46.0
ggi\r/megeekl;rom baseline at 23 32 28 20.1
Percent change from 9.1 -12.4 -11.0 78.01
baseline at 40 weeks (%)
Percent change
difference from placebo -38. 7 -50.8### -50.0### _
at 40 weeks (%), (-52.5, -20.9) (-61.7, -36.8) (-61.2, -35.5)
Estimate (95% CI)
1U/kg/day
Baseline >Week 40 0.32>041 0.37>0.34 0.32 > 0.35 0.36 > 0.60
fg%;‘g’:kzrom baseline at 0.07 -0.01 0.00 0.26
Percent change from o
baseline at 4gweeks (%) 19.8 24 11 75311t
Percent change
difference from placebo -3L.7# -44 3 -42 3% B
at 40 weeks (%), (-49.1, -8.3) (-58.2, -25.9) (-56.9, -22.8)
Estimate (95% CI)
Overall N=116 N=118 N=118 N=119
IU/day
Baseline > Week 40 34.3> 376 320> 35.7 35.0> 294 32.9-> 58.8
Change from baseline at 4.4 2.7 -3.8 25.1
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Parameter TZP 5 mg TZP 10 mg TZP 15 mg Placebo
40 weeks
Percent change from 13.0 8.1 114 75 Ot
baseline at 40 weeks (%) ' ' ' '
Placebo-adjusted percent
-35.4### -38.2### -49 3
change at 40 weeks (%) : ) : i : i N/A
(95% CI) (-46.0, -22.8) (-48.3, -26.1) (-57.7,-39.4)
1U/kg/day
Baseline > Week 40 0.37 > 0.43 0.35>0.43 0.37 > 0.36 0.36 > 0.62
Change from baseline at
40 weeks 0.08 0.07 0.00 0.26
Percent change from s
baseline at 40 weeks (%) 2097 18.011 0.0 2.3t
Placebo-adjusted percent
-29.8### -31.0%## 42,0
change at 40 weeks (%) N/A
(95% CI) (-41.1, -16.4) (-42.1,-17.7) (-51.4,-30.7)

CI = confidence interval; EAS = efficacy analysis set; mITT = modified intention-to-treat; MMRM = mixed
model repeated measures; N = number of patients who were randomized and received at least 1 dose of study
drug, excluding patients who discontinued study drug due to inadvertent enrollment; TZP = tirzepatide

Note: MMRM analysis

Note: Shown are the estimated means.
# nominal p-value <0.05, ## nominal p-values <0.001 versus placebo, not included in graphical testing

procedure.

+1 p-value <0.01, +++ p-value <0.001 versus baseline.

2733314

BAAKHRUEHKEEN

~ /8

b fF

DN f=FHERO—EMEIZ DO TORE

HARANNZIN L. GPGK & OY GPGI #ER Tix, AN DFEFHFRVRRE R N — R T A R BRFELS
DUVNT, PERIL RE, KUY BMI TRIRER & HARNER & TR 2 AR
NOFER T H R &Y BMI X HbAle ZLEICHOWTE G E O BEERANGRD bR 722
& (% 27333H) b, BEEME BARNEROF DR RO —EVEE TS 5 72 I [BE
ERDEBNTII RN EEZ Z BT,

HARNEMTIX, HbAlc, {AE, K& UOVZENE RF AR

R BV N

T2V THOFMEEE T 77 B ARRE

& i L C tirzepatide HE CHZN R RAEF O TR Y | B L REROBMAFRD b/,

LEDZ Lnik,
oo LT,
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2734 HERZE - BE(CET 2BRKEHROEHR
27341 HERE%-H=
T2DM B %75 tirzepatide D FiE N OV &E () #LUTOEED L LT,

<HEL I EZR >

BE. KA, FUEBARFRELTHLRBIEmg Z/RsHESE L, K TFERT 5, 2720, #
1 25mg 2 BRAG L., 4EEEREG L%, #H 1 5mglli&EdT 5,

¥, BEOWRREIZG U CGEETHET 228, # 10 5mg THORA o724, 4 EELL LD
Mg CT25mg T OHETES, =770, AHAETE 1R 15mgETET 5,

27342 HERZERUVAZOHRTERR

273421 HEIHEAROBERUVHAEDHRERRL

%5 3 AR & L CHEMi SNz GPGO. GPGP, GPGK, &' GPGI ik T tirzepatide ™ Fv: &

OHEIL, UTFICESERE LT,

o  FHIDOEHFAB THE LN T2DM B TOHRME, ZaMERORENE (BGREa EEHL
CEL.D, WeM:, TH] ) 75—
>  T2DM B K ORI E 2 55 & L7-Wshes LAk (GPGA Bk [# 2.7.6.6 TH] )
> T2DMEFEZ X4 & L7-ENE 15 (GPGC ik [4 2.7.6.11 ] )
> T2DM HBF A x4 & L7cygsh e 2 Fiakliz (GPGB 7k (55 2.7.6.12 ] . GPGF 7l

(%5 27.6.131H] ) |
e GPGA, GPGB, MONGPGFiBrDT — & # W\l & — KnE7 /v (5 5.3.35.11H)

Al 2 LU ISR,

GPGA. GPGB, MU'GPGF#ERTIL, B3R T I 2 KHE TH 5 tirzepatide 15 mg
FTOHBEEZMRFTLTZ, ZO/RE, 2o 0RERT, tirzepatide 15 mg F TOHIME K O 2MEN
MR Sz, £72. GPGB KU GPGF ikl 4 & L 7oA EIC B4 2 IR & — SOSHRHT Tix. 5
3HHRBRTHEH T2 TED tirzepatide 5mg, 10 mg, KO 15 mg OHERFH E 7T T HbAlc DI
TEMEEOBAN TR S, b OHEOZEEN RSN (£2736-1) .

GPGB 5% TIZ. tirzepatide 5mg., 10mg, & 15mg ORI ETT =7 7 vF K 1.5mg ([H
WAERE) % EElD HbAle DR TR OMKE DA NRD B2 b OO, tirzepatide 15 mg Tid7
27 7 0F R 15mg TR, M, ROVFHORBEFI G2 E <, GPGB i CHW- A&
WiHgvE (R 2.7.34-1) 1%, BBEAEAEFERZ+2ICMAONLbOTIIRVWEEZ X bR, —
J7. 327342 (R T HEMIEEZ A L2 GPGF iREBROFE /5. GPGB iR & OB/ b
WICIXRAR S D OO, WitdiEz /S L, Wil E ColMa2 R 3252 & T, AREMN M L
THMEEPRE SN, + 2T, GPGA B Part C, GPGB itBR, K1} GPGF iR T2DM B
OFEREFA LB BEEAHERS (CEO, RM:, TH) (ISR 2BE R — RNEITIC RS x|
BB EORBLZBINT 5 L VR HEWHEZRET HZ L & L,
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BB E R GCETAREE - EET AV ERAWEY I a2 b—2 3 U ORER, tirzepatide
2.5mg ZBIAAE L LT 4T 25 mg T oM+ 5 Z & <, HBEEEAEFLICHT AR
PEDS B L, 1 BdH72 OFL, g, KO TRIOBBRENE PN 2 2 L nrnm@eaIniz, Lk
23>, GPGK K& U GPGI ikl Tl Z o &l ik 285 L=,

F7o. AARANT2DM EETIE, 5 3MHRBGHERF, DITO LB HERENLELRD L7
RIEZEDTBD TV Rho T,
o HESRIF OTZWIENE K OVEHRIEEHT B AR L WK TR 72 2213 e hr o T
. Tirzepatide R THRE LTe & & @O PKKONPD I HARANKLOYME A T2DM B OF T 72
EWIIRO bRz
o [HWNE 1R TH D GPGC kbR T, tirzepatide 15 mg F THO e K OVEEM: A e R
. FMEA T2DM B L it LT H AN T2DM BB ITEA D272 2V OB &ITERD B h
7 (% 2.7.6.111H)
L bXv, BHAANT2DM BETHUES & RO FIER O & T 3R Z Eid 5 2 L3
REL & %, [EFRILFEE 3HRBR CTH 5 GPGK KUY GPGI RBRICSINT 5 & & biT, RO &
HEERWT, BN 3R TH 5 GPGO K& U GPGP ik % it L 7=,

% 2.7.3.4-1 GPGB 8 TH\ = tirzepatide O A2 #i1E%

Al
\ =rTey
G 5 O~ SIS 5 9~ Y # 5 61 #T%Efﬂ;ﬁ%ﬁ
Ju
Tirzepatide 1 mg #f 1 mg 1 mg 1 mg
Tirzepatide 5 mg #f 5mg 5mg 5mg
Tirzepatide 10 mg ## 5mg 10 mg 10 mg
Tirzepatide 15 mg #f 5mg 10 mg 15 mg

Note : f@EMNTIZ. HSREOHFHEZ RLTW5S,

% 2.7.3.4-2 GPGF iRE& TH U = tirzepatide ) F £ #iis%

P -1
G B HO~LN | #h o~ | #h e~ | ) S
HHWE T
Tirzepatide 15 mg-1 #¥% 2.5mg 5 mg 10 mg 15 mg
Tirzepatide 15 mg-2 ## 2.5mg 2.5mg 7.5 mg 15 mg
Tirzepatide 12 mg #f 4 mg 4 mg 8 mg 12 mg

Note : MEHMNTIZ, FREOMEFHELZ RL TV 5D,

273422 HERERVHAEOHRTERILLLGLHHER
GPGO. GPGP, GPGK, KU GPGI B SL, tirzepatide 5mg, 10 mg, K& TN 15 mg OA Zhi4:
BRI R T a7 7 A VPRI, BHRRXRXT7 4y b VAT T 77 A VRRD L
hk_&#%\%3mﬁ&fmwtm&&oﬁgﬂ%%mgkLTL@f%ékﬂMLto_@
MEROCHEPHERE SN D Z L%, BREEE— USRI ORE RN 6 BT bk (5 2.7.23.13
H) o HESEAEROHBEOBRERI L 2 D8R %2 AL P LICBL FICERNT 5,
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ENE 3HRBROMB R

GPGO B Tlx., FEFHMMIER TH 5 HbALc DN—RA T A b Hh 52 £ TOELEIZ
DN, ZHEMEOFIED S & T, tirzepatide5 mg, 10 mg, M N15mg#EDT = 7 7 /LF R 0.75 mg
BEICKRH A EBMEN RSN (O F v h p<0.001, 55 2.7.3.2.1 ) , & HHEDK tirzepatide
5mg BT H-237T% L RN EMROH HX—AT7 A4 VLK TFRRO LN (T 2T 70T K
0.75 mg BEIZ X957 [95% CI] @ -1.09% [-1.27,-0.90] ) . F£7=. HbALc DRX—R T A LN D
1T &I tirzepatide D HEDNmWIE ERZ o T2,

KEOR—2T A4 Uinb#Eh 52 il E TOBLEIZONWTH, ZEEOTHEDO L & T,
tirzepatide 5mg, 10mg, & O 15mg BEDOT = 7 7L F K 0.75 mg BRIk D EEMEV R Sz

(Wb p<0.001, % 2.7.321 HH) . 2O, DL I RTREIRGHIEE CTH 7 27 7 VF R
0.75 mg £f & Fhifs L C tirzepatide 5 mg, 10 mg, M OF 15 mg B CREFHFERIZR A B ZNRD BT,
F 7o, tirzepatide DHEREWVIZE, DLFOZELEXITEIGNRKE o7,

e HbAlc ® HEfE A4 =Rk L 7o #kirE oFlE (55 2.7.3.3.2.11H)

o ZHEIFMIFEDN—AT A b G 52 K& ToZE (5 2.7.3.3.2.21H)

o KEOHEAER LoiE 0FlE (55 2.7.3.3.24 1)

GPGP B CIIXHERIIRE L TW Wb o, #5521 KD HbALc I3 tirzepatide 5 mg, 10 mg,
KOS mg#ECR—2 T A DR Lo, &b HEDKW 5 mg#E T 4-2.57% & EFIRAIICEHD
HLERX=ATA U NIRRT REDOONT, £/, HbAlc ODX—ZX T A b DR T &%
tirzepatide D HENREHWIE E R E o7z, MMOFMEH ¢ GPGO B DfER & —BE L Tz,

GPGO KO GPGP iEr DL EME7 0 7 7 A MIBBLREHTH-o7- (8 2.7.6.19 THEOVFH
2.7.6.201H) .

E BRI R 3 HHRBRDKER

GPGK K U GPGI 5B DA Tk, FEFHMEHEHE TdH 5 HbALe DRX—RA T A b5 40
ERE TOBLEIZOW T, ZEMEOFREDO L LT, tirzepatide 5 mg, 10 mg, K& 15 mg B0~
TR RBECR T DS R SN (DT h p<0.001, B 2.7.3.2.3 THE O 2.7.3.24 TH) ,
HHEORV 5mg HETH-1.87% (77 BABECKIT 252 [95%CI] : -1.91% [-2.18, -1.63] )

(GPGK #lR) K r-2.23% (77 B AREHCxT 578 [95% Cl] : -1.30% [-1.52, -1.07] ) (GPGI
HER) L ERRIICERDH D N— 2T A NG DI FARD b,

KEOR—RAT A4 6L 40 BEETOBLEIZOWVWTH, ZEMEOREDO L & T,
tirzepatide 5 mg, 10 mg, KX ON15 mg#tD 77 B AR 2 EBMERN R S 72 (Wi p<0.001,
% 27323 KON 27324 1) , TOM, LUFITRTREIKEHIEE TH 77 B AREEE i L T
tirzepatide 5 mg. 10 mg, K O% 15 mg BE CHEFHEMI B BEZEZNRD bz,

e HbAlc ® HIRAE Z Rk L 7ok oFlIS (5 2.7.3.3.2.11H)

o ZEERFMIFEDON—Z T A b 40 £ TOZ bR (5 2.7.3.3.2.21H)

o REOHEMEZEN LA OFIG (5 27.33.24 1)
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GPGK KX GPGI #REr DL LT a7 v A VBB RBITho7- (5 2.7.6.14 HRL O
2.7.6.181H) .

$72. GPGK K U* GPGI iR D H AR NEMOFZMEITRREN L —H L THkY (55 2.7.3.33.14
H) . AAANEMNESEEROZEET T T 7 A VICEERICRIBE L 725 X 5 2 EE 25O TR
DHNRD o7 (5 2745147H) Z & 5 3MHRERO HARAKOSMEAO PKITHEEL L Tz
(36 272312 H) Z b, 5 3FHRBR CTHWHELOHAEZ AAAN T2DM B2 b6 9
HZ EFRYBThHLEEZ LN,
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2735 SROEE. MEMHE

Tirzepatide DN E-DOFHFE 1L, 5 52 HEE £ TOHLMEK VeV 2 L7- GPGO & T GPGP
FRER DRE RN HD T FAM L7,

GPGO K1 GPGP ikBR Dt T/ 5 tirzepatide D 1 [B# 5 TR ST ARIMEDS 52 8 [EI#ERF
T 52 LR ST,

EfiomiE=ay ba—iu

GPGO K " GPGP #Al#% Tld, HbAlc I tirzepatide 5 mg, 10 mg, KON 15 mg #E TG 4 FEFH>
O N L7z, HbAlc D= T A b OK T EIE, WO tirzepatide #E T H 5 24 HIKFIZ
BBehmkKIZR, &5 52 HkE THEFF S (K2.73.2-2, X2.73.2-6) ,
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