Protocol HOX-MC-GBGE(b)

A Randomized, Paralledrm, DoubleBlind Study of Efficacy and Safety of Dulaglutide W. 'n
Added to SGLT2 Inhibitors in Patients With Type 2 Diabetes Mellitus

NCT02597049

Approval Date: 28Var-2016



H9X-MC-GBGE(b) Clinical Protocol Page 1

Protocol H9X -MC-GBGE(b)
A Randomized, Parallel -Arm, Double -Blind Study of Efficacy
and Safety of Dulaglutide When Added to SGLT2 Inhibitors in
Patients with Type 2 Diabetes Mellitus

(AWARD-10: Assessment of Weekly Administ Ration of
LY2189265 in Diabetes 1 10)

Confidential Information

The information contained in this protocol is confidential and is intended for the use of
clinical investigators. It is the property of Eli Lilly and Company or its subsidiaries and
should not be copied by or distributed to persons not involved in the clinical investigation of
dulaglutide (LY2189265), unless such persons are bound by a confidentiality agreement
with Eli Lilly and Company or its subsidiaries.

Note to Regulatory Authorities:  This document may contain protected personal data
and/or commercially confidential information exempt from public disclosure. Eli Lilly and
Company requests consultation regarding release/redaction prior to any public release. In
the United States, this document is subject to Freedom of Information Act (FOIA)
Exemption 4 and may not be reproduced_or otherwise disseminated without the written
approval of Eli Lilly and Company or its subsidiaries.

Dulaglutide (LY2189265)

Study HOX-MC-GBGE is a Phase 3b, randomized, double-blind, placebo-controlled trial that
investigates the effect of the addition of once-weekly dulaglutide 1.5 mg or 0.75 mg to
SGLT2 inhibitors, with or without.concomitant use of metformin, on change from baseline in
hemoglobin Alc (HbAlc)at 24 weeks in patients with type 2 diabetes mellitus.

Eli Lilly and Company
Indianapolis, Indiana USA 46285

Protocol Electronically Signed and Approved by Lilly: 29 July 2015
Amendment (a) Electronically Signed and Approved by Lilly: 21 August 2015
Amendment (b) Electronically Signed and Approved by Lilly on date provided below.

Approval Date: 28-Mar-2016 GMT

LY2189265



H9X-MC-GBGE(b) Clinical Protocol Page 2

Table of Contents

Section Page
1. PrOtOCOISYNOPSIS. .. .ceiiiiiiiiieiiiiitti oottt eeere e e e e e e e e e e e e e e e e anaesaaeaeeeeeaaees 9
P2 [ 01 (o o [ Tox 1 o] o S0P PPPRN 12
722 I = 7= Tt | 11 o 13
2.2.StUAYRALIONAIE. ........ceeiiiiiiiie e e erres s e e e e e e e e e e e e e e sfaeee e e e e danees 13
3. ODbjectivesaNdENCPOINTS........cccoviiiiiiiiiii i e e e e e e e s seenssnse s s e eeeeeeeeseabae e s ndanse 14
S U0 Y D=2 T | PSP e DS 16
4.1.0verview Of STUAYDESION......ccoiiiiiieiiiiiiiiimmme e eeenne g e eade e e e 16
4.2.End of Trial DefiNItiON ......uiiiiiiiiii e eee i e bmian e 18
4.3.Scientific Rationale for StUAPESION........uuueiiiiiiie e e e as b eeneeeeeeeeas 18
4.4, JUSHIfICAtIONTOr DOSE.......uiiiiiiiiiiee e e et nmmedian e e e sn e e e e e annne s 19
4.5.BENEfit/RISKASSESSIMENT. .....uuiiiiiiiieeiii e e e e e seah e saadan e eeeesaesaeeeereeerernaeeeenan 19
5. StUAYPOPUIALION......uuiiiiiiiiiiiiiiiiii e BBt emb e e e e e e n e e 20
T [ Tod [V (o] IO | (=Y = e TR 20
I (ol [V (o] T O | (=1 = VP 22
T A Tox =T o etV LU =T P 24
5.4 Lifestyle and/oDietary ReqUIrEMENTS.........itiueeeeeiiiiiiiieees e eeme e 24
T I (== 11 01T o O S PP STPRRPPRt 25
6.1.TreatmentAdMINISIEIEA.......¢ee.uidie e bt ceeeie et e et e e e e e e e eaa e e e eeeesaan 25
6.2.Method of TreatmentASSIGNMENT......cco...uvueiiiee e eeer e 26
6.2.1Selection and TiMINGT DOSES...........cooiiiiiiiiiieeee e 26
6.2.1.1.  Dulaglutide oPlacebdnjections...........ccccuuiiiiiiiiiiieeriiiiiie e 26
LIRS =] [T 11 o P PPPPUPPRRTR 26
6.4.Packagin@ndLabelling...............iiiiiiiie e 27
6.5.Preparation/HandliNg/StOrage. ............uuuuuuiiii i erree e e e 27
6.6.D0SEMOAIfICATION. .......ceeveiieieii e e et eeeeee et e e e st e e e esaeeeesbmneeees 28
6.6.1SpecialTreatment CONSIAErationS...........coueeiieiiiiiiiccc e 28
6.6.1.1. . _Standards oMediCalCare...........ccooeieiiiiiiiie i ceeeee e 28
66.12. Management of IncreasétypoglycemiaRisk..................ouvvvuiiiiicreernnnnnnne 28
6.6.1:3. Management of Patients with Sevdreysistent
Hyperglycemia during th€reatmenPeriod.............cccoeeeviieieiiieccicicceeeeeeen. 30
B.7.TreatmentCOMPIANCE...........uiiiiiie e e e e e e e e e 30
RN @do] aeTe] o T v=Tal N I 01T 7= o Y U 30
6.8.1AntihyperglycemiaMediCationsS. ........ccooiviiieeiiiiieeieeee e eeme e 31
6.8.1.1. Allowed Concomitant OAMS.........ooiiiiiiiiiiie et eaans 31
6.8.1.1.1. SGLT2 INhIDItOrS.....cceiieiiiiieeeeee e 32

LY2189265



H9X-MC-GBGE(b) Clinical Protocol Page 3

6.8.1.1.2.  MEetfOrMIN...ccceiiiiiiiiiiiiie e eeeer e 33
6.8.2Medications that PromoM/eightLOSS . ......uuiiiiiieeieee e 34
6.8.3SyStEMIC GIUCOCOIMICOIAS .....uuviiiiiiiiiiiiiii ettt 34
6.8.4ANtihypertensSivAVIediCatiONS. ..........uuuiiiiiie e reer e 35

6.9. Treatment afteBtudyComPIEtiON..........coiiiiiiiiiieme e 35
6.9. LCONTNUEAACCESS ....ceiiiiiiiiieee et rees bbb e e e e e e e ena 35
7. DiSCONtINUALIONCIITEIIAL ...evvveiriiiieiee e e e e e e e e eeeeeees e e e e e e e e e e eeeeeeeinnneeeeeeeeeeeee e dibnenenns damene e 36
7.1. Discontinuationfrom StudyTreatMment...............uuuuiiiiiiieeeeierii e Sa i et 36
7.1.1Permanent Discontinuation StudyTreatment................uvveeinsieeesd@iadbennnnn i 36
7.1.2Permanent Discontinuation from tBeudy.............ooovviiiiiiiiiiccne e e st 37
7.1.3Temporary Interruption ddtudyTreatment.............ccoovvvviiviideneeeeeeeee e dbnnnns 37
7.1.4.  Discontinuation of InadvertentignrolledPatients............cccueeeveiiiiiccceeeenn. 37
7.1.5Patients LOSto FOIOW-UP.........ooooiiiiiiiiiiiiieees b fhr it cesai b 38
8. Study AssessmentBId ProCEAUIES.........uuuiiiiiiiiiiieieetabee et e 39
8.1. EffICACY ASSESIMENTS. .. .coiiiiiiiiiiiiiiiittieadii et ksbeeeeeeestaseesesbeseeeeeeeeeeeaeeeeesemmees 39
8.1.1Primary EffiCaCYASSESSMENTS. .....uuuiiiiiiiiieeee it et ettt e e e e e e e e e e e amme e e e e e 39
8.1.2S5econdarnEffiCacy ASSESSIMENTS ..dtir iiiiiieeei it 39
8.1.3EXPIOratOryASSESSMENTS ....cceiiiiiisieia i meee e e e e e eeeea bbb e e e e 39
8.1.4Appropriatenessf ASSESSMENTS. huiiiiiiii i e 40
8.2, AQVEISE EVENLS....oeiiiiiiiiiii i eecethe e e e de e e e e et e e e eeennee e e e e e e eaeeeeeeeetessssnnmmmeeeeeennnne 40
8.2.1SEriOUSAUVEISEEVENTS ... ittt ittt ee e e e e e e eeeeisee e e e e e e e e e e e e eeeennneeeeeeeeaeeeeeeeeneend 41
8.2.1.1.  Suspected Unexpected Seridut/erseReactions.........cccceevveeeeeeeevieeeecennnns 41
8.2.2Adverse EVeNntSf INTEIBSL. ... .o i erenr e e e e e e 42
8.2.2.1.  HypoglycemiaandHyperglycemia..............oooiiiiiimiimmmnssiiiiiiie 42
8.2.2.2.  PanCrealitiS...... ot eeuuuerreniiiiisieeeeiiiiininee s e e e e eeeessmnmsnnseneeeeeeeneeneeenens 42
8.2.23. C-Cell Hyperplasia an@-CellNeoplasms...........cccceevvvvviviiieenneeeenn. 43
8.2.24. CardiovasCUlAEVENTS.........uuiiiiiiiee e eeeeeeeee e 44
8.2.25..  ReNAI BVENLS......iiiiii e 44
8.2.2.6. Allergic/HypersensitivityReactioNnS...........cccccviviieiiiiieeseiiiieeeeeeeen 44
8.2.3CoMPIaINtHANGIING ...ttt 44
8.3. TreatMenDf OVEITUOSE. ..........oevueieiiiiii ittt s e e e e e e e e sneesaa e e e e e e e e e e e eeaeeeeeesanees 44
8.40  SAMBLYASSESSIMENIS. ...ciiiiiiiie ettt re e bbbttt e e aner e e 44
8.4 LEIeCtroCardiOgramiS........cooiiuiiiiiiiiiiiieeeiieb ettt et e e e e eeee e et e e e e e e e e e e e e e e e e e 44
84.2Blood Pressure andeartRate..............ooooiiiiiiiiieeee e 45
S ] = o Jo = 0] V] I =2] K SO PP PPPPPPPRIY 45
8.4.4Body Weight and BOAWIASS INAEX..........uuuiiiiiiiiiiiiiiieeeiiieeeeeeee e 45
8.4.5SafEIYMONITONING ... uuutiiiiiieiiiei ittt rmmme e bbb aeeas 45
8.5.  PharmacCOKIN@UICS ... ..uiiii i e eeeeeee s e et ernnnnnnend 46

LY2189265



H9X-MC-GBGE(b) Clinical Protocol Page 4

8.6.  PharmacCodynNamliCsS. .......oooiiiiiiiiiiiiiieeee ettt eeraanna 46
G T © 1= o = 1o F PP PPPPPRPPRTN 46
8.8, BIOMAIKEIS ...t an e e e e e e aens 46
8.9.  HealtNECONOMICS... ..ottt ettt e e e e e e e e e e e e e s s e e e e 47
9. Statistical Considerations alBBtaANAlYSIS...........c.oovvvviiiiiiiiimre e eeereend 48
9.1. Determination 0BamMPIESIZE..........coovviiviiiiiiii i eeenrenn it 48
9.2. GeneralStatisticalConSIderioNns.............oooviiiiiiiiiieeers e e dabee e 48
9.3. TreatmenGroupComparability.............ueeiiiiiiiiiiiiiman e S 50
9.3.1PatieNtDISPOSITION.....ceiiiiiiiiieeee et enee e R 50
9.3.2Patient CharaCteriStCS. . ... i mene e e 50
9.3.3C0oNCOMItANT TREIAPY.....ceiieeeeeiiiiiiiii et e e e e e e e e e e e e e eneeeadanaeas 50
9.3.4TreatmentCOMPIANCE.........ceiiiiiiiiiiiee et s 50
9.4. Primary and SecondaBnalySes..........ccoooviiiiiiiiidhceeefoniiiis it iatbe e e 51
9.4.1Primary Outcome MeasuBsdANAIYSES............. it iobdbimeen e 51
94.1.1. Additional Analyses of th@rimaryOutCome..........iis..cooeeiiiieiieeenn. 51
9.4.2Secondary Outcome MeasuBBFBIANAIYSES .. iiiun.iiie e e eceeeiee e 51
0.5, SAMELYANAIYSES ... ittt mdn bbbt rare ettt ettt e e e e e e e e e aaar e e e e e e as 52
9.5.1StUdYDIUG EXPOSUIE......coiiiiiiii e hae e eeeess b e e e e e e e e eeas 52
O.5.2A0VEISE EVENIS.....ciiiiiiiiiiiiiiiiee fereniiie it bae et e e et e e e e s eeet et e e e e e e e e e e e e e e e e s e s s s s nmmne s 52
9.5.3HYPOgIYCEMICEPISOUES. ......ceieee b e e e e e ere e e e e e e e e aeeees 52
9.5.4HYpPerglyCemMiCEPISOUES. ... i ettt 53
0.5.55PECIalSATELYTOPICS. 1o ieet sl dt it ee ettt eeena bbb e e e e e e e eeeas 53
0551,  PancreaSafelyi. ... e 53
955.2. Cardiovascular Safety............cccoeeeeeeeiiiieeeiiici e 53
955.3.  Thyroid Safety. i oo 53
9554, ReNAISAIBLY...clri i iiii i 53
9555.  Allergic/HypersensitivityReactioNS...........ccvvvviiiiiiiiiiieeseiiiieeeeeeee 53
0.5.6LabOratOrYANAIYIES. .......uuiiiiiiiiiiiii ittt 54
9.6. Pharmacokinetic/PharmacodynamiBalySEsS..............uuuiveiiieeeeceesiiiiiiese e e e eeeeeeeen 54
0.7, OMherANAIYSES......ooiiiiiie et ee et e e e e e e e e et eeeennaaes 54
0.7. 1 SUDGrOUPANAIYSES ... .ttt a e e e 54
9.84 INTEIM ANAIYSES. ...ttt 55
10. StudyGovernanCe&oNSIAEIAtIONS .......cciviviveeeeeieiiiimmme e e e e eeeeeerenna e e e emeessnnnn e e e eeeeas 56
10.1. Regulatory and Ethical Considerations, Includingrifiemed
CONSENT PIOCESS. .. .ceiiiiiieeieeit e eeee e e ettt e e e e e et smeea e e e e e eet e e e e e eeens s e e e e 56
10.1.1.  INFOrMEACONSENL.....eutiiiiieii et eee e e e e e e e e eeeeeeeenes 56
10.1.2.  EthiCAIREVIEW.....uueeiii ettt 56
10.1.3. RegulatoryCoNSIAEratioNS. .......cuuviiiiieiieeiie it es e 56

LY2189265



H9X-MC-GBGE(b) Clinical Protocol Page 5

10.1.4. InvestigatonnfOormMation...........oooiiiiiiiiiiiiieeee e 57
10.1.5.  ProtOCOISIGNAtUIES.........coiiiiiiiit et eee e e e e e e e e e e e e e e 57
10.1.6.  Final REPOI SIQNATUIE........ciiiiiiiiiiieeee et 57
10.2. DataQuUality ASSUIANCE........uuuuuueiieeeeeeeeeceeeiniaase e e e e eeeeeeeeeeesaneesaaaaeaaeeeaeeeesesnnsnnnnnn 57
10.2.1. Data Capture SYSTEIML......uuiiiiiiiii it eeirrmreir e et e et rrees e er e eai e eenaeeesd '
10.3. Study andSItE CIOSUIE.......uiei i e eeee et 58
10.3.1. Discontinuation oBStUdYSItES........cooviiiiiiiiiiiieeeeeee s s e 5
10.3.2. Discontinuation othe Study.............cooviiiiiiiiiiiccci e 5
11, RETEIENCES ... .uuiiiiiiiiiiiiiiiiiteceeeiiiiiteee et e e e e e e ssmreeeeea e e e e e e e e e e s s s s s e s s 59

LY2189265



H9X-MC-GBGE(b) Clinical Protocol Page 6

List of Tables
Table Page
TableGBGE.1. ObjectiveSandENAPOINTS.........eiiiiiiiiiiiiiieii e eeee e 14
TableGBGE.2. Study Treatments ar@@oncomitanMedications..............cccccceeeiiivieeee el

Table GBGE.3. Required Doses of Concomitant SGLT2 Inhibitors and Metformin
Study GBGHor Patients Already Usinghese Agents.........<0n...... NG )

LY2189265



H9X-MC-GBGE(b) Clinical Protocol Page 7

List of Figures
Figure Page
Figure GBGE.1. lllustration of study design for CliniPabtocolH9X-MC-GBGE................ 16

\ 4

\
o

x<

LY2189265



H9X-MC-GBGE(b) Clinical Protocol Page 8

Appendix

Appendix1.
Appendix2.
Appendix3.
Appendix4.
Appendix5.
Appendix6.

Appendix7.

Appendix8.

LY2189265

List of Appendices

Page
AbbreviationsandDefiNItIONS...........oooiiiiiiiii e 62
SChedulef ACHIVITIES. .......ooi e 65
Clinical LaboratoryTEeSES........uuuueiiiiieeee e eeceeeiicee e e veene e e dona e 70
Hepatic Monitoring Tests fofreatmertEmergenAbnormality................... 72
Sampling SUMMATY.........cooiiiiiiieeeieiieeee e e e eeeeeeeeeeene @880 e et e O
Protocol GBGE World Health Organization ClassificatioDiafbetes
ANADIAgNOSHCCIIEIIAL ... vvvvvvieiiiiiiee e s e e e et e e e e e e e emmesadene e e e eeaaaeas 74

Protocol GBGE World Health Organization Standardized Protémols
the Measurement of HeigahdWeight.c......bc..de i 45

Protocol Amendment HR¥MC-GBGE(b) Summary A Randomized,
ParalletArm, DoubleBlind Study of Efficacy and Safetyf
DulaglutideWhenAddedto SGLT2Inhibitorsin Patientswith Type2
DiabeteIVIEIIITUS. ... e rr e e 76



H9X-MC-GBGE(b) Clinical Protocol Page 9

1. Protocol Synopsis

Title of Study:

A Randomized, Paralleédrm, DoubleBlind Study of Efficacy and Safety of Dulaglutide When Added to SGLT2
Inhibitors in Patients with Type 2 Diabetes Mellitus (AWARD: Assessment of Weekly AdministRation of
LY2189265 in Diabetet 10)

Rationale:

Combineduse of glucoséowering pharmacological agents is common in patients with type 2 diabetes (T2D) and
often includes 2, 3, or more classes of therapeutics. The saflilwose ceransporter 2 (SGLT2) inhibitors and
glucagonlike peptide-1 receptor agonist§&SLP-1 RAs) are indicated in similar populations and their combined use
is of clinical interest; however, clinical data is currently limited.

An important aspect of the concomitant treatment with these 2 classes of agents is a potential for additive or
syrergistic actions on blood glucose due to their complementary mechanisms of actions; SGLT2 inhibitors lower
blood glucose by increasing excretion of glucose in the urine, whilelGRRs enhance glucoseediated insulin
secretion and also suppress glucagimilarly, both may lower body weight and blood pressure; therefore,
combined use of these agents may provide T2D patients with a treatment regimen that is associated with an
acceptable safety profile, in addition to clinically relevant gludosering dfects.

It is also of particular interest to assess the overall tolerability of the combination therapy, including hemodynamic
and renal parameters. SGLT2 inhibitors may cause volume depletion due to their osmotic effect in kidney tubules
and may be assatied with impairment in renal function. GHIPRAs may also cause loss of body fluid when

severe, protracted vomiting occurs.

Objectives/Endpoints:

Objectives Endpoints
Primary: To demonstrate that oneeeekly 1 The chage in HbAlc from baseline to
dulaglutide (1.5 mg and/or 0.75 mg) is superior to 24 weeks

placebo as measured-by hemoglobin Alc (HbALc) 4
24 weeks (change from baseline) in patients with
inadequately controlled T2D on concomitant SGLT2

inhibitor therapy.

Secondary:Key secondary efficacy objectives 91 Proportion of patients with HbAlc target
(controlled for type 1 error) are to compare dulagluti values of <7.0% at 24eeks

1.5 mgand 0.75 mg to placebo at 24 weeks. 1 The change in fasting blood glucq§®G)

(central laboratory) from baseline to @éeks
1 The change in body weight from baseline tg
24 weeks

LY2189265
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Summary of Study Design:

Study HOXMC-GBGE is a randomized, doublidind, placebecontrolled, parallebrm, multicenter, Phase 3b trial
that investigates the effect of the addition of emezkly dulaglutide 1.5 mg or 0.75 mg to SGLT2 inhibitors, with
or without concomitant use afietformin, on glycemic control and safety over angkk treatment period in
patients with inadequately controlled T2D.

Treatment Arms and Duration:

After completing screening, avieek leaein period, and if necessary, a-t@ek stabilization period, patients will

be randomized 1:1:1 to a weekly injection of placebo, dulaglutide 0.75 mg, or dulaglutide 1.5 mg, all'in.combination
with at least minimunrequired doses of SGLT2 inhibitor (+ metformin). Study participants will be treated for

24 weeks after randomization.

Number of Patients:

With 120 completers per arm, the study will have 90% power for demonstrating superiority of either dulaglutide
1.5 mg or 0.75 mg versus placebo in change from baseline in mean HbAlcat 24 weeks, assuming a standard
deviation of 1.2%, a difference between dulaglutide and placebo of 0.55%, asideal Zignificance level of 0.025.
Assuming that the dropout rate 8% for the entire study period,.the study will enroll approximately 142 patients in
each arm for a total of 426 patients enrolled. Assuming a screen fail rate of 40%, approximately 710 patients will
need to be screened to meet these enroliment numberemeguits.

Statistical Analysis:

Two analysis models will be used for the primary objective. The primary analysis will be-mb@el repeated
measure (MMRM) analysis using restricted maximum likelihood (REML) with treatment, country, SGLT2 inhibitor

dosefil owd vs fAhigho), metfor mi n -bywisitaqfiRed effects, basslineino o) , vi

value as a covariate, and patient as random effect. An unstructured covariance structure will be used to model the
within-patient errors. The secondamyalysis for the primary objective will be analysis of covariance (ANCOVA)

using a simillar model as described above with treat men:

metformin use (fAyeso vs #no 0)ateavissirfgeandpoints gill baimputedvatls el i n e

the last (postbaselin@pservatiorcarriedforward (LOCF). For the key secondary continuous measures (body
weight and FBG), both models (with HbAlc strata included), will also be used. The percent to fual, ie,
percentage of patients achieving target HbAlc of <7.0% at 24 weeks, will be analyzed using a longitudinal logistic
regression with repeated measurements including independent variables for treatment, country, visit,
treatmertby-visit, and baseline HbEc as a covariate.

There will be.2 primary estimands to compare the placebo and the dulaglutide arms in terms of the primary measure
of HbAlc change from baseline to 24 weeks. One primary estimand will be an efficacy estimand, which will not

use postrese data; the other primary estimand, requested by the US Food and Drug Administration, will be an
intentto-treat (ITT) estimand (treatmenegimen estimand), which will use postrescue data. The efficacy estimand
compares the benefit of the initially ramdized treatments, assuming all patients remained in the study and did not
take additional or alternative antihyperglycemic medication. The estimate of mean change from baseline to
endpoint reflects what would have been observed if patients stayed anitlaiy randomized treatments. The
treatmentregimen estimand compares the benefit of treatment regimens as they are actually taken. The estimate of
mean change from baseline to endpoint reflects what was actually observed regardless of use oioaay addit

LY2189265
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alternative antihyperglycemic agents. Both estimands will use the same primary analysis model, and each will be
tested at the full significance level of 0.05.

A graphical testing approach for each estimand separately will be used to strongly control for type | error to test for
superiority of each of the dulaglutide doses versus placebo at 24 weeks for the following measures: (1) ch’ .ige. om
baseline in HbA1c,q) change from baseline in FBG, (3) percent achieving HbAlc <7.0%, and (4) change om
baseline in body weight.

The primary analysis population will be the ITT population, defined as all patients randor. zed w._ > have t. en at
least 1 dose. This is also tkafety population. A select number of measurements (HbAlc, pei. nttc oal i
HbAlc, FBG, and body weight) will also be evaluated in thepgpetocol population.

LY2189265
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2. Introduction

Glucagonlike peptidel receptor agonists (GEP RAs) have beenedeloped for use as

monotherapy or in combination with 1 or more oral antihyperglycemia medications (OAMs)
and/or insulin for treatment of type 2 diabetes mellitus (T2D) (Byd®&&iPI, 2015; Byett@
USPI, 2015; TanzeumE USPI \Vict@z8PUSPI, 2015%).EExpected t y E
adverse events (AEs) of the GIIFRA class are mostly those from the gastrointestinal (Gl)

system organ class. Dulaglutide is a onaeekly GLR1 RA approved as a manotherapy or in
combination with OAMs and/or insulin fore@atment of T2D (Trulicity USPI, 2015). Based on

the experience from completed dulaglutide trials, similar to the-GRRA class; G| AEs are the

most common AEs associated with dulaglutide treatment. These AEs are maostly mild to
moderate in severity, tramsit, and their incidence decreases over time. More information about
the known and expected benefits, risks, serious adverse events (SAEs), and reasonably
anticipated AEs of dulaglutirde may be found

Inhibitors of the ative sodiumglucose ceransporter 2 (SGLT2) are a'new class of
glucoselowering agents that act by promoting glucose excretion in-the urine. The SGLTs are
carrier proteins that are located in proximal or distal kidney tubules and are iniroactive
reabsorption of glucose from the tubular fluid back into the bloodstream (Jardigi&d,

2014; Farxig® USPI, 2015; InvokarfaUSPI, 2015). There are two types of SGLTs, SGLT1
and SGLT2; they differ in their binding capacity and binding affinity for glucose. It has been
shown that pharmacological inhibition of SGLT2 decreases blood glucose without increasing the
risk of hypoglycenia, and reduces systolic blood pressure and body weight (Jardiance USPI,
2014; Farxiga USPI, 2015; Invokana USPI, 2015). The effect of SGLT1 inhibition on urinary
glucose loss imuchsmaller, . and its contribution to blood glucose lowering is considerbd t
limited. The SGLT2 inhibitors are indicated as monotherapy combination with 1 or 2 other
OAMs and/or insulin for treatment of T2D. The most commonly reported AEs with inhibitors of
SGLT2 are urinary tract infections and female genital myodections.

There are no published data from randomized clinical trials on the effects of combined use of
SGLT2 inhibitors and GLR RAs. Due to their mostly complementary mechanisms of action,
except for opposing action on glucagon secretion, combinedgaatvith these agents may
provide an-option for patients with T2D that is effective for glucose lowering without increasing
hypoglycemia risk, and may decrease body weight and blood pressure.

Study HOXMC-GBGE (GBGE; AWARD10) is designed to assess thicaty and safety of
dulaglutide versus placebo, both added to the existing therapy of a stable dose of SGLT2
inhibitor (with or without a stable dose of metformin) in patients with T2D. The primary
objective is to show superiority of the dulaglutide-ing dose and/or dulaglutide 0-n%g dose

to placebo for change from baseline in hemoglobin Alc (HbAlc) at 24 weeks. Key secondary
objectives are to compare both dulaglutide doses to placebo with respect to their effect on the
proportion of patients reachirtdpAlc targets (<7.0%), body weight, and fasting blood glucose
(FBG) at 24 weeks. The primary objective and all key secondary objectives will be analyzed
using a familywise strategy to control for type 1 error.

LY2189265
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2.1. Background

A GLP-1 RA, dulaglutide is a biosynthetic fusion protein molecule produced using mammalian

cell cultures, and consists of 2 identical, disulpHidked chains, each containing art&minal
glucagonlike peptidel (GLP-1) analogue sequence covalently édko a modified human

i mmunogl obulin G4 (1gG4) heavy chain by a sma
These structural features of the dulaglutide molecule (1) decrease the rate of clearance, (2)

increase the duration of pharmacologic activity,r{ay reduce immunogenic potential, and

(4) may decrease unwanted antibadgdiated effect or function (Barrington et al. 2011;

Trulicity USPI, 2015).

Dulaglutide exhibits GLRL. mediated effects, including glucedependent potentiation of

insulin secretia, inhibition of glucagon secretion, delay of gastric emptying, and weight loss
(Trulicity USPI, 2015). Preclinical and clinical experience to date support the use of dulaglutide
as a oncaveekly injection to improve glycemic control in patients with THarfington et al.

2011). Dulaglutide received regulatory approval in theUnited States on 18 September 2014 and
in the European Union on 21 November 2014 for use as monotherapy, in combination with
OAMs or with insulin for treatment of adult patients wit2D.

2.2. Study Rationale

Treatment of T2D starts with lifestyle measures followed by stepwise addition of oral and
injectable glucoséowering agents. Combined use of pharmacological agents is common and
often includes 2, 3, or more classes of therapeuties SIBLT?2 inhibitors and GL-B RAs are
indicated in similar populations and their combined use is of clinical interest; however, clinical
data are currently limited (Inzucchi et al. 2015).

An important aspect of the concomitant treatment with these 2 claiszgents is a potential for
additive or synergistic actions on blood glucose due to their complementary mechanisms of
action; SGLT2 inhibitors lower blood glucose by increasing excretion of glucose in the urine,
while GLP-1 RAs enhance glucoseediatedmsulin secretion and also suppress glucagon
(Jardiance USPI, 2014; Bydureon USPI, 2015; Byetta USPI, 2015; Farxiga USPI, 2015;
Invokana USPI, 2015; Tanzeum USPI, 2015; Trulicity USPI, 2015; Victoza USPI, 2015).
Similarly, both may lower body weight and btbpressure; therefore, combined use of these
agents may provide T2D patients with a treatment regimen that is associated with an acceptable
safety profile, in addition to clinically relevant glucesevering effects.

It is also of particular interest t@sess the overall tolerability of the combination therapy,

including hemodynamic and renal parameters. Sodjluwose cetransporter 2 inhibitors may

cause volume depletion due to their osmotic effect in kidney tubules and may be associated with
impairmentin renal function. It has been suggested that this excessive water loss in

insulinopenic T2D patients may increase the risk of ketoacidosis in the absence of severe
hyperglycemia. In patients taking a GILIFRA, the presence of vomiting or decreased digpet

may be associated with changes to the patient
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3. Objectives and Endpoints

Table GBGE.Ishows the objectives and endpoints of the study.

Table GBGE.1.

Objectives and Endpoints

Obijectives

Endpoints

Primary

To demonstrate that onegeekly dulaglutide (1.5 mg
and/or 0.75 mg) is superior to placebo as measured |
HbAlc at 24 weeks (change from baseline) in patient
with inadequately controlled T2D on concomitant
SGLT2 inhibitor therapy.

1 The change in HbAlc from baseline to
24 weeks

Secondary
Key secondary efficacy objectives (controlled for typg
error) are to compare dulaglutide 1.5 mg and 0.75 m
placebo at 24 weeks

Other secondary efficacy objectives are to compa
dulaglutide 1.5 mg and 0.75 mg to placebo at 24 wee

Secondary safety objectives are to compare dulagluti
1.5 mg and 0.75 mg to placebo at 24 weeks

1 Proportion of patientaith HoA1c target values
of <7.0% at 24veeks

1 The change in FBG (central laboratory) from
baseline to 24veeks

1 The change in body weight from baseline to
24 weeks

9 Proportion of patients with HbAlc target valu
of O6. Sweeksat 24

1 The change in4oint SMPG profile from
baseline to 24veeks

1 The change in fasting glucagon from baseling
to 24weeks

Incidence of:

Treatmentemergent adverse eve(TEAES)
Early discontinuations due &Es
Adjudicated cardiovascular and pancreaitts
Thyroid neoplasm8Es

AEs related to kidney failureGFR

Systemic hypersensitivitEs

Local injection siteeactions

The change in systolic and diastolic blood
pressure, heart rate, and lipids from baseline
24 weeks

Incidence and rate of hypoglyceneigisodes
Ketoacidosis, and initiation of rescierapy
for severe persistehyperglycemia

= =4 8 8 a8 -8 _a -9

= =
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Objectives and Endpoints

Objectives Endpoints
Exploratory
Exploratory efficacy objectives are to compare 1 Proportion of patients meeting the composite
dulaglutide 1.5 mg and 0.75 mg to placebo at 24 wee endpoint of HbAlc <7.0%, no weight gain, 7

no documented symptomatigpoglycemia

1 Proportion of patients e®ting the co .puc >
endpoint of HbAlc <7.0%hody v iglss
>5%, and no documented syr oto. atic
hypoglycemia

Abbreviations: AE = adverse event; eGFR = estimated glomerular filtration rate; FBG iasting by ~d glucose;
HbA1c = hemoglobin Alc; SGLT2 = sodiugilucose ceransporter 2; SMPG = setfiol tore” ... ‘ma glucose;
T2D = type 2 diabetes.
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4. Study Design

4.1. Overview of Study Design

Study GBGE is a randomized, douttléend, placebecontrolled, parallerm, multicenter,
Phase 3b trial that investigates the effects of the addition ofweekly dulaglutide 1.5 mg.or
0.75 mg to SGLT2 inhibitors, with evithout concomitant use of metformin, on glycemic
control and safety in patients with inadequately controlled T2D.

Figure GBGE.lllustrates the study design.

Study
Period | Study Period Il Study Period 11l
I‘ »‘ -~ - -

24 week Treatment Period

Once-weekly placebo+SGLT2 inhit" or (zin “ormi

Screening

Lead-In®

Dulaglutide 0.75mg/week+SGL 2inhi. >r(xm< ormin)

y

Stabili zation?

Dulaglutide 1.5 mg,.. '+SGLT. ahibitor (xmetformin)

y

- 24 weeks | 4
I I I I |

Visit 12 3 45 6 7 8 9 10 11
Week -(2-14) «(1-13)-12 -1 0 2 4 8 12 18 24

| |

Randomization End of Treatment Period

Abbreviations: OAM = oral antihyperglycemia medication; SGLT2 = sodiluose
co-transporter 2.

aPatients who require adjustment of their OAM regimen to meet eligibility criteria will
implement treatment changes during the {eaperiod (between Visit 2 and Visit 3), all
other patients will continue with their prestudy regimen without changes.

bPatients who adjust their OAM regimen during leiacand/or need to stabilize the
regimen will perform Visit 3 (end of leaith) as their next visit and will then enter 1 to
12-weeks stabilization, as needed. All other patients will skip Visit 3 and 4 and will
perform Visit 5 as their next visit (approximately 1 week after Visit 2).

1 week

1week

11 weeks|
1 week

Figure. GBGE.1. lllustration of study design for Clinical Protocol H9X-MC-GBGE.

Study Periods

For each study period and each visit, study procedures are provided in the Schedule of Activities
(Appendix 3.
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Study Period I: Screening (Visit 1)

The purpose of Visit 1 is to initiate the assessment oémpiagligibility for participation in the
trial. Patients who meet all applicable inclusion criteria and none of the applicable exclusion
criteria at Visit 1 (Sectiob.1) will proceed to Visit 2 using the same OAMs (type dode).

Study Period 1l: Lead-In and Stabilization (Visits 2 to 4

The purpose of Visit 2 is to confirm patient eligibility, assess the need for stabilization of the
OAM regimen, and provide trainings on study procedures. The need for stabilization of a

pa i ent 6s OAM regi men should be based on the
doses of SGLT2 inhibitors and metformin (see Sediidrand Sectiorb.8.1).

Those patients who meet afirellment requirements for treatment with stable and minimum
required doses of SGLT2 inhibitor and metformin at Visit 2 will have blood.drawn for baseline
HbAlc at this visit, followed by a-veek leadin using the same treatment regimen (same OAM
type anddose). They will then proceed to Visit 5 (randomization visit).

For patients not meeting dose requirements for allowed OAMSs at Visit 2, or who require OAM
regimen adjustments for other reasons, the investigator will advise the patient on how to adjust
the OAM regimen between Visit 2 and 3 to meet the study requirements (see Sextidor

details). Those patients not accepting required changes will be considered as ineligible and will
be discontinued immediately from ttreal.

The patients whose OAM regimen has been changed between Visit 2 and 3 or whose doses of
SGLT2 inhibitor and/or metformin prior to Visit 2 have not been stable long enough to meet
eligibility requirements at Visit 5 will perform a stabilization that wiktd to 12 weeks

(3 days), that is, until the time these requirements are met. A blood sample for baseline HbAlc
for patients who need stabilization will. be drawn at Visit 4, approximately 1 week prior to

Visit 5. They will then proceed to Visit 5 (rantdazation visit).

At Visit 2, eligible patients will receive training on study procedures (Schedule of Activities,
Appendix 3 including the need to continue in the study and complete all study visits, the
selfmonitoring ofplasma glucose (SMPG) plan (daily fasting plasma glucose and weekly
4-point SMPG profile [consisting of fasting, piench, predinner, and bedtime PG
measurements]),-point SMPG profile (before and 2 hours after each main meal), lifestyle
treatment measas (Sectiorb.4), signs and symptoms and treatment of hyperglycemia
(Section6.6.1.3 and hypoglycemia (Sectidh6.1.9, and use of the study diary. Singlese

pen (SDP).injector training will be completed with the demonstrator device, which does not
include a needle.

Study Period lll: Randomization and Treatment Period (Visits 5 through 11)

At Visit 5, investigators wilfirst review the diary and assess patient eligibility. Patients with
baseline HbAlc <7.0% or >9.5% will be excluded. Those patients who continue to be eligible
will be randomized to 1 of the following treatment groups in a blinded fashion: (1-woreddy
dulaglutide 1.8mg injection, (2) onceveekly dulaglutide 0.7png injection, or (3) oncaveekly
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placebo injection (1:1:1 randomization ratio). Patients should inject their first dose of study drug
while in the clinic for Visit 5.

Study participants will be treated for 24 weeks (treatment period). Study procedures for each
visit are provided in the Schedule of Activitiggpfpendix 3.

Participants are required to continue using their concomitant OAMs throughout the treatment
period. Discontinuation of these medications or changes in their dose is not permitted, except in
situations where dose adjustment or complete discontinuatiogusee per countryspecific

label or when allowed per study protocol, for example, in the case of hypoglycemic episodes (see
Section$.6.1.2and6.8.1.)).

Patients who develop persistent, seveyperglycemia based on gpecified thresholds (see
Section6.6.1.3 will continue administering study drug and will receive a new glutmsering
intervention (rescue) based on the clinical judgment of the investiéese patients, as well

as those who receive rescue therapy after discontinuation of study drug due to an AE or any
other reason, will be asked to perform all study visits to collect planned efficacy and safety
measurements.

Those patients who are unableunwilling to continue in.the study because of an AE (see
Section7.1.2for details) or any other reason, will perform an early termination (ET) visit as their
final study visit (for procedures at the ET visit , see thee8ale of Activities Appendix 3). If

the patient is discontinuing during an unscheduled visit, that visit should be performed as the ET
visit. If the patient is discontinuing during a scheduled visit, that visit shoutdrisdered the

ET visit.

4.2. End of Trial Definition
End of the trial is the date of the last visit at which data for the primary analysis are collected for
the last patientAppendix 3.

4.3. Scientific Rationale for Study Design

This trial is designed.to be consistent with recommendations provided in a position statement of
the American Diabetes Association and the European Association for the study of Diabetes
AManagement of Hyper gl ycerGeaterdd Ap rToygpeh @ Dli mded c
al. 2015). Placebo comparator was chosen because it will enable characterization of efficacy and
safety effects of dulaglutide when added to existing therapy with SGLT2 inhibitors, with or
without:metformin. Compared to a design whithizes active comparator, comparison to

placebo will allow assessment of the effect attributable to dulaglutide alone, which is of
importance especially for the safety aspect of the combined use. The results are expected to
enable physicians to choosdipats suitable for the combination therapy in the clinical setting.

To protect the safety of patients in the placebo arm who will enter Study GBGE with HbAlc
above the <7% target, several design features are introduced for this purpose: (a) short trial
duration (24 weeKong treatment period), (b) exclusion of patients considered to have
unacceptably high baseline HbAlc (>9.5%), and (c) additional gldowoszing intervention

(rescue) for patients with unacceptably high glycemia during the treatmerd.perio
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Allowed concomitant medications are chosen because the combined use of dulaglutide with
SGLT2 inhibitors is of significant clinical interest, but available clinical data are very limited.
Metformin is an OAM expected to be used in atipnts with T2D as the starting OAM, if
tolerated and no contraindications for its use are present.

The parallel group design is an appropriate way to compare treatments as it avoidserarry

effect that commonly occurs with cregser designs, while the proposed randomization-.scheme
with stratification is included to minimize betwegroup heterogeiy. The planned duration

of treatment (24 weeks) is considered appropriate as the full effect of randomized treatments on
blood glucose is expected after approximately 12 weeks of therapy, supported by the results of
the 6 completed Phase 3 AWARD tri@iBungan et al. 2014; Giorgino et al. 2014; Nauck et al.
2014; Umpierrez et al. 2014; Wysham et al. 2014; Blonde et al. 2015). The additional 12 weeks
of treatment will allow for stable HbAlc values to be achieved and is needed because of the
delay in effeton this parameter, the primary endpoint measure in this trial.

HbAlc is chosen as the primary efficacy measure as it is the most well accepted surrogate of the
long-term effect of a treatment regimen on blood glucose and has been shown to be a reliable
predictor of the longerm outcomes of diabetes (UKPDS 1998; DCCT 1993). Other key

efficacy measures (proportion of patients with HbAle <7%, body weight change, and FBG) are
standard clinical parameters that are relevant for patients and physicians sdssmnasthe

effects of treatment in the clinical setting. Similarly, other efficacy and safety measures are
standard for trials that evaluate glucdseering agents and are relevant in clinical decision

making.

The statistical plan will include a graphldesting scheme to strongly control for type 1 error

and will be applied in the analysis of the primary and the key secondary objectives. This
approach has been well studied in the scientific literature and has been accepted by regulatory
agencies for laeling (Bretz et .al. 2009).

4.4, Justification for . Dose

The approved Product Information for dulaglutide includes 2 approved doses, 1.5 and 0.75 mg
once “weekdy (TrulicityE Summary of Product Ch
2015). Doses of SGLT2 iithitors and metformin are chosen based on the approved regulatory
labeling for these agents.

4.5;" Benefit/Risk Assessment

More information about the known and expected benefits, risks, SAEs, and reasonably
anticipated AEs of dulaglutide are to be found in 8,eUS prescribing information (USPI), and
SPC.
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5. Study Population

Study participants should be instructed not to donate blood or blood products during the study or
for 4 weeks following their last study visit.

Prospective approval of protocol deviations to recruitment and enrollment criteria, also’known as
protocol waivers or exemptions, are not permitted.

5.1. Inclusion Criteria

Patients are eligible to be included in the study only if they meet all of the fofaniteria at
study entry (Visit 1), and/or, when explicitly indicated below for specific.criteria, at other visits
during the leadn/stabilization period (Visits 25):

[l] aremenornopr egnant women scaegning;, O18 years at

[2] haveT2D (basedbntheWorldHealthOr g a n i #VWHO] d@agndssc
criteria [Appendix6]);

[3] have been treated with an SGLT2 inhibitor, with or without metforfoirat
least 3months priotto study entry (minimum required doses for that period
for allowed SGLT2 inhibitors: empagliflozin 10.mg, dapagliflozin 5 omi®
[per countryspecific label], canagliflozin 100 mg [see alkable GBGE.Jor
details]); minimum required dose for metformin, ifuse)1 500 angl/ day
must be reached Byisit 3 (or highest tolerated dose which is acceptable with
documented Gl intolerability, see Secti@B.1.1.Xor furtherdetails);

[4] daily doses of all allowed OAMs must have been stable for at |[Bageéks
(x3 days) priorto randomization @visit 5 (study enrollment); daily dosex
SGLT2 inhibitor and metformin, if used, will be considestableduring this
periodif:

[a] all prescribed daily doses were in the range between the mirimum
required dosé¢see InclusiorCriterion[3]) and maximurrapproved dose
per countryspecific labeland

[b] >90% of prescribed daily doses were equal to the dbésit 5;

Bl (have HbAlc O7.0% anMsitOandatsitafor st udy entry
patientswithouts t abi | i zati on; HbAlc O7.0% and O0O9.
(Visit1) andVisit 4 for patients withstabilization;

[6] have bodynass nd e x ( B MPR3nd aQeeto rotgnitiate a diet and/or
exercise program during the study with the intent of reducing body tveigh
other than the lifestyle and dietary measures for diabetes treatment (see
Section5.4);

[7] are able and willing to administer onaeeklyinjections;

[8] inthei n v e s t dpigientareweldnsotivated capableandwilling to:
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[9]

LY2189265

[a] perform fingerstick plasma glucose (PG) monitoring including
scheduled daily PG profile with up to 6 measurementsiayl

[b] learnhowto selfinjecttreatmentasrequiredfor this protocol(visually
impaired persons who are not able to perform the injections must have
the assistancef a sighted individual trained to inject the study drug;
persons with physical limitations who are not able to perform the
injections must have the assistantamindividual trained to inject the
studydrug);

[c] maintain a study diary, as requirked thisprotocol;

Womenof childbearing potential participating must agree to remain.abstinent,
use 1 highly effective method of contraception or use a combination of 2
effective methods for the entirety of the study. Abstinence or contraception
must continue followingompletionof study drug administration until 4

weeks after the last dose of studiyg.

[a] Womenof childbearing potential must test negative for pregnancy prior
to initiation of treatmentsindicatedby a negativeserumpregnancyest
at the screening visivsit 1) followed by a negative urine pregnancy
testwithin 24 hoursprior to exposure\(isit 5).

[b] Either 1 highly effective method of contraception (eg, combined oral
contraceptive pill and mirpill, NuvaRing®, implantable contraceptives,
injectable contraceptives [such as Ddhrover#)], intrauterine devices
[such as Mirerf@ and ParaGaf@]) or a combination of 2 effective
methods of contraception (eg, male condom with spermicide, female
condom with spermicide, diaphragm with spermicide, cervical sponge,
cervical cap with spermicide) will be used. The patient may choose to
use a doubkbdarriermethodof contraception. Each barrier method must
includeuseof a spermicidgie, condomwith spermicidegdiaphragnwith
spermicide, female condom with spermicide). Note: the use of male and
female condoms as a double barrier method is not considereptable
dueto thehighfailure ratewhenthesemethodsarecombined.

[e] Womenmust not béreastfeeding.
Women not of childbearing potential may participate and are defined as:

[a] “infertile due to surgical sterilization (hysterectomy, bilateral
oophorectomy, or tubdigation), congenital anomaly such as Mullerian
agenesisor

[b] postmenopausal womanlaast50 years of age with an intact uterus,
who has not taken hormones or oraltcaceptives within 1 yeaAND

i) who has had either cessation of menses for at least Dyear,

i) 6 monthsof spontaneous amenorrhea with follislemulating
hormone >4GnIU/mL (central laboratoryAppendix?2)
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Men participating are not required to use contraception during the study.
Specific local government requirements that require contraception during the
study are to be complied with to participate.

[10] have given written and informed consent to participathigstudyin

accordance with local regulations and the ethical review board (ERB)
governing the studsite.

5.2. Exclusion Criteria
Patients will be excluded from the study if they meet any of the following criteria at Visit 1
(study entry), and/or when explly indicated below for specific criteria, at other visits during
the screening and lean/stabilization periods (Visits-8):

[11] have type 1 diabetesellitus;
[12] have been treated withNY other OAMs (other than SGLT2 inhibitoasid

metformin), GLR1 RA, pramlintide or insulin 3 monthwrior to study entry,
or between study entry aMisit 5; or initiate metformin between studgtry

andVisit 5; shortterm use of insuliforacut e care ( O1-4 days)

monthperiod priorto entry is noexclusionay;

[13] have any condition that is a contraindicationuse of the GLFPL RA classor

the SGLT2 inhibitorclass(per countryspecific labels) at study entry or
develop such condition between study entry ¥isit 5;

[14] for patients using metformin, if'a conditighatis a contraindicatioffior its

use develops betwegfisit- 3 andVisit.5;

[15] discontinue therapy with SGLT2 inhibitors any time prio¥tsit 5 and/or

metformin, if used, betweevisit 3 andVisit 5, based on the Exclusion
Criteriadescribedinder[13] and[14] above or anyotherreason;

[16] have a historpfO1 epi sode of ket ostae/cohamiors

to studyentry;

[17] haveahistoryof hypoglycemiaunawareneswithin the 6 monthsprior to

studyentry;

[18] have been treated with drugs that promote weight loss (eg, S&enda
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or

du

hype

BELVIQ®[ | orcaserin], Qs pramat Eompiratios,rot er mi ne/ t

similar overthec ount er [ OTC] P of havearéceivechas [ e g,

dietand/or exercise program with the intent of reducing body weight other
than the lifestyle and dietary measures for diabetes treatment (see Se@tion
within 3 monthsprior to study entry or between study entry afsit 5;
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[19] are receiving chronic (>1days)systemic glucocorticoid therapy (excluding
topical, intraocular, intranasal, inteaticular, or inhaled preparatiore)y
time between entry andisit 5 or have received such therapy withimanth
prior to studyentry;

[20] have had angfthefollowing cardibvascular (CV) conditions within
2 months prior to study entry: acute myocardial infarction (MI), New York
Heart Association (NYHA) Class lll or Class IV heart failure, or
cerebrovascular accident (stroke);

[21] haveaknownclinically significantgastricemptyng abnormality(eg,severe
diabetic gastroparesis or gastric outlet obstruction) at study entrgtyer
undergone bariatric surgery (gastric bypass procedie®yegastrectomy,
adjustable gastric band or biliopancreatic diversuth duodenabkwitch)in
the past;

[22] haveacuteor chronichepatitis signsandsymptomsofanyotherliver disease
other than nonalcoholic fattiver disease (NAFLD), or-alanine transaminase
(ALT) level>2.5 times the upper limit of the reference range, as determined
by the central laboratory at study entry; patients with NAFLD are eligible for
participation in thigrial;

[23] had chronic or acute pancreatitis any time prior to stadthy;

[24] have an estimated glomerular filtration rate (eGFR) <45 mL/min/12,73m
calculated by the Chronic Kidney Disedsgidemiology ( CKBEPI)
equation, as determined by the central laboratory at etudyand confirmed
atVisit 2;

[25] have evidence of a significeruncontrolled endocrine abnormality (eg,
thyrotoxicosis, adrenal crisis) at study entry, in the opinion ahtlestigator;

[26] have any self or family history ¢fpe2A or type 2B multiple endocrine
neoplasia (MEN 2A or 2B) in the absence of knowoel hyperplasidthis
exclusion includes patients with a family history of MEN 2A or 2B, whose
family historyfor the syndrome is rearranged during transfie&T]-
negative; the only exceptidar this exclusion will be for patients whose
family members wittMEN 2A or 2B have a known RET mutation and the
potential patient for the studynegativefor the RETmutation);

[27]) have any self or family history of medullaB¢cell hyperplasia, focal
hyperplasia, carcinoma (including sporadic, familial, or part of MEN 2A or
2B syndrome);

[28lhave a serum calcitonin 020 pghamL as det e
studyentry;

[29] have evidence of a significant, active autoimmune abndayn(ed,lupus,
rheumatoid arthritis) at stuentry;
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[30] haveahistoryof transplanteedrgan(corneakransplantgkeratoplastyjare
allowed);

[31] haveahistoryof anactiveor untreatednalignancyor arein remissionfroma
clinically significant malignancy (other than basal or squamous cell skin
cancer, in situ carcinomas of the cervix, or in situ prostate cancer) during the
last 5 years prior to stuantry;

[32] have a historyf any other condition (eg, known drug or alcohol abuse or
psychiatric disorder) at study entry, that, in the opinion oiitestigator,
may preclude the patient frofollowing and completing therotocol;

[33] haveanyhematologiconditionthatmayinterferewith HoAlc measurement
(eg,hemolyticanemias, sickleell disease) attudyentry;

[34] are investigatesite personnel directly affiliated with this study andheir
immediate families; immediate family is defined as-a spouse, parent,arhild,
sibling, whetherbiologicalor legally adopted;

[35] are Lilly employees;

[36] have participated within the last 8@ysin a clinical trial involving an
investigational product. If the previous investigational product has a long
half-life, 3 monthsor 5 half-lives (whicheveris longer)shouldhavepassed;

[37] are currently enrolled in any other clinical trial involving an investigational
product or any othaypeof medical research judged not to be scientifically or
medically compatible with-thistudy;

[38] havepreviouslyscreerfailed, withdrawn,discontinuedr completedhis
studyor beenrandomizedn anyotherstudyinvestigatingdulaglutide.

5.3. Screen Failures
Individuals who do not meet the criteria for participation in this study (screen failure) may not be
re-screened.

5.4. Lifestyle and/or Dietary Requirements

Per the Schedule of Activitieappendix 3, qualified medical staff will provide diabetes
managemertounselingwhichincludesdiet, exerciseandeducatioraboutthe signs,symptoms,

and treatment of hypoglycemia, should it occur. Patients should continue their usual exercise
habits and-generallpllow a stablemeal plan (with consistemiealsize and time of day)
throughout the course of the study. Instruction on how to assesfiyddie content and
caloriccontent of mealsnaybe incorporated into the counseling. Dietary counsetingbe
reviewed throughout the study,reseded.
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6. Treatment

6.1. Treatments Administered

This study involves a comparison of dulaglutide g and dulaglutide 0.75 mg versus placebo,
given once weekly as a subcutaneous injection in patients with T2D who are already treated with
a stable dose of SGLT2 with or without stable dose of metforfainle GBGE.Xhows the

treatment regimens.

Table GBGE.2. Study Treatments and Concomitant  Medications

Name of Drug Dosage Frequency Drug Formulation Route of Administration
Investigational Compound

Dulaglutide 1.5mg Once weekly Singledose pen Subcutaneous injection
Dulaglutide 0.75 mg Once weekly Singledose pen Subcutaneous injection
Comparator

Placebo Placebo Once weekly Singledose pen Subcutaneous injection
Concomitant SGLT2 inhibitor for all treatment arms

Canagliflozin 100 mg or 300 mg Once daily Tablet Oral
Dapagliflozin 5 mg or 10 mg Once daily Tablet Oral
Empagliflozin 10 mg or 25 mg Once daily Tablet Oral

Concomitant metformin for all treatment arms

Metformin 1500 mg ta3000mg2 Variable Tablet/liquid Oral

Abbreviations: Gl = gastrointestinal; SGLT2 = sodighacose cetransporteg.

a Range between minimum required dose of 01500 mg/ day
documented Gl intolerability) and maximum approved dose for metformin per cepgcefic label. Maximum
approved dose may vary across labels.

Theinvestigator or his/her.designee is responsible for the following:

1 explainingthecorrectuseof theinvestigationahgent(s}o the patientor patient
representativegndSDPtrainingwith ademonstratiomevice

1 explaining the‘coarrect use of concomitant SGLT2 inhibitors and metfdrmin
used) to the patient, including any contraindications and appropriate gesing
countryspecificlabeling

1 verifying thatinstructionsdescribedabovearefollowed properly
1 maintaining accurate records of investigational product dispensingplection

Patients should return all unused study drug to the site according to the Schedule of Activities
(Appendix 3. The patients should be instredtto discard all used SDPs in a closeable,
punctureresistant container, and dispose according to local regulations. Sites may be authorized
to destroy used and unused SDPs locally per applicable local or national requirements.
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6.2. Method of T reatment Assignment

Patients who meet all criteria for enroliment will be randomized to dehlivid treatment at

Visit 5. Assignment to treatment groups will be determined by a comget@rated random
sequence using an interactive welsponse systemVIRS). The IWRS will be used to assign
cartons containing doubldind investigational product to each patient. Site personnel will
confirm that they have located the correct cartons by entering a confirmation number found on
the carton label into the IWRS.

Block randomization will be used at the country level. Patients will be randomized in a 1:1:1
ratio. Stratification for baseline HbA1c ( O8.
Ahigho), and metformin use ( fdgseaseln®r ' Anood) wi
heterogeneity between treatment groups. For the purpose of patient stratification, low dose of
SGLT2 inhibitor is defined as the lowest dose approved in any of the participating countries
(canagliflozin 100 mg, dapagliflozin 5 mg, empagkiio 10 mg); high dose is defined as any

dose higher than the low dose.

6.2.1. Selection and Timing of Doses

Details of the dosing strategy and administration timing for injectable study drug that are
provided in this section and the following sections are designed to achieve HbAlc <7.0%
without hypoglycemia, a standard treatment goal in this population.

6.2.1.1. Dulaglut ide or Placebo Injections

All patients will inject study drug subcutaneously in the abdomen or thigh using the injection
supplies provided; a‘"caregiver may administer
SDP will be used for each injection.

Study drug will be administered once weekly. It is recommended that patients inject the study
drug at approximately the same time of day on the same day each week. If the injection is not
given on the scheduled day, the missed dose should be given as smssible after the

scheduled day if there are at least 3 days (72 hours) until the next injection. If fewer than 3 days
remain before the next scheduled injection, the missed dose should be skipped and the next dose
given at the regularly scheduled tirzued day.

6.3. Blinding
This_ is.a doubldlind study.

To preserve the blinding of the study, a minimum number of Lilly personnel will see the
randomization table and treatment assignments before the study is complete.

Emergency unblinding for AEs may be perfaurthrough the IWRS, which may supplement or

take the place of emergency codes generated by a computdaloeligg system. This option

may be used ONLY-biefi ntgh & epmauti ireerst &ksnowd leldge of t
assignment. All calls redirig in an unblinding event are recorded and reported by the IWRS.
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If an investigator, site personnel performing assessments, or patient is unblinded, the patient
must be discontinued from the study. In cases where there are ethicas ealsave the patient
remain in the study, the investigator must obtain specific approval from a Lilly clinical research
physician (CRP) for the patient to continue in the study.

In case of an emergency, the investigator has the sole responsibility for determining if unblinding

of a patientds treat ment assignment i-s. warran
consideration in making such a determination. If the investigicides that unblinding is

warranted, the investigator should make every effort to contact the Lilly CRP_prior to unblinding

a patientdos treatment assignment. I'f "‘a patien
notified immediately.

6.4. Packaging and Labelling

The sponsor will provide dulaglutide and placebo in SDPs, which will be dispensed via an
IWRS. Each SDP (0.75 mg dulaglutide in 0.5 mL OR 1.5 mg dulaglutide in 0.5 mL OR placebo
in 0.5 mL) is packaged in cartons of 4 pens. Each carton nerg@week supply, as each pen

is a weekly dose.

Clinical tri al material s. wi l I be | abeled acco

6.5. Preparation/Handling/Storage

The study site must store the SDP cartons in a locked and secure environmetP$meust

be refrigerated (not frozen) at 2°C to 8°C until use. Dry ice should not be used for cooling.

Patients will be provided with cartons-contain ing 4 dulaglutide or placebo SDPs, as required, at
clinic visits per the Schedule of Activitie8gpendix 3. They will receive insulated bags with

cooling gel packs for use in transporting the SDP carton from the site to home. Investigational
products in each participating coufatoryy wi l |l b
requirements.

Where appropriate, SGLT2 inhibitors and metformin may be obtained locally by the Lilly
affiliate in the participating country from local commercial supplies and distributed to sites. It is
acceptable for patients to continue obtaimmegtformin by previous prescribing process. In the
case of individual countries, with study team approval, it is acceptable for patients to continue
obtaining SGLT2 inhibitors by previous prescribing process. In the United States and Puerto
Rico, a prescrifion card will be available for patients to obtain these medications, with a
prescription.

Clinical trial materials in each participatin
regulatory requirements.

Dulaglutide demonstration pens will be piged for subcutaneous injection training at the site;
these pens do not have needles and do not contain study drug.

Patients will also be provided with a commercially available PG meter and test strips to use
during the study. Sufficient study drug material and glucose testing supplies will be dispensed,
as needed, at each visit.
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Study site staff musegularly assess whether the patient is correctly administering the assigned
study drug and storing the study drug according to the provided instructions.

6.6. Dose Modification
No adjustment in injectable study drug dose (dulaglutide or placebo) will be allowed

During the 24week treatment period, participants are required to continue using their
concomitant OAMs. Discontinuation of these medications or changes in their dose is not
permitted, except in situations where dose adjustments or complete discoominsiadquired
per countryspecific label or when allowed per study protocol, for example, in the case of
hypoglycemic episodes (SectiérB.1.).

6.6.1. Special Treatment Considerations

6.6.1.1. Standards of Medical Care

Maintenance of adequate glycemic control in study participants may be enhanced but should not

be compromised due to trial participation. Investigators and other study team members are

expected to treat patients according to the nationally establishedrstsiod care for diabetes
management in respective participating countries, except where that treatment would be in

conflict with the protoceprovided treatment requirements. If there are no local standards of

care for diabetes, the investigators shdalebw current published standards of care from the

American Diabetes Association and the European Association for Study of Diabetes (Inzucchi et
al. 2015) during their patientsdé participatio

This section provides guidance on‘managemeapsfodes of hypoglycemic events and severe,
persistent hyperglycemia. For effective implementation of measures described here, it is
important that patients, and their caregivers, if applicable, beedattated about the signs and
symptoms of hyperglycemi(eg, severe thirst, dry mouth, frequent micturition, or dry skin) and
hypoglycemia (eg, intense hunger, sweating, tremor, restlessness, irritability, depression,
headaches, disturbed sleep, or transient neurological disorders). Patients should bedinstruc
contact the investigative site'in the event of severe, persistent hyperglycemia or severe
hypoglycemia between study visits.

6.6.1.2. Management of Increased Hypoglycemia  Risk

If a hypoglycemic event occurs, the patient should record in the study diary the PG level
measured during the episode and prior to administration of treatment (if taken), as well as
associated symptoms, and treatment administered. Site personnel shoatd add encourage
patients to measure and record PG values during the symptoms of hypoglycemia and enter the
results into their study diaries. Patients should be instructed to call the investigative site as soon
as possible if they experience a hypoglymeavent that requires assistance to administer
treatment.

Investigators should use the following definitions and criteria when diagnosing and categorizing
an episode considered to be related to hypoglycemia: (the PG values in this section refer to
valuesdetermined by a laboratory or International Federation of Clinical Chemistry and
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Laboratory Medicine plasmaquivalent glucose meters and strips) (American Diabetes
Association 2005):

1 Documented symptomatic hypoglycemiss defined as anyrhe a patienteelsthat
he/shds experiencinggymptomsand/orsignsassociateavith hypoglycemiaandhas
aPGlevelof 070 mogma/). ( 03. 9
1 Asymptomatic hypoglycemiais definedasanyeventnotaccompanietby typical
symptoms of hypoglycemia but _ _with a measu
1 Probable symptomatic hypoglycemias defined as an event during which
symptomsf hypoglycemiaarenotaccompaniethy a PG determinatior(butthatwas
presumably caused byaPGcoant r at i on ofmm@E)0 mg/ dL [ O3.
1 Severe hypoglycemias defined as an episode requiring the assistahaaother
person to actively administer carbohydrate, glucagon, or other resuscitative actions.
These episodes mégassociated with sufficiemteuroglycopenia to induce seizure
or coma.Plasma glucose measurements matpe available during such an event,
but neurological recovery attributable to the restoration of PG to norcw@isgdered
sufficient evidence that the event was induced bywaH&Gconcentration.
1 Nocturnal hypoglycemiais definedasanyhypoglycemiceventthatoccursbetween
bedtime andavaking.

Cases of relative hypoglycemia, defined as symptomatic events during which the person reports
any of the typical symptoms of hypoglycemia and interprets those as indicative of hypoglycemia,
but a measured PG concentration of >70 mg/dL (>3.9 mmol/L), sdl lze collected.

If a hypoglycemic event meets the criteria of severe, it needs to be recorded as serious on the AE
case report form (CRF) and reported-to Lilly as an SAE.

In each case of suspected or confirmed hypoglycemia, it is important that theeypeoperly
categorized, the effect of the intervention be assessed, and the frequency of hypoglycemia be
evaluated. The role of dietary changes and physical exercise (or any other contributing factor) in
the development of an event should be establisheel patient should receive additional

education, if deemed appropriate.

Because of its mechanism of action, no adjustment of dulaglutide dose should be made to
counteract increased risk of hypoglycemia. If, in the opinion of the investigat or, treatment
regimen requires adjustment because of repeated episodes of hypoglycemia, initial step should
be dose reduction of metformin, followed by its complete withdrawal, if needed. In the case of
continuously increased risk of hypoglycemia despite discontinuatioretformin, dose

reduction‘or complete withdrawal of the SGLT2 inhibitor is permitted.

Investigators are responsi bl -bein@; thereforehitasitheir pat i e
responsibility to implement these generally recommended intermsmi@vided above, taking
into account clinical and other relevant criteria.
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6.6.1.3. Management of Patients with Severe, Persistent Hyperglycemia during
the Treatment Period

An additional therapeutic intervention should be considered in patientsi@welop persistent,
severe hyperglycemia after randomization based on the following criteria:

a) Average daily PG from the-goint SMPG profile >240 mg/dL over at least-aw@ek
periodanytime duringthefirst 4 weekspostrandomizationyr

b) Average daily PG >20fhg/dLover a 2week period at any time after the first4 weeks
postrandomization.

Investigators should first confirm that the patient is fully compliant with the assigned therapeutic
regimen and that they do not have an acute condiising severe hyperglycemia. The
investigator will decide in consultation with the patient on an appropriate ghmeseng
intervention (rescue) after considering relevant clinical criteria. OtherIGRRs must not be
included in the rescue intervion. Patients who receive a new intervention should also

continue administering study drug for the remaining period in the trial.

6.7. Treatment Compliance
The assessment of treatment compliance with study drug (dulaglutide or placebo) will be
determined bytte following:

1 Information about the administration of once weekly study drug injections vétteeed
into the patientiary by the patient and reviewed by thite personnel at each study visit;
thisinformation will be collected in theCRF;

1 Study drugaccountability willbechecked at every visit. For that purpose, patieriis
be instructed to return the study drug carton at the next study visit. They will also be
instructed to return any-unused study drug at the next study visit;

1 In both treatmentrans, treatment compliance for once weekly study drug for each visit
intervalis defined as taking at least 75% of the required doses of study dnegessed
by sitepersonnel; this information will be entered in ¢§@&RF.

Other aspects of compliance witte study treatments will also be assessed at each visit based on
the patienté6s adherence to the visit schedul e
and metformin.and requirements for retmdy glucosdowering agents, completion of study

dianes, results of SMPG, and any other parameters the investigator considers necessary. Patients
considered to be poorly compliant with their medication and/or the study procedures (for

example, missed visits or specific diagnostic tests) will receive additiraining and

instructions, as required in the protocol.

6.8. Concomitant Therapy

Patientsarepermittedto useconcomitanimedicationghattheyrequireduringthe study,except

certain medications that may interfere with the assessment of efficacy and safety characteristics
of the studyrug.

Investigative site staff will inform patients that they must consult with the investigator or a
designated site staff member upomigeprescribed any new medications during the study,
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except when initiated for treatment of medical emergencies . Any additional medication initiated
during the course of the study (including OTC drugs, such as paracetamol or aspiring¢ must
documented, and the name of the drug and the date(s) of administration must be recorded in the
patientods diary and on the AConcomitant Medic
allowed concomitant glucodewering agents, the dosage will als® documented and collected

(SGLT2 inhibitors and metformin).

Nonstudy medications taken by patients who are screened but not randomized will not be
reported to Lilly unless an SAE or AE occurs that the investigator believes may have been
caused by a studyrocedure.

6.8.1. Antihyperglycemia Medications

The only glucosdowering agents that are alloweeh®nths prior to study entry and during the
study are study drug and concomitant SGLT2 inhibitors and metformin. In additionteshort
insulin use for managemeot medical emergencies is allowed prior to study entry and after
randomization (Visit 5), but not during screening and-ie@stabilization (SectionS.1and5.2).
Rescue therapy with otherugloselowering agents, including insulin,may be medically
indicated in certain situations after randomization. These situations are described in
Section6.6.1.3(severe, persistent hyperglycemia) and in Sedtiari (early discontinuation of
study drug). If any such situation occurs, the patient may be treated with any-auaitywed
glucoselowering agent, except other GIIPRAS. If insulin is prescribed as a rescue therapy, it
must be diférentiated from shoterm use of insulin therapy for medical emergencies when
reported in the eCRF.

Patients who receive any glucelsavering agents 3 montiior to entryor during the screening
or leadin/stabilization periods, other than those alloywsdl not be eligible for further
participation in the trial. The patients not using metformin prior to study entry (Visit 1) are not
allowed to initiate this therapy between study entry and Visit 5 . Patients who violate this
requirement will be consided as ineligible and will be discontinued from further participation
in thistrial.

If any new glucosdowering medication is initiated after randomization at Visit 5, other than
rescue therapy or shetdrm use of insulin for medical emergencies, the patient will be required
to immediately discontinue the medication and the approptiady geviation report will be
generated. Any such violation of the protocol that lasted longer than 14 days will exclude the
patient from the peprotocol (PP) population. Patients who receive insulin therapy for
management of medical emergencies >14 daysell as those who receive rescue therapy, will
also be excluded from the PP population.

6.8:1.1. Allowed Concomitant OAMSs

The key requirements for use of SGLT2 inhibitors and metformin, the allowed OAMSs in

Study GBGE, are provided in Sectibri and Sectiorb.2. Table GBGE.3rovides minimum

required and maximum approved doses for these agents (Note: for SGLT2 inhibitors, these are

the only approved des percountrg peci fi c | abel s [Al owdo and Ahi
doses should be used during this study). The minimum required doses correspond to the lowest
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recommended dose per counspecific label and may not be the sarnsalin all participating
countries. All prescribed doses to the study participants must comply with cepetic
labels for these medications.

Table GBGE.3. Required Doses of Concomitant SGLT2 Inhibitors and Metformin in

Study GBGE for Patients Already Using These Agents

Drug Class Minimum -Required Dose Maximum Dosed

Canagliflozin
eGFR >60 mL/min/1.73 fn
eGFR 4560 mL/min/1.73 A
eGFR <45 mL/min/1.73 fn

100 mg QD
100 mg QD
Contraindicated

300 mg QD
100 mg QD
Contraindicated

Dapagliflozin
eGFR 060 mLZ mi
eGFR <60 mL/min/1.73 tn

5 0r 10 mg QD
Contraindicated

10 mg QD
Contraindicated

Empagliflozin
eGFR >60 mL/min/1.73 &n
eGFR 4560 mL/min/1.73 A&
eGFR <45 mL/min/1.73 Bn

10 mg QD
10 mg QD
Contraindicated

25 mg QD
10 or 25 mg Qb
Contraindicated

Metformin )
eGFR 060 mL7Z mi 1500 mg 2550 mg or 3000 niy

eGFR <60 mL/min/1.73 B Contraindicated Contraindicated

Abbreviations: eGFR = estimated glomerular filtration rate; QD =-olaily; SGLT2 = sodiurglucose
co-transporter 2.
Based on the labels approved in participatiogntries.

b Thesedosesnaydiffer in differentcountries andcountry-specificlabelsarerequiredto befollowed to reach
decisions appropriate for individyasdtients.

¢ Lower dose allowed in the case of documeirtxerability.

Note: eGFR calculated by the Chronic Kidney Disdagielemiology (CKDEPI) equation and will be provided by
the cental laboratory.

6.8.1.1.1. SGLT2 Inhibitors

Patients in this study are required to be treated with an SGLT2 inhibitor for at least 3 months
prior to Visit 1. The dose during this time must be at least the minimum required dose, per
countryspecific label. The dose may be adjusted between Visit ¥&sitd, if required per

label and.to comply with the protocol requirements. Dose adjustment may be considered in the
following situations:

a) For patients who are on the minimusguired doses of SGLT2 inhibitors that is lower
than the maximum approved dagestudy entryVisit 1); no further dose increaser
thesepatientsis required;however jf judgedbytheinvestigatorasclinically appropriate
andif allowedperlabel,doseincreasas notprohibited;

b) For patients with a confirmed eGFR 45 to 59 min/th.73m2 (seeAppendix 2for
further details on handling of low eGFR): dapagliflozin, if used, should be immediately
discontinued when required per lakdel, these patients, they couditherbe discontinued
from the study, oif the local label allows, patientsuldbe prescribed anoth&GLT2
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inhibitor to maintain eligibility; the dose of canagliflozin and empagliflozin, if used,
would need to be reduced if required per ldabel (seeTable GBGE.}3

For patients who adjust their SGLT2 inhibitor regimen between Visit 2 and Visit 3 for reasons
described under a) and b), or for any other reason per product label, they will be required to
undergostabilization. The type and dose of SGLT2 inhibitor should remain unchanged during
stabilization. For all randomized patients, the type and dose of the SGLT2 inhibitor-should
remain unchanged during the treatment period other than as described below.

Thosepatients who discontinue therapy with SGLT2 inhibitors prior to randomization at Visit 5
will be discontinued from the trial.

After randomization, dose adjustment or discontinuation of SGLT2 inhibitors is allowed u nder
the following circumstances:

1 insituations that require shetdrm treatment interruption-consistevith the product
labeling for each respectigeuntry;

1 in situations that require dose adjustment or discontinuation per cesp#cificlabel,
for example, in the case of reduced eGFR;

1 inthecaseof increasedhypoglycemiaisk duringthetreatmenperiod(asdescribedn
Section6.6.1.9.

Dose reduction/discontinuation of SGLT2 inhibitors during the trial should be properly
documented.

In patients who require rescue therapy; dose increase of SGLT2 inhibitors is allowed, but the
dose and the reason for change must be properly documented in the eCRF-.

6.8.1.1.2. Metformin

Patients in this study are not required to be treated with metformin to heecfayi

participation, but if used for at least 3 months prior to study entry, metformin therapy should be
continued during the entire trial. Those patients not using metformin prior to study are not
allowed to initiate this medication after entry. Pasanho use metformin should have been on

at least the minimurrequired dose for at least 12 weeks prior to randomization at Visit 5. If
metformin therapy adjustment is required at Visit 2 per label and/or to meet protocol dosing
requirements, the site pers@l will instruct the patient on the changes needed prior to Visit 3.
Metformin treatment adjustments may be considered in the following situat ions:

a) If the dose of metformin is less than the minimure q u i r e rdg/ddyatVsinL0
thedoseshouldbeup-titratedbasedn efficacyandsafetyparameterperlabel;alower
dose will be acceptable only in the case of documdigede c or ded i n t he
medical file) poor Gl tolerability of the minimum required dose (that is, the highest
tolerated dos) prior to Visit 1 or between Visit 2 and Vi3t

b) For patients who are on the minimueguired doses aghetforminthat islowerthanthe
maximum approved dose at study e(itfigit 1), no further dose increase is required,;
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however, if judged by the investigator as clinically appropriate and if allowed per label,
dose increase is not prohibited;

c) For patients with a confirmed eGFR 45 to 59 mL/min/hi23seeAppendix 2for
further details on thhandling of low eGFR); metformin should be immediately
discontinued when required per counspecific label (se@ableGBGE.3;

For patients who change their metformin regimen between Visit 2 and Visit 3 for reasons
descrbed under a), b) and c), or for any other reason per product label, the patient will be
required to undergo stabilization and the dose should remain unchanged during stabilization. For
all randomized patients, the dose of metformin should remain unchdaged the entire study

other than as described below.

Those patients who discontinue metformin between Visit 3 and Visit 5 will be discontinued from
the trial. Discontinuation of metformin, if required per label, is allowed prior to Visit 3, in which
case the patient will perform stabilization.

Dose adjustment or discontinuation of metformin is allowed after randomization under the
following circumstances:

1 insituationghatrequireshorttermtreatmeninterruptionin line with the product
labeling for ech respectiveountry;

1 insituations that require dose adjustment or discontinuation per cesp@cyfidabel,
for example, in the case of reduced eGFR;

1 inthecaseof increasedhypoglycemiaisk duringthetreatmenperiod(asdescribedn
Section6.6.1.9.

Dose reduction/discontinuation of metformin during the trial should be properly documented.

In patients who require rescue therapy, dose increase or initiation of metformin is allowed, but
the dose and the reason &hvange/initiation must be properly documented in the eCRF.

6.8.2. Medications that Promote Weight Loss

Prescription or OQTC.medications that promote weight loss are exclusionary if used 3 months
prior to study entry, or between study entry and randomizatiorsét3/{see Sectioh.?2).

These medications are also not allowed at any time during the treatment period. If started, they
should be immediately withdrawn. Patients who use any medication from these groups during
the treatmenperiod will not be included in the PP analysis if the duration of use is >14 days
(cumulative). In addition, patients should not receive a diet/exercise program with the intent of
reducing body weight at any time during the study, other than the lifestgldietary measures

for diabetes treatment (see Sectiod).

6.8.3. Systemic Glucocorticoids

Chronic systemic glucocorticoid therapy (with the exception of topical, intraocular, intra
articular, or intranasal preparations) xekisionary if used >14 consecutive days during the
1-month period before study entry or between study entry and randomization at Visit 5. This
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therapy is not allowed during the treatment period and patients who require >14 days of therapy
with these medications will not be included in the PP analysis.

6.8.4. Antihypertensive Medications

If used, antihypertensive therapy should be kept stable throutjteotital to allow assessmer s
of the effect of randomized therapies on blood pressure. If initiation of anyloedpressure
lowering agenis required at any time ding thestudy,thetypeand dose ofmedicationr ust. »
documented in theCRF.

6.9. Treatment after Study Completion

6.9.1. Continued Access
After study treatment is discontinued, an appropriate diabetes tree. 1ent r¢ " .ien will be initiated
by the investigator.
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7. Discontinuation Criteria

7.1. Discontinuation from Study Treatment
Study drug may be interrupted temporarily or discontinued permanently.

7.1.1. Permanent Discontinuation of Study  Treatment
Patients will be permanently discontinued from study drug in the following circumstances:

1 Forinadvertentlyenrolledpatientor whomit wasdeterminedhatcontinuedreatment
with study drugwvould not be medically appropriate (see Secfiah4);

1 Exclusion Criteria [31] and [38] develop(s), after randomizationgsegons.2);

1 Thepatientis diagnosedy theinvestigator withran AEof acuteor.chronicpancreatitis;

1 A patientis diagnosedvith C-cell hyperplasiaor medullarythyreid carcinomaafter
randomization;

E R ]

| f

If a patient develops an eGFR <30 mL/min/1.2%m calculated bKD-EPI;

the patient or the patientodos bdesi gnee,

withdrawn from studgrug;

1 If the investigator or sponsor decides that the patient should be withdrawn from study
drug; if the sponsor decides to permanentlgaidinue study treatment becausaiof
SAE or aclinically significantlaboratoryvalue,Lilly or its designeeshouldbealerted
immediately [see Sectidh2.1);

1 Discontinuation of the investigational product for abnormal liver wstsild be
consideredby theinvestigatomwhena patientmeetsoneof thefollowing conditionsafter
consultation with the Lilly designated medioabnitor:

o
o

o

ALT or aspartate aminotransferase (AST) >8X upper limit of nofthaN)
ALT or AST >5X ULN for more than @eeks

ALT or AST >3X ULN andtotalbilirubin level (TBL) >2X ULN or prothrombin
time >1.5XULN

ALT orAST >3X ULN with theappearancef fatigue,nawseayomiting, right
upperquadranpainor tendernesdever,rash,and/oreosinophilia(>5%)

Alkaline phosphatase (ALP) >3MXLN
ALP >2.5X ULN and TBL >2XULN

ALP >2.5 ULN with the appearance of fatigue, nausea, vomiting, right upper
guadrant pain or tenderness, fever, rash, and/or eosinqpbig

Those patients who stop the study drug permanently will receive another giowesag

intervention (rescue)na will continue participation in the trial according to the protocol, to

collect all planned efficacy and safety measurements. The rescue intervention must not include
another GLPL RA.
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7.1.2. Permanent Discontinuation from the  Study

Every attempt should be made to keep patients in the trial irrespective of their adherence to
treatment with study drug in order to minimize the amount of missing data and to enable
assessment of study objectives as planned by the study protocol (Fl€higRatient
discontinuation from the study early may be warranted in the following situations for ethical or
legal reasons:

1 ExclusionCriterion[11]

1 When afemalepatient becomgwregnant;

1 When a patienis enrolled in another clinical trial involving anvestigational product or
is enrolled in any other typsf medical research judged not to be scientifically or
medically compatible with thistudy.

Patients may also discontinue from the study due to:

1 Sponsor or Investigat@recision
o |If Lilly or its designee stops the study or if Lilly or the investigator stops the
p at i pamicipétienin thestudyfor medical safety,regulatoryor otherreasons
consistentvith applicabldaws, regulationsandgoodclinical practice(GCP)
1 PatientDecision
o The patient or the patientds debe gnee,
withdrawn from thestudy

Prior to early study discontinuation, the patient will. discontinue study drug and will havefend
study procedures (ET visit) performed as shown in the Schedule of Activiipsiidix 3.

During the ET visit the patientill be prescribed an appropriate glucdseering regimen and
glucose selmonitoring plan.

7.1.3. Temporary Interruption of Study  Treatment

In certain situations after randomization, t he investigator may need to temporarily discontinue
(interrupt) study drug (for example, due to an AE or a clinically significant laboratory value). If
study drug interruptionis due to an AE, the event is tddmemented and followed according to
the procedures in Secti@i2 of this protocol. Investigatorshouldinform the Sponsor that study
drug has been temporarily interrupted. Every effort should be made by the investigator t
maintain patients on study drug and to restart study drug after any temporary interruption, as
soon-as. it is safe to do so. The data related to temporary interruption of study treatment will be
documented in source documents and entered 8CRE-.

7.1.4.Discontinuation of Inadvertently Enrolled  Patients

If the sponsor or investigator identifies a patient who did not meet enroliment criteria and was
inadvertently enrolled, a discussion must occur between the sponsor CRP and the investigator to
determine if tle patient may continue in the st udy. If both agree it is medically appropriate to
continue, the investigator must obtain documented approval from the sponsor CRP to allow the
inadvertently enrolled patient to continue in the study with or without treatwign
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investigational product. An inadvertently enrolled patient may be allowed to continue treatment
with study drug only if the principal investigator and Lilly study physician responsible for
medical monitoring of this trial agree thais safe for the patient to do so.

7.1.5. Patients Lostto Follow -Up

A patientwill beconsideredostto follow-upif heor sherepeatedlyails to returnfor schedulec
visits and is unable to be contacted by the study Sitepersonnel are expected to = .«e
diligent attempts to contact patients who fail to return for a scheduled visit >r we » other: ise
unable to be followed up by tbite.
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8. Study Assessments and Procedures

Appendix 2lists the Schedule of Activities, with the study procedures and their timing (including
tolerance limits for timing).

Appendix 3lists the laboratory tests that will be performed for this study.

Appendix 5provides a summary of the maximum number and volume of invasive samples, for
all sampling, during the study.

Unless otherwise stated in the subsections below, all samples collected for specified laboratory
tests will be destroyedithin 60 days of receipt of confirmed test results. Certain samples may
be retained for a longer period, if necessary, to comply with applicable laws, regulations, or
laboratory certification standards (Secti@gand8.8).

8.1. Efficacy Assessments

8.1.1. Primary Efficacy Assessments
The primary efficacy measure is change in HbAlec from baseline at 24 weeks.

8.1.2. Secondary Efficacy Assessments

The following key secondary efficacy measures will be evaluated at 24 weeks:
1 Proportion of patients achieving HbAlc targexdf0%
1 Changesn FBG from baseline' measured at the ceratadratory
1 Changes in body weight frobaseline

Other secondary efficacy measures will also be evaluated at 24 weeks:
1 Proportion of patients achieving HbAlc targefo8 . 5 %
1 Changes fream baselinein PG fronp6int SMPGorofile
1 Changes in fasting glucagon fraxaseline

8.1.3. Exploratory Assessments

The following exploratory measures will be evaluated at 24 weeks:

1 _Percentagef patientsachievingHbAlctarget<7.0%,with noweightgainandno
documented symptomatigpoglycemia

1 Percentage of patients achieving HbAlc target <7vth,body weightioss>5%, and
nodocumented symptomahgpoglycemia
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8.1.4. Appropriateness of Assessments
Efficacy and safety assessments included in this study are generally regarded as reliable and

accurate with respect to the efficacy and safety assessments in individuals and populations with
T2D.

8.2. Adverse Events

Investigators are responsible for monitorthg safety of patients who have entered this study
and for alerting Lilly or its designee to any event that seems unusual, even if this event may be
considered an unanticipated benefit to the patient.

The investigator is responsible for the appropriateica¢dare of patients during.the study.
Investigators must document their review of each laboratory safety report.

The investigator remains responsible for following, through an.appropriate health care option,
AEs that are serious or otherwise medicallpamant, considered related to the investigational
product or the study, or that caused the patient to discontinue the investigational product before
completing the study. The patient should be followed until the event resolves, stabilizes with
appropriatediagnostic evaluation, or is reasonably explained. The frequency of fopjow
evaluations of the AE is left to the discretion of the investigator.

Lack of drug effect is not an AE in clinical studies, because the purpose of the clinical study is to
estabish treatment effect.

After the informed consent form (ICF).is signed, study site personnel will record via eCRF the
occurrence and mature of each patientds preex
signs and symptoms of the disease undatinent in the study. In addition, site personnel will

record via eCRF any change in the condition(s) and any new conditions as AEs . Investigators
should record their assessment of the potential relatedness of each AE to study procedure,
investigational ppduct, and study device via eCRF.

The investigator decides whether he or she interprets the observed AEs as reasonably possibly
related to disease, to the investigational product, study device, study procedure, or other
concomitant treatment or pathologlid o assess the relationship of the AEs, the following is
defined:

Reasonably Possibly RelatedReasonable possibility that thasea cause and effect
relationship between the investigational product, study device, and/opstadyglure
and theAE.

The investigator answers yes/no when making this assessment.

Planned surgeries and nonsurgical interventions should not be reported as AEs unless the
underlying medical condition has worsened during the course of the study.

I f a pati ent fductisdiscansnted gsa result of anlAE, gtudy site personnel
must report this to Lilly or its designee via eCRF, clarifying if possible, the circumstances
leading to any dosage modifications, or discontinuations of treatment .
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8.2.1. Serious Adverse Events
An SAE is any AE from this study that results in one of the following outcomes:

1 death
initial or prolonged inpatiemiospitalization

a life-threatening experience (that is, immediate ristyaiq)

1
1
1 persistent or significadisability/incapaity
1 congenital anomaly/birtthefect

1

considered significant by the investigator for any other reason: important medical
events that magotresult in death, be liféhreatening, or require -hospitalization
maybeconsiderederiouspasediponappropriatenedicaljudgment.

Although all AEs after signing the ICF are recorded in the eCRF, SAE reporting begins after the
patient has signed the ICF and has received investigational product. However, if an SAE occurs
after signing the ICF, but prior to receivinyestigational product, it needs to be reported

ONLY if it is considered reasonably possibly related to study procedure.

Study site personnel must alert Lilly or its designee of any. SAE within 24 hours of investigator
awareness of the event via a sporggproved method. If alerts are issued via telephone, they
are to be immediately followed with official-notification onayspecific SAE forms. This

24-hour notification requirement refers to the initial SAE information and all follgnSAE
information.

Pregnancy (during maternal or paternal exposure to investigational product) does not meet the
definition of an AE. Howewe to fulfill regulatory requirements any pregnancy should be
reported following the SAE process to collect data on the outcome for both mother and fetus.

Investigators are not obligated to actively seek AEs or SAESs in subjects once they have
discontinuecand/or completed the study (the patient summary CRF has been completed).
However, if the investigator learns of any SAE, including a death, at any time after a subject has
been discharged from the study, and he/she considers the event reasonably pasithliorthe

study treatment or study participation, the investigator must promptly notify Lilly.

Requirements for the reporting of severe hypoglycemia episodes, AEs of pancreatitis, and AEs
of systemic hypersensitivity as SAEs are found in Se&iar?.

8.2.1.1. Suspected Unexpected Serious Adverse Reactions

Suspected unexpected serious adverse reactions (SUSARS) are serious events thistede not
in the IB and that the investigator identifies as related to investigagwoduct or procedure.
United States 21 CFR 312.32 and European Union Clinical Trial Directive 2001/20/EC and the
associated detailed guidances or national regulatory requirements in participating countries
require the reporting of SUSARs. Lilly hasopedures that will be followed for the recording
andexpeditedeportingof SUSARsthatareconsistentvith globalregulationsandtheassociated
detailedyuidances.
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8.2.2. Adverse Events of Interest

8.2.2.1. Hypoglycemia and Hyperglycemia

Patients will collect information on episodes of hypoglycemia between Visit 2 and the last study
visit (Visit 11 or ET visit). For that purpose, patients will be trained about signs and symptoms
of hypoglycemia, how to treat hypoglycemia, and how to codepropriate information for

each episode of hypoglycemia in the study diary (see Sextioh?d according to the Schedule

of Activities (Appendix 3. Site personnel will enter this inforti@n into the eCRF at each visit

after Visit.

Events of interest related to hyperglycemia (rescue therapy for severe, persistent hyperglycemia,
per criteria specified in Sectidh6.1.3,and ketoacidosis) will be collectedrthg the trial to
assess the risk of extreme disbalance in glycemic control.

8.2.2.2. Pancreatitis
Acute pancreatitis is defined as an AE of interest in all trials‘'with dulaglutide, including this trial.

Acute pancreatitis is an acute inflammatory process of the pancreas that may also involve
peripancreatic tissues and/or remote organ systems (Banksemman 2006). The diagnosis of
acute pancreatitis requires 2 of the following 3 features:

1. Abdominal pain, characteristic of acute pancreatitis (generally located in the
epigastrium and radiates to the back in approximately half the cases [Banks and
Freenan 2006; Koizumi eal. 2006]; the pain is often associated with nawzseh
vomiting);

2. Serum amyl ase (total and/ oar pancreatic) an

3. Characteristidindingsof acutepanecreatitison computedomographyCT) scan
or magnetic resonance igiag(MRI).

If acute pancreatitis is suspected, appropriate laboratory tests (including levels of pancreatic
amylase and lipase) should be obtained via the central laboratory (and locally, if needed).

Imaging studies, such as abdominal CT scan with oowithontrast, MRI, or gallbladder

ultrasound, should be performed. If laboratory values and/or abdominal imaging supports the
diagnosis of acute pancreatitis, the patient must discontinue therapy with investigational product

but will continue inthe studgn another glucoskwering regimen (see Sectié8.1and

Section7.1.1for details on rescue intervention). The most appropriate diabetes therapeutic

regimen will be decided by the investigatp based on the patientds cl
the patientds concomitant medications shoul d
relationship with pancreatitis.

Each case of AE of pancreatitis must be reported. If typical signs and/onosysnpit
pancreatitis are present and confirmed by laboratory values (lipase or amylase [total and/or
pancreatic]) and imaging studies, the event must be reported as an SAE. For a potential case that
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does not meet all of these criteria, it is up to the investigator to determine the seriousness of the
case (AE or SAE) and the relatedness of the event to study drug.

In addition to the diagnostic assessment in patients who develop symptoms of acute pancr eatitis,
each patient will have measurements of pancreatic amylase and lipase at screening, baseline, and
the last study visit (Visit 11 [Week 24] or ET visit), tesass any potential effects of dulaglutide

on the exocrine pancreas (refer to the Schedule of Activikigsendix 3. Further diagnostic

assessment per Lilly algorithm for assessment of asymptomatic pancreatic hyperenzyithemia

be required whenever | ipase and/ or¢. pancreatic
If this situation occurs at Visit 11 (Week 24), the patient will be required to-undergo this

additional workup, and the data will be collected in the dal trial database.

All AEs of acute or chronic pancreatitis, as well as cases of confirmed lipase or pancreatic

amyl ase values O31TULN, will be adjudicated by
In addition, AEs of severe or serious abdomirahpf unknown etiology will also be submitted

to the adjudication committee to assess for possible pancreatitis or other pancreatic disease.
Relevant data from patients with acute or chronic pancreatitis, those with severe or serious
abdominal pain, andhbse that undergo additional assessments due to confirmed

hyperenzymemia will be entered into a specifically designed eCRF page by study site or Lilly

staff. The adjudication committee representative will enter the results of adjudication in a
correspondig eCRF page.

8.2.2.3. C-Cell Hyperplasia and C -Cell Neoplasms
Individuals with personal or family history of certain thyroid or nonthyroid endocrine

abnormalities or certain preexisting laboratory and genetic characteristics will be excluded from
the study (see Stan 5.2). The assessment of thyroid safety during the trial will include

reporting of thyroid treatmer@gmergent adverse events (TEAES) and measurements of calcitonin
according to the Schedule of Activitiesppendix 9 at screening, baseline, and Visit 11

(Week 24). The purpose of calcitonin measurements is to assess the potential of dulaglutide
versus placebo to affect the thyroiec€ll function, which may indicate development oté€ll
hypeplasia and neoplasms.

Patients who develop serum calcitonin increas
values AND an absolute value 020 pg/mL and <3
repeat the measurement within 1 month. Ifthe peat val ue is increasing

patientwillbe recommended that he or she undergo additional endocrine assessment and
longerterm follow-up by an endocrinologist to exclude a serious adverse effect on the gland.

Patients with anincreasen s erum cal citonin O50% of the mea
values AND an absolute value O35 pg/ mL at Vis
immediately undergo additional e ndocrine assessments and-tengefollow-up by an

endocrinologist.
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For patients who require additional endocrine assessment because of increased calcitonin
concentration per criteria provided in this section, data from the faljpassessment will be
collected in the specific section of the eCRF.

8.2.2.4. Cardiovascular Events

Deaths and nonfatal CV AEs will be adjudicated by a committee of physicians external to Lilly
with cardiology expertise. The nonfatal CV AEs to be adjudicated include: MI; hospitalization

for unstable angina; hospitalization for hefarture; coronary i nterventions (such as coronary

artery bypass graft or percutaneous coronary intervention); and cerebrovascular events, including
cerebrovascular accident (stroke) and transient ischemic attack (TIA).

8.2.2.5. Renal Events
Renal safety will bessessed based on repeated renal functional assessment, as well as
assessment of AEs suggestive of acute and chronic renal failure.

8.2.2.6. Allergic/Hypersensitivity Reactions

All allergic or hypersensitivity reactions will be reported by the investigator as diEeor, if

any serious criterion is met, as SAEs. Additional data, such as type of reaction and treatment
received, will be collected on any AEs or SAEs that the investigator deems related to study drug
via a CRF created for this purpose. Study drug lshioei temporarily interrupted in any

individual suspected of having a severe or serious allergic reaction to study drug (B&c8on

Study drug may be restarted when/if it is safe to do so, in the opinion of the inestigstudy

drug is permanently discontinued, the patient will receive another glmeseng treatment,
judged by the investigator to be appropriate
continue in the trial to collect all planed efficamyd safety measurements (see Sed@i8riand
Section7.1.1).

8.2.3. Complaint Handling

Lilly collects product complaints on investigational products and drug delivery systems used in
clinical studies in order to ensure the safety of study participants, monitor quality, and to
facilitate processand product improvements.

Patients will be insticted to contact the investigator as soon as possible if he or she has a
complaint-or problem with the investigational product so that the situation can be assessed.

8.3. . Treatment of Overdose

Study drug overdose will be reported as an AE. In the event of overdose, refer to the IB and/or
Product Label.

8.4. Safety Assessments

8.4.1. Electrocardiograms

Episodes of symptomatic hypotension have been reported in patients treated with SGLT2
inhibitors, while teatment with dulaglutide increases the mean heart rate (HR) (2 to 4 beats/min)
and the mean duration of the PR interval (2 to 3 msec). To assess the effect of their combined

LY2189265



H9X-MC-GBGE(b) Clinical Protocol Page 45

use on cardiac electrophysiology in Study GBGE , electrocaraieg@CGs) will be collected
according to the Schedule of Activitiesgpendix 3 and centrally overread. Electrocardiograms
should be recorded according to the staggcific recommendations included in the Manual of
Operatons for the study, using standardized equipment provided by the Sponsor.

Each ECG tracing will be assessed by the investigator immediately upon recording for clinical
management purposes. Any clinically significant findings from ECGs that result in asiggn

and that occur after the patient receives the first dose of the investigational treatment should be
reported to Lilly or its designee as an AE via eCRF. Results of the central overread will be
entered into the clinical trial database and will be dsethe statistical analysis of the effects of

the randomized treatments. In addition, once the overread ECG is returned from the centralized
ECG vendor, the investigator, or qualified designee, is responsible for determining if any change
to the patient mnagement is needed. The investigator, or qualified designee, must document
his/her review of the ECG printed at the time of evaluation, the final overread ECG report issued
by the central ECG laboratory, and any alert reports.

8.4.2. Blood Pressure and Heart Rate

Sitting blood pressure (BP) and HR will be measured according to the Schedule of Activities
(Appendix 3, using standardized equipment provided by the Sponsor. Vital sign measurements
should be taken before obtaining a@&tracing, at visits where required (see Schedule of
Activities, Appendix 3, and before collection of blood samples for laboratory testing. For each
parameter, 2 measurements will be taken using the same arm. An apelppizad cuff (cuff

bladder encircling at least 80% of the arm) should be used to ensure the accuracy of BP
measurements. The arm used for the BP measurement should be supported at heart level. Each
measurement of sitting HR and BP is'to be recordedeie@RF. Any AE related to changes in

BP and HR should be reported, per requirements provided in S8cion

8.4.3. Laboratory Tests
For each patient, laboratory tests detailedppendix 3should be conducted according to the
Schedule of ActivitiesAppendix 3.

Any clinically significant findings from laboratory tests that result in a diagnosis and that occur
after the patient receives the first dose of itigesional product should be reported to Lilly or its
designee as an AE via eCRF.

8.4.4. - Body Weight and Body Mass Index
Body weight will be measured at prespecified time points (see Schedule of Actiiipendix

2). Each patientdos weight shoul d beAppedisjur ed a
Body mass index wil!/ be computed from the pat

8.4.5. Safety Monitoring

Lilly will periodically review evolving aggregate safety data within the study by appropriate
methods, including trends in safety variables, laboratory analytes, and AEs. Lilly will also
review SAEs within time frames mandated by company procedures. The Lilysysician
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will, as appropriate, consult with the functionally independent Global Patient Safety therapeutic
area physician or clinical scientist.

In addition, specific safety measures are included in the protocol to ensure appropriate

monitoring of pancreatic, thyroid, and liver safety. Laboratory findings that trigger pancreatic

and thyroid safety monitoring per Lilly standards are prov ided itid@e8.2.2.2and8.2.2.3.

Details of the liver safety monitoring are providedjppendix 4.If a study patient experiences

el evated ALT O3X UkeNegvALtRdOTITBLUIORX ®&LN, clini
monitoring should be initiated by the investigator. Details for hepatic monitoring depend upon

the severity and persistence of observed laboratory test abnormalities. To ensure patient/subject
safety and complwith regu latory guidance, the investigator is to consult with the Lilly CRP

regarding collection of specific recommended clinical information a nd felipwaboratory

tests.

8.5. Pharmacokinetics
Not applicable.

8.6. Pharmacodynamics
Not applicable.

8.7. Genetics

A bloodsamplewill be collected for pharmacogenetic analysis where local regulations and

ERBs allow Appendix 3. These samples are not being collected to create a biobank for
conducting unspecified disease or-populatioretiemesearch either now or in the future.

Samples may be used to investigate variable response to dulaglutide, and to investigate genetic
variants thought to play a role in diabetes and dialretated complications. Assessment of
variable response magdlude evaluation of AEs or differences in efficacy. These studies may
includebutarenotlimited to thegeneticvariantsin drugtargetpathway(glucagonlike peptidel
receptor [GLP1R]) genes and genes associated with diabetes and related complications (eg,
transcription facto-like 2 [TCF7L2]). Samples will be retained for a maximafril5 years

after thelastsubiject visit, or as local regulations and ERBs all@wtlie study at a facility

selected by the sponsdihisretentionperiodenables use of new technologies, response to
regulatory questions, and investigation of variable response that may not be observed until later
in drug development or when the drug@nmercially available. Molecular technologies are
expected to improve during the §&arstorage period and therefore cannot be specifically

named. However, existing approaches include whole genome or exome sequencing, genome
wide association studiesandidate gene studies, and epigenetic analyses. Regardless of the
technology utilized, genotyping data generated will be used only for the specific research scope
describedhere.

8.8. Biomarkers
Serum and plasma samples for sganetic biomarker research wik lzollected at the times
specified in the Schedule of Activitie&gpendix 3 where local regulations and ERBs allow.
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Samples will be used for research on the drug target, disease process, pathways associated with
T2D, mechanism of action of dulaglutide, and/or research method or in validating diagnostic
tools or assay(s) related to T2D.

All biomarker samples will be codawith the patient number. These samples and any data
generated can be linked back to the patient only by the investigator site personnel. Sa:  les wi,
be destroyed according to a process consistent with local regulations.

Samples will be retained for a memum 15 years after the last patient visit f¢ the < udy, or or a
shorter period if local regulations and ERBs impose shorter time limits, at a i. zilit, =eles ad by
the sponsor. This retention period enables use of new technologies, resranse « regulator
guestions, and investigation of variable response that may not be obse ved il lc.er in drug
development or when the drug is commercially available.

8.9. Health Economics
Not applicable.
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9. Statistical Considerations and Data  Analysis

9.1. Determination of Sample Size

With 120 completers per arm, the study will have 90% power for demonstrating superiority of
either dulaglutide 1.5 mg or 0.75 mg versus placebo in change from baseline in mean HbAlc at
24 weeks, assuming a standard deviatid) (& 1.2%, a difference between dulaglutide and
placebo of 0.55%, and astded significance level of 0.025. Assuming that the dropout rate is
15% for the entire study period, the study will enroll approximately 142 patients in each arm for
a total of 42@oatients enrolled. Assuming a screen fail rate of 40%, a total of approximately

710 patients will be screened to meet these enrollment number requirements.

9.2. General Statistical Considerations

Statistical analysis of this study will be the responsibilitilo Lilly and Company or its

designee. Any change to the data analysis methods described in the protocol will require an
amendment ONLY if it changes a principal feature of the protocol. Any other change to the data
analysis methods described in the poot, and the justification for making the change, will be
described in the statistical analysis plan (SAP) or the clinical study report (CSR). Additional
exploratory analyses of the data will be conducted as deemed appropriate.

The primary analysis population will be the intetottreat (ITT) population, defined as all

patients randomized who have received atleast 1 dose. This is also the safety population. A
select number of measurements (HbAlc, percent to goal in HbAlc,d&fBody weight) will

also be evaluated in the PP population and completer population. The PP population will be
based on patients who were compliant with study medication, took no concomitant medications
that would confound the interpretation of res(disch as systemic steroids or reindy glucose
lowering agents used >14 days), and have an HbAlc measurement at the primary visit endpoint.
The completer populationwill be based on patients who completed the treatment period.

There will be 2 primary égnands to compare the placebo and the dulaglutide arms in terms of
the primary measure of HbAle change from baseline to 24 weeks. One primary estimbaed will
an efficacy estimand; which will not use postrescue data; the other primary estimand, requested
by the US Food and Drug Administration, will be an ITT estimand (treatnegimhen

estimand), which will use postrescue data. The efficacy estimand compares the benefit of the
initially randomized treatments, assuming all patients remained in the studidamut take
additional or alternative antihyperglycemic medication . The estimate of mean change from
baseline to endpoint reflects what would have been observed if patients stalyeuinitially
randomized treatments. The treatmegimen estimandompares the benefit of treatment
regimens as they are actually taken. The estimate of mean change from baseline to endpoint
reflects what was actually observed regardless of use of any additional or alternative
antihyperglycemic agents. Both estimandd ugke thesameprimary analysis model, and each

will betestedatthefull significancdevel of 0.05.
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Analyses of key secondary efficacy outcomes (percent to goal in HbAlc, FBG, body weight) and
hypoglycemia will also be performed on tisdl dataset, excluding and including data collected
after initiation of rescue with glucosewering therapy.

Unless otherwise noted, all tests of treatment effects will be conducteasadedalpha level of
0.05, and confidence intervals (Cls) wi# balculated at 95%;&ded. All tests of interactions
between treatment groups and other factors will be conductedsittad?alpha level of 0:10.

The baseline will be Visit 5, except for HbAlc. Patients who do not need stabilization will have
blood dawn for baseline HbAlc at Visit 2, and those who need stabilization at Visit 4. For alll
variables except HbAlc, if baseline data are missing, the last nonmissing-measurement taken
prior to Visit 5 will be used for the baseline measurement. For HbAlcsélibe data are

missing, the imputation will be conducted only if an additional value between Visit 2 and
randomization (patients not needing stabilization) or Visit 4 and randomization (patients needing
stabilization) is collected. The endpoint for thar@ry analysis is-defined as the change from
baseline in HbAlc at 24 weeks (Visit 11). Key secondary endpoints are percent to goal in
HbAlc (<7.0%) at 24 weeks and change from baseline in FBG (central laboratory) and body
weight at 24 weeks.

Two analysis models will be used for the primary and key secondary continuous efficacy
measures. The primary analysis will be mbreddel repeated measure (MMRM) analysis using
restricted maximum likelihood (REML) (Secti@x.1). An unstructured covariance structure
will be used to model the withipatient errors. If this model fails to converge, the following
covariance structures will be tested in order:

Toeplitz withheterogeneity

autoregressive with heterogeneityyvisyt
compoundymmetrywith heterogeneougariancedy visit
Toeplitz

autoregressive

compoundsymmetrywithout heterogeneousariancesby visit

=A -4 - _a_-a_-°

Thefirst covariancestructurehatconvergewill beused.

The secondary analysis for the primary and key secondary continuous endpoints will be analysis
of covariance (ANCOVA) (Sectiod.4.2. Missing endpoints will be imputed with the last
(postbaseline) observation carried forwlrt@CF). The percentage of patients achieving the

target HbA1lc of <7.0% at 24 weeks will be analyzed using a longitudinal logistic regression with
repeated measurements (Sectich?).

A graphical testing approach for each estimand separately will be used to strongly control for
type 1 error to test for superiority of each of the dulaglutide doses versus placebo at 24 weeks for
the following measures: (1) change from baseline in HbA)a;li{ange from baseline in FBG

(central laboratory), (3) percent achieving HbAlc <7.0%, and (4) change from baseline in body
weight.
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For continuous measures, summary statistics will include sample size, mean, SD, median,
minimum, and maximm for both the actual and change from baseline measurements. Least
squares mean (LS mean) and standard errors derived from the model will also be displayed for
the change from baseline measurements. Treatment comparisons will be displayed showing the
treatment difference LS mean and the 95% Cls for the treatment differences (dulaglutide
placebo), along with the-galues for the treatment comparisons.

For categorical measures, summary statistics will include sample size, frequency, and
percentages. Fishebs exact test will be used for treatnm
an expected value of at least 5, in which case theqimre test will be used.

9.3. Treatment Group Comparability

9.3.1. Patient Disposition
A detailed description of patient dispositisil be provided at the end of the study.

Frequency counts and percentages of all patients entered, randomized/enrolled, completing,
discontinuing from the study drug early, and discontinuing from the study early will be presented
for each of the treatment groups. The reasons for discontinfiaiorthe study and/or study

drug will be summarized by treatment group. A summary of discontinuations will also be
presented by visit.

The overall percent discontinued comparisons among the treatment groups will be performed
using a chisquare test.

9.3.2. Patient Characteristics
Demographic and baseline characteristics will be summarized for both treatment arms.

9.3.3. Concomitant /Therapy

Glucose lowering agents will be summarized by treatment at entry, baseline (Visit 5), and for the
entire 24week treatment period.d3es of SGLT2 inhibitors and metformin will be summarized

at baseline (Visit 5). Other prespecified concomitant medications of interest will be summarized
by treatment at baseline (Visit 5). Frequency of use ofstody glucosdowering medications

will be summarized at baseline (Visit 5) and for the entirev@dk treatment period by treatment

group.

9.3.4. Treatment Compliance

Treatment compliance for each visit interval is defined as taking at least 75% of required
injections. Overall compliance is definedsng at least 75% compliant with study drug for at
least 75% of the visits. The investigator will advise the patient that injections should be given at
approximately the same time of the day, on the same day of the week. Compliance will be
summarized bylbatreatment arms, by visits and overall. Listings will also be produced.
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9.4. Primary and Secondary Analyses

9.4.1. Primary Outcome Measure and Analyses

The primary outcome is the difference in HbAlc mean change from baseline to 24 weeks'in the
ITT population. The primary hypothesis of interest in this plagairdrolled study is whether
dulaglutide has superior efficacy compared to placebo, in patieetglgltreated with SGLT2
inhibitors.

The primary analysis model will be an MMRM for HbA1c change from baseline to 24 weeks in
the I TT population (Visit 11) with treatment,
see Sectio®.2, met formin use (fAyes-byvigitsasfixadeflegts, vi si t
baseline HbAlc as a covariate, and patient as a random effect.

9.4.1.1. Additional Analyses of the Primary = Outcome

The primary analysis model, MMRM, will be repeated ushrggRP population and completer

population to check the sensitivity of the analysis. If the conclusion differs from that of the ITT
population, the data and analyses will be further investigated. The secondary analysis model will

be an ANCOVA for HbAlc chage from baselineto 24 weeks (Visit 11), using a similar model

as described above with treatment, country, S
met formin use (Aiyeso0O vs fAinoo) as factors and
will be imputed with the LOCF using postbaseline data only.

To investigate departure from the missing at random (MAR) assumption for the primary analysis

for both efficacy and treatmenegimen estimands, a sensitivity analysis using a particular

missing not at rando (MNAR) assumption will be performed. Specifically, a placebo multiple
imputation (pMI) will be performed (Ayele et al. 2014), which assumes that the drug effect in

missing data and postrescue data in both the placebo arm and dulaglutide arm was like the
observed effect in the placebo arm (excluding
referenceodo approach as described in Carpenter
that the drug effect will decay over time, in accordance witltoneslation structure implied by

the data. Data imputed this way will be analyzed with the same MMRM model as the primary

anal ysis.. This particular MNAR assumption can
assessment of the 2 estimands. For both theaeffiestimand, and the treatmeagimen

estimand, a tippingoint analysis will be performed in which the missing data are imputed with

a MAR assumption. However, prior to analysis, in the dulaglutide arm, the imputed values will

be replaced by the imputedlue plus delta. Multiple values of delta will be tried until the value

at which the conclusion from the MMRM analysis changes.

9.4.2. Secondary Outcome Measures and Analyses

The key secondary continuous efficacy measures will also be analyzed using both thedels
MMRM and the ANCOVA with LOCF models described above (with aitdout censoring
data collected aftenitiation of rescue intervention). Analysis of other secondary efficacy
measures that are continuous variables, except glucagon (for glucagdacger9.5.6, will be
performed using MMRM on the ITT population. There will be no multiplicity adjustrioent
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pairwise comparisons. The MMRM and ANCOVA models will include the model terms given
for the peviously described primary analysis model with the addition of the HbAlc strata
(08. 0%, >8.0%).

For percentages of patients achieving target HbAlc of <7.0% (including exploratory composite
endpoints with body weight and hypogl ycemia)
regression with repeated measurements will be used. The model will inuliegeendent

vari ables treat ment, country, SGLT2 i nhibitor
Anoo), Vi si t-hyvidit amteraction, tireatmerbyAiditcand baseline HbAlc as a

covariate. These analyses will be performed with pestre data excluded (considered missing),

and separately with all postrescue data included. In addition, an analysis of percentage of

patients on HbA1c targets will be performed where patients who have been rescued or have no
postbaseline data being caesied (imputed) as not having achieved the target.

9.5. Safety Analyses

The safety analysis will include measurements of AEs, SAES, hypoglycemic and hyperglycemic
episodes, and laboratory analytes. Unless otherwise specified, the ITT population will be used
for analyses of safety measures.

9.5.1. Study Drug Exposure
Exposure to eacstudy treatment will be calculated for each patient and summarized by
treatment group. The time points for exposure summaries will be defined in the SAP.

9.5.2. Adverse Events

Adverse events will be coded from the actual term using the Medical Dictionary folaRegu
Activities (MedDRA) and reported in preferred term and system organ class (SOC). Selected
notable AEs of interest may-be reported using eyl terms. All AEs and TEAES, defined as
postbaseline events that are new events or preexisting conditainvgorsened in severity after
randomization, will be listed by patient and visit. Information on treatment, actual term,
preferred term, severity, seriousness, and relationship to study drug will also be reported.

Summary statistics will be provided ®EAEsS, SAEs, and study discontinuation due to AEs or
death during the treatment period. Counts and proportions of patients experiencing AEs will be
reported for each treatment group, andstuare tests will be used to compare the treatment
groups.

Listings of patients experiencing allergic and hypersensitivity reactions, as well as those
discontinuing the study due to AEs, will be produced.

9.5.3. Hypoglycemic Episodes

Section6.6.1.2contains definitions of categories of hypoglycemia. A listing of individual

hypoglycemic episodes by patient will be presented. Summary reports will include both

incidence and rates of hypoglycemia for the ITT population (with postrescue data censored, and
without postrescue data censored). Hypogl yce
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symptomatic, 0 Ahasymptomatic, 06 Aiprobable, 0 fise
combined, dAtot al hypoglycemi a.toot@nl yh yfpdagd wnenr
will be analyzed inferentially.

Baseline hypoglycemia risk will be established based on hypoglycemia events résiveseh

Visit 2 andVisit 5. The incidence of hypoglycemic episodes will be summarized by frequencies

and percentagesif each treatment groupy visitas well as overall. Treatment differenaes

the incidence of hypoglycemic epi.soeeuare wi | | b
testfor treatmentomparison.

Treatment differences in rates of hypoglycemic episodes (episodes/patient/30 days;
episodes/patient/year) will be assessed by the likeli#@ased model for repeated measures.
The model will include the same terms as in the primary analysis model witmbase
hypoglycemia as a covariate instead of baseline HbAlc. The logarittiays between visit s
will beadjustedasanoffsetto accountor possibleunequabturationbetweenvisits andbetween
patientsCertain categories of hypoglycemia may also béuewad using a PG cutoff

<54 mg/dL (<3.0 mmol/L).

9.5.4. Hyperglycemic Episodes
Listings and summaries (if appropriate) will be provided for events of severe, persistent
hyperglycemia resulting in initiation of rescue therapy, as well as events of ketoacidosis.

9.5.5. Special Safety Topics

9.5.5.1. Pancreas Safety
Listings and summaries of adjudicated pancreatic events will be provided.

9.5.5.2. Cardiovascular Safety

Listings and summaries of adjudicated CV events will be provided. Heart rate and systolic and
diastolic blood pressure fmovital signs will be summarized as well as ECG data. Adverse
events suggestive of hypotension will be provided.

9.5.5.3. Thyroid Safety
Listings of AEs of interest associated with the thyroid gland (benign and malignant neoplasms)
will be produced,; as well as a listing of biopsy reports.

9.5.5.4. Renal Safety

To assess renal safety, summary and analyses will be provided for eGFR, as welladeshift t
Listing of AEs suggestive of acute and chronic kidney failure will also be provided. Other
reports may also be generated if deemed appropriate.

9.55.5. Allergic/Hypersensitivity Reactions
Summaries and listings of allergic and other hypersensitivity ABdeiiprovided.

LY2189265



H9X-MC-GBGE(b) Clinical Protocol Page 54

9.5.6. Laboratory Analytes

Laboratory measurements will be listed by patient and visit. An additional listing will be
presented for laboratory measurements that are outside the normal range.

Laboratory measurements will also be summarized. For continuous (numeric) laboratory
analytes, including glucagon, the change from baseline to endpoint will be analyzed using an
analysis of variance (ANOVA) on the raftansformed data, with treatment asetl effects.

Last observation carried forward will be used to impute missing postbaseline values.

For subjective (qualitative) laboratory analytes, counts and percentages of patients with normal
and abnormal values will be analyzed usingstfuare tests.

9.6. Pharmacokinetic/Pharmacodynamic  Analyses
Not applicable.

9.7. Other Analyses

9.7.1. Subgroup Analyses

A subgroup analysis will be performed on the primary endpoint using the efficacy estimand and
the same model as the primary analysis model with an added term fomtehyeiXeraction
visit-by-treatmentby- [subgroup]. The 2vay interaction of treatmenby-[subgroup] at the

primary time point of 24 weeks will be evaluated to assess an interaction in the treatment effect
with the subgroup levels. Significance will be evaluated at alpha=0.10. The following are
candidate subgroups that might be analyzeds [i$t is not necessarily aihclusive:

baseline age grems)p (<65 years, 065

race

ethnicity

country

duration of diabetes at badumtion)ne (<medi an
BMI (<median andme d i an)

concomitantmetformin

baseline Hb8% (08. 0%,

baseline glucagon (<median @dane d i a n)

A a8 _5_9_°9_-2

When-analyzing baseline HbAlc as a subgroup, the baseline HbAlc will not be included as a
covariate to avoid confounding.

A subgroup analysis will also be performed for the change from baseline in body eight
baseline glucagon only, using a similar approach as described for HbAlc above. Other
subgroups may be assessed when considered appropriate.

For all subgroup analyses, if the MMRM fails to converge, then the corresponding ANCOVA
model (LOCF) will be used
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9.8. Interim Analyses

No interim analyses are planned for this study. If an unplanned interim analysis is deemed
necessary, the appropriate Lilly medical director, or designee, will be consulted to determine
whether it is necessary to amend the protocol.
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10. Study Governance Considerations

10.1. Regulatory and Ethical Considerations, Including the Informed
Consent Process

10.1.1. Informed Consent
The investigator is responsible for ensuring:

1 thatthepatientunderstandthe potentialrisksandbenefitsof participatingin
thestudy

1 thatinformed consent is given by each patient or legal representative. This
includes obtaining the appropriate signatures and dates on the ICF piner to
performance of any protocol procedures and prior to the administration of
investigationaproduct.

1 answering any questions the patigrgyhave throughout the study and
sharing in a timely manner amgwinformation thaimayberelevant to the
p at i vallingnéssto continuehisor herparticipationin thetrial.

10.1.2. Ethical Review

The investigator must give assurance that the ERB was properly constituted and convened as
required by International Conference on Harmonisation (ICH) guidelines and other applicable
laws and regulations.

Documentation of ERB approval of the protocol amel iCF must be provided to Lilly before the
study may begin at the investigative site(s). Lilly or its representatives must approve the ICF,
including any changes made by the ERBS, before it is used at the investigative site(s). All ICFs
must be complianwith the ICH guideline on GCP.

The study siteéds ERB(s) should be provided wi
1 the current IB or package labeling and updates during the coursestuidiie
1 ICF

1 /relevant curriculaitae

i “studydiary

10.1.3. Regulatory Considerations

This study willbe conducted in accordance with:

- consensusthicsprinciplesderivedfrom internationakthicsguidelinesjncluding
the Declaration of Helsinki and Counfok International Organizationsf
Medical Sciences (CIOMS) International EthiGalidelines

applicable ICH GCKsuidelines

applicable laws anggulations
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Some of the obligations of the sponsor will be assigned to aghitgt organization (TPO).

10.1.4. Investigator Information

Physicians with a specialty in diabetes/endocrinology internal medicine, family medicine, or
general medicine with clinical research experience will participate as investigators in this clinical
trial.

10.1.5. Protocol Signatures

The sponsor 6s ioffcerpit apprové thegprotooeldconéiraihg that, to the best
of his or her knowledge, the protocol accurately describes the planned design and cdhduct of
study.

After reading the protocol, each principal investigator will sign the protocol signaage and
send a copy of the signed page to a Lilly representative.

10.1.6. Final Report Signature

The CSR coordinating investigator will sign the final ClBRthis study,indicating agreement
that, to the best of his or her knowledge, the report.accurately describes the condesulénd
of thestudy.

The sponsorods responsi bl e medical of ficer and
study, confirming that, to the best of his or her knowledge, the report accurately describes the
conduct and results of the study.

10.2. Data Quality Assurance
To ensire accurate, complete, and reliable data, Lilly or its representatives will do the following:

1 provideinstructionalmaterialto the studysites,asappropriate

1 sponsor staftip training to instruct the investigators and study coordinators. This
training will give instruction on the protocol, the completion of the CRFs, and
studyprocedures.

make periodic Vvisits to the stusiye

be available for consultation and staygontact with the studgitepersonnel by
mail, telephone, and/dax

1 reviewandevaluae CRFdataandusestandarccomputereditsto detecterrorsin
datacollection

" conductaqualityreviewof thedatabase

In addition, Lilly or its representatives will periodically check a sample of the patient data
recorded against source documents at the study site. The study may be audited by Lilly or its
representatives, and/or regulatory agencies at any time. Invesdigali be given notice before

an audit occurs.
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The investigator will keep records of all original source data. This might include laboratory
tests, medical records, and clinical notes. If requested, the investigator will providerteerspo
applicable regulatory agencies, and applicable ERBs with direct access to original source
documents.

10.2.1. Data Capture System

An electronic data capture system will be used in this study. The site maintains a‘separate source
for the data enteredylihe site into the sponsgrovided electronic data capture system.

Case report form data will be encoded and stored in a clinical trial database. Data managed by a
central vendor, such as laboratory test data or ECG data, will be stored electronttaly in
central vendordés database system. Data will s
to the Lilly generic labs system.

Any data for which paper documentation provided by the patient will serve as the source
document will be identified andbdc u ment ed by ‘each site in that s
documentation provided by the patient may include, for example, a paper diary to collect patient
reported outcome measures (for example, a rating scale), a daily dosing schedule, or an event

diary.

Data from complaint forms submitted to Lilly will be encoded and stored in the global product
complaint management system.

10.3. Study and Site Closure

10.3.1. Discontinuation of Study - Sites

Study site participation may be discontinued if Lilly, the investigator, or the ERB of the study
site judges it necessary for.medical, safety, regulatory, or other reasons consistent with
applicable laws, regulations, and GCP.

10.3.2. Discontinuation of the  Study
The studywill be discontinued if Lilly judges it necessary for medical, safety, regulatory, or
other reasons consistent with applicable laws, regulations, and GCP.
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Appendix 1. Abbreviations and Definitions

Term Definition

AE adverse event: Any untoward medical occurrence in a patielimioal investigation
subject administered a pharmaceuticaldarct that does not necessarily have a causal
relationship with this treatment. An adverse event can thereforebe any unfavorable and
unintended sign (including an abnormal laboratory finding), symptom, or disease
temporally associated with the use of adinmal (investigational) product, whether or
not related to the medicinal (investigationa)duct.

ALP alkalinephosphatase

ALT alanineaminotransferase

ANCOVA analysis otovariance

ANOVA analysis ofvariance

AST aspartataminotransferase

blinding/masking

BMI
BP
CIOMS

complaint

Cl
CRF/eCRF

CRP

CSR

CT
CV

ECG
eGFR

enroll

a doubleblind study is one in which neither.the patiantany of thenvestigatoror
sponsor staff who are invelved in the treatment or clinical evaluation of the patients
aware of the treatmereceived

body mas$ndex
bloodpressure
Councilfor International Organizationsf Medical Sciences

A complaint is any written, electronic, or oral communication @llagesdeficiencies
related to the identity, quality, purity, durability, reliability, safety or dffemess, or
performance of a drug or drug deliveystem.

confidencenterval
case report form/electronic case reponn

clinical research physician: Individual responsible for the medical conductsitithe
Responsibilities of the CRP may be performed by a physician, clinical research
scientist, global safety physician or other medical officer.

clinical studyreport

computedomography

cardiovascular
electrocardiogram
estimated glomerulailfration rate

The act of assigning a patient to a treatment. Patients who are enrollettiai &ne
those who have been assigned tieatment.
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enter

ERB
ET

fasting

FBG

GCP

Gl

GLP-1
GLP-1 RA
HbAlc
HR

1B

ICF

ICH

investigational
product

ITT

IWRS
LOCF
LS 'mean
MAR
MedDRA
MEN

Ml

MMRM

Patients entered into a trial are those who sign the informed conseulirfectty or
through their legally acceptabiiepresentatives.

ethical reviewboard
earlytermination

abstaining from food and drink (except water) for approximatélyus(typically,
overnight), no significant physical activity and no administration of glutmsering
agents during thigeriod

fasting bloodglucose

good clinicalpractice

gagrointestinal

glucagonlike peptidel

glucagonlike peptidel receptoragonist
hemoglobinAlc

heartrate

| nvestBratluteor 6 s
informed conserfbrm

International Conference égtarmonisation

A pharmaceutical form of an active ingredient or placebo being tested or used as a
reference in a clinical trial, including products already on the market when used or
assembled (formulated or packaged) in a way different frorautteorized form, or
marketed products used for an unauthorized indication, or marketed products used to
gain further information about the authorized form.

intent to treat: The principle that asserts that the effect of a #aapolicy caebest
assessed by evaluating on the basis of the intention to treat a patient (that is, the planned
treatment regimen) rather than the actual treatment given. It has the consequence that
patients allocated to a treatment group should bevfed up, assessed, and analyzed as
members of that group irrespective of their compliance to the planned course of
treatment.

interactive wekresponsesystem

last observation carriddrward
leastsquaresnean

missing arandom

Medical Dictionary for Regulatorictivities
multiple endocrin@eoplasia
myocardiainfarction

mixed-model repeatetheasures
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MNAR
MRI
NAFLD
OAM
oTC
PG

PP

QD
REML
SAE
SAP

screen

SD

SDP
SGLT1/SGLT2
SMPG

SPC
SUSARs

T2D

TBL

TEAE

ULN

USPI

missing not atandom
magnetic resonandmaging
nonalcoholic fatty livedisease
oral antihyperglycemiagent
over thecounter
plasmaglucose

per protocol: The set of data generated by the subset of patieawufficiently
complied with the protocol to ensure that these data would be likely to exhibit the
effects of treatment, according to the underlying sciemifidel.

oncedaily

restricted maximuntikelihood
serious adversevent
statistical analysiglan

Theactof determiningf anindividualmeetsminimumrequirementso becomepartof
apoolof potentialcandidatesor participationinaclinical study.

standardieviation

singledosepen

sodiumglucose ceransporter 1/sodiurglucose cetransporte@
self-monitored plasmglucose

summary of produatharacteristics

suspected unexpected serious adveraetions

type2 diabetes

total bilirubinlevel

treatmertemergent adverse event: Any untoward medical occurrenaattiebccurs
orworsens at any time after treatment baseline and that does not necessarily have to
have a causal relationship with thisatment.

upper limit ofnormal

United States prescribimgformation
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Appendix 2. Schedule of Activities
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Schedule of Activities, Protocol HOXMC-GBGE
Perform procedure as indicated.

Page 66

Study
Period | Study Period Il Study-Period Il
Screening| Lead in | Stabilizationa Treatment-Period
Visit 1 2a 3 4 5b 7 8 9 10 11 ET
Week of Treatment -(2-14) -(1-13) -12 -1 0 2 4 8 12 18 24
Allowable Deviation (Days) +3 +3 +3 +3 +3 +3 7 7 7 17
Informed consent X
Randomizatiofi X
Clinical Assessments
Medical history X
Physical X X X
Heightd X
Weightd X X X X X X X X X
Electrocardiogra X X X X
Vital signs (BP and HR X X X X X X X X X
measurements)
Preexisting conditions/adverse X X X X X X X X X X X X
events
Concomitant medications X X X X X X X X X X X X
Review/record hypoglycemic X X X X X X X X X X
events
Patient summary X X
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Schedule of Activities, Protocol HOXMC -GBGE

Study
Period | Study Period I Study Period 11
Screen | Lead
ing in Stabilizationa Treatment Period
Visit 1 2a 3 4 5b 6 7 8 9 10 11 ET
Week of Treatment -(2-14) | -(1-13) -12 -1 0 2 4 8 12 18 24
Allowable Deviation (Days) +3 +3 13 13 3 3 +7 7 17 7
Patient Education and Management
Diet and exercise and SMPG training X
PG meter training X
Subcutaneous injection training X X
Review of subcutaneous injection X
training
Dispense PG meter/supplées X X X X X X X X X
Dispense study diary, instruct in use X X X X X X X X X
Review/return study diary X X X X X X X X X X
Review/record goint SMPG valuds X X X Xi
Dispense study drug and/or injection X X X X X X
supplies
Observe patient inject study drug X
Patient returns study drug and injecti X X X X X X X
supplies
Assess study drug compliance X X X X X X X
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Schedule of Activities, Protocol HOXMC -GBGE

Study
Period | Study Period I Study Period 11
Screening|Lead in| Stabilizationa Treatment Period
Visit 1 2a 3 4 5b 6 7 8 9 10 11 ET
Week of Treatment -(2-14) -(1-13) -12 -1 0 2 4 8 12 18 24
Allowable Deviation (Days) +3 +3 +3 +3 +3 +3 +7 +7 +7 +7
Laboratory Tests
Pregnancy tekt X X
Chemistry panel X X X X
Urinalysis panel X X X
Urinary albumin/creatinine ratio X X X
eGFR (CKDEPI) X X X X
Calcitonin X X X X
Hematology X X X X
Lipid panel X X X
HbAlc X xXm Xn X X X X
Pancreatic amylase, lipase X X X X
Fasting glucagon X X X
Follicle-stimulating hormone test X
Stored Samples:
Pharmacogenetic X
Nonpharmacogenetic X X X X X

Abbreviations: BP = blood pressure; CKEPl = Chronic Kidney Diseadepidemiology; CRF = case report form; CV = cardiovascular; eGFR = estimated
glomerular filtration rate; ET = early termination; HbAlc = hemoglobin Alc; HR = heart rate; OAM = oral angjlyygemia medication; PG = plasma
glucose; SMPG = selhonitored plasma glucose.

a Visit 2: Leadin

1 Patients who require adjustment of their-OAM regimen will implement treatment changes between Visits 2 and 3iltpedioal), all other patients
will continue with their prestudy regimen withaitanges;

1 Patients who adjust their OAM regimen during ka@nd/or need to stabilize the regimen will perform Visit 3 (end of-iBpds their next visit and
will then run 1 to-12week stabilization. All other patients will skip Visit 3 and Visit 4 and pdiform Visit 5 as their nextisit.

b The final visit window is determined by the dates of the previous visit(s). The visit calculator should be used to dbteaxawt visit window for all
subsequentisits.

¢ Baseline assessments must be completed befocegsing in the interactive websponse systeftWRS).
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Schedule of Activities, Protocol HOXMC-GBGE

Refer to Protocohppendix 7for standardized procedure.

Refer to Protocol Sectid®4.1for standardized procedure.

Refer to Protocol Sectiag®4.2for standardizeg@rocedure.

Dispense only aseeded.

One 6point SMPG profile should be performed by patient during the weektoribisvisit.

If performed prior to theisit.

For Visits 5 and 11, and the ET Visit, patients should be reminded to report to the site in a fasting condition, afttphgmproximately 8 hours without

eating, drinking (except water), or any significant physical activity and before takin@#ids.

k A serum pregnancy test will be performed at Visit 1 for women of childbearing potential only. A-.urine pregnancy tesperstroed at Visit 5 with the
result available prior to randomization and first injection of study éugromen of childbeang potentialonly. Additional urine pregnancy tests may be
performed at the investtdy.gator 6és discretion during the

I The CKD-EPI equation will be used by the central lab to estimate and m@&R . Values that are below important thresholds (60 mL/init8 nZ or
45 mL/min/1.73 rd) must be first confirmed at the next visit before any protoequired treatment adjustment or other protaeguired action is
implemented. The higher of the 2 available values should be used when making clinical deémiens a mpl e, i f a mati ent déds eGFR
<45 mL/min/1.73rAat Vi sit 1 but the v al Rdhe patientWil lseialtowe? tocomtin@nhetmdl./ mi n/ 1. 73 m

m HbAlc blood draw only for patients who T require stabilization of the OAKegimen.

n HbAlc blood draw only for patients whose OAM reginmaeddo be stabilized due to changes made between Visit 2 and Visit 3 and/or to meet requirements
for stable doses @AMs.

0 Follicle-stimulating hormone test performed at Visit 1 for postopzsusal woman at least 50 years of age with an intact uterus, who has not taken hormones
or oral contraceptives within 1 year and has had 6.to 12 months of:Spontaneous amenorrhea.

— - T a = 0o a
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Appendix 3. Clinical Laboratory Tests
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Hematology
Hemoglobin
Hematocrit
Erythrocytecount(RBC)
Mean cell volumégMCV)
Mean cell hemoglobinoncentratiofMCHC)
LeukocyteWBC)
Neutrophils
Lymphocytes
Monocytes
Eosinophils
Basophils
Platelets

Urinalysis
Specificgravity
pH
Protein
Glucose
Ketones
Bilirubin
Urobilinogen
Blood
Nitrite
Leukocyte esterase

Albumin/creatinine ratio (urine)

Endocrine
Calcitonirf
Fastingglucagon

Stored Samples
Pharmacogenetic stored sample
Biomarker stored sample

Clinical Chemistry

Sodium

Potassium

Totalbilirubin

Directbilirubin

Alkaline phosphatase

Alanine aminotransamina¢ALT/SGPT)
Aspartate aminotransaming@esT/SGOT)
Gammaglutamyl tranferase(GGT)

Blood urea nitroge(BUN)

Creatinine

Creatine kinase (creatine phosphokin&feib)
Uric acid

Calcium

Albumin

Glucose

Pancreas(Exocrine)c

Serum. pancreat@mylase
Serumlipase

HbAlc
Pregnancy test serum andirined
Follicle-stimulating hormone

Lipid Panel

Totalcholesterol
LDLf

HDL

VLDL
Triglycerides

Abbreviations: CKMB = creatine kinas®1B; HbAlc = hemoglobin Alc; HDL = higllensity lipoprotein
cholesterol; LDL = lowdensity lipoprotein cholesterol; RBC = red blood cells; WBC = white blood cells; VLDL

= very low dasity lipoprotein cholesterol.

Additi onal sampl es

o o T 9

All testswill beperformedby aLilly -designateaentrallaboratory,unlessotherwisenoted.
CK-MB is to be assayed if the creatine kinase result is >0L0Q0
be jpudgmdntect ed based on

A serum screening pregnancy test will be performed at Visit 1 for women of childbearing potential only by a
Lilly -designated laboratory. A urine pregnancy test must be performed at Visit 5 for women of childbearing
potential with the result available pritr randomization and first injection of study drug. A local urine

nve

pregnancy test may be perfor medtudg.t the investigatords

Urinary albumin and creatinine are measured; the ratialdsilated.
This value will be calculated. If triglycerides >400 ng/mL, then direct LDL wilidsayed.
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Appendix 4. Hepatic Monitoring Tests for Treatment -
Emergent Abnormality

Selected tests may be obtained in the event of a treaemergent hepatic abnormality and may
be required in follomwup with patients in consultation with the Lilly, or its designee, CRP.

Hepatic Monitoring Tests$

Hematologyp Haptoglobinb
Hemoglobin
Hematocrit Hepatic CoagulationP
Erythrocyte counfRBC) ProthrombinTime
LeukocyteWBC) ProthrombinTime, INR
Neutrophils segmented
Lymphocytes Hepatic Serologie$
Monocytes Hepatitis A antibodytotal
Eosinophils Hepatitis A antibodylgM
Basophils Hepatitis B surfacantigen
Platelets Hepatitis B surfacantibody
Hepatitis B Core antibody
Hepatic Chemistryb HepatitisC antibody
Totalbilirubin Hepatitis E antibodylgG
Directbilirubin Hepatitis Eantibody,IgM
Alkaline phosphatase
Alaninetransaminas@ALT/SGPT) Anti-nuclear antibody®
Aspartate transaminase (AST/SGOT)
GammaglutamyltransferaséGGT) Alkaline phosphatasdsoenzyme’

Creatine phosphokinase (CPK)
Anti -smooth muscle antibody (or antiactin
antibody)b
Abbreviations: 1gG = immunoglobulin'G; IgM = immunoglobulin M; INR = international normalised ratio (for
blood clotting time);;RBC =red blood cells; WBC = white blood cells.
a Hepatic safety will be assessed and monitored throughout the study, based on clinical and |phoaatetgrs.
Any patient who 'develops abnormalities that meet standard criteria for hepatic assessment will be referred for
clinical assessment in accordanwith Lilly standards. Hepatic assessment may include the tests listed above, or
others as clinically indicated, as part of patient folapy in consultation with Lillydesignated Medical Monitor.
b Assayed by Lillydesignated or locéboratory.
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Appendix 5. Sampling Summary

This table summarizes the approximate number of samples (venipunctures) and volumes for all
sampling (screening, standard laboratory, pharmacogenetic, biomarker, and exploratory) and
tests during the study. Fewer samples may actually be taken, but tiistwéquire a protocol
amendment.

Protocol H9X-MC-GBGE Sampling Summary

Sample Maximum Amount Maximum Maximum

Purpose Type per Sample Number Samples| Total Amount
Screening tests Blood 10 mL 1 10 mL
Standard laboratory tests Blood 20 mL 6 120 mL
Pharmacogenetic samples Blood 10 mL 1 10 mL
Other exploratory Blood 20 mL 4 80 mL
Nonpharmacogenetic sampls

Total blood 220 mL
Hepatic monitoring Blood 3-30 mL - -

a Additional samples may be drawn if needed for safatposes.
b Based on laboratory safety values, unscheduled hepatic monitoring testing may be performed as part of patient
follow-up, in consultation with Lillydesignated Medicdonitor.
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Appendix 6. Protocol GBGE World Health Organization
Classification of Diabetes and Diagnostic ~ Criteria

Type 1 Diabetes Mellitus (TLDM):Type 1 diabetes mellitus is judged to be present when the
classical symptoms of diabetes (thirst, polyuria, wasting and stupor, or coma) are associated with
readily detectable concenti@ns of glucose and ketone bodies in the blood and urine. Insulin
treatment is necessary not only to control hyperglycemia but also to prevent'spontaneous ketosis
and death.

Type 2 Diabetes Mellitus (T2DM): Type 2 diabetes mellitus, although-often asymattc,

may also present with classical hyperglycemic symptoms (thirst, polyuria, weight loss), but
despite hyperglycemia, ketone bodies are present in only low concentrations in the blood and
urine. Coma is rare in type 2 diabetes but may result frommegthgperglycemia and
hyperosmolarity; lactic acidosis or ketoacidosis can also occurin fulminating illness (for
example, severe infection or mesenteric artery thrombosis) due to'an acute increase in insulin
requirements, but spontaneous ketosis doesauniroSome patients with type 2 diabetes later
progress to a state of absolute insulin deficiency (Albertiand Zimmet 1998).
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Appendix 7. Protocol GBGE World Health Organizat ion
Standardized Protocols for the Measurement of Height
and Weight

The following information has been adapted from standardized physical measurement protocols
for the World Health Organizationo6s STEPwi se

Measuring Height

Step 1 Ask the patient to remove their footwear and any headgear (light headgear worn
for religious reasons can remain, but this should be worn by the patient at every
clinic visit when their weight ismeasured).

Step2 Ask the patient to stand on thdibeated height measuring bogstadiometerpr
against a wall with their feet together and their knees straight with their heels
against the back board or the stadiometer awtile

Step3 Ask the patient tdook straight ahead without tilting their agup.

Step4 Ask the patient to breathe in‘and stand tall. If using a stadioordteed
measuring device, move the devicebds mea
of the patientds head. Recm)r d the pat.i

Measuring Weight

Body weight measurements should be done in a consistent manner using a calibrated scale
(mechanical or digital scales are acceptable). All weights for a given patient should be measured
using the same scale, whenever possible, after the patient hizedetimgir bladder. Patients

should be lightly clothed but not wearing shoes while their weight is measured.

Step 1 Ask the patient to remove their footwear and any headgear (light headgear worn
for religious reasons can remain, but this should be wpthdpatient at every
clinic visit when their weight isieasured).

Step2 Make sure the scale is placed on a firm, flat, even surface (not on cappet or
sloping surface or a rough unewanface).

Step3 Ask the patient to stepntothe scale with one foot on each side ofdtale.

Step4 Ask the patientto standstill with theirarmsby their sidesandthenrecordtheir
weight in kilogramgkg).
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Appendix 8. Protocol Amendment H9X-MC-GBGE(b)
Summary i A Randomized, Parallel -Arm, Double -Blind
Study of Efficacy and Safety of Dulaglutide When Added

to SGLT2 Inhibitors in Patients with Type 2 Diabetes
Mellitus

Overview

Protocol HOXMC-GBGE, A Randomized, Parallélrm, DoubleBlind Study of Efficacy and
Safety of Dulaglutide When Added to SGLT2 Inhibitors in Patients with Type 2 Diabetes
Mellitus has been amended. The new protocol is indicated by amendment:(b) anduatltie
conduct the study in place of any preceding version of the protocol.

Based on a request from the US Food and Drug Administration, changes were made to the
protocol to include an additional primary ITT estimand (treatment regimen estimand) which wi
include postrescue data. This additional ITT estimand measures the benefit of treatment as
actually taken, while the existing efficacy estimand measures the benefit of treatment when taken
as directed by excluding postrescue data. Analyses will berpediofor both the efficacy

estimand and the treatment regimen estimand. In addition, the sample size estimate was revised
to increase the overall number of patients.enrolled.

The overall changes made to this protocol are as follows:

1 Added text in Sectiod.1 stating that eligible patients will receive training on study
procedures, including the need to continue in the study and complstiedsilisits.

1 Added citation to Fleming 2011 publication to Secfiah?2.

1 Modified text in Section 9.1 to increagee number of patients screened, enrolled, the
number of patients.in each arm, and the number of completers. Amended the assumed
percentagédifferencebetweerdulaglutideandplacebao 0.55%.

1 Added textin Section 9.2 to advise that in addition to the PP population, the completer
population will also be evaluated for HbAlc, percent to goal in HbAlc, FBG, and body
weight. A definition for the completer population has keded.

1 . Added a paragph in Section 9.2 to advise that there are now 2 primary analygéssfor
study, including the rationale for the change, the analysis model to be used, and the level
of significance for thanalysis.

1 Modified text in Section 9.2 to advise that analysdsegfsecondary efficacy outcomes
(percent to goal in HbAlc, FBG, body weight) and hypoglycemia will algetfermed
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on the full dataset with or without censoring. Deleted text stating that these analyses will

be performed without censoring postrescue data as sensitivity analyses.

1 Modified textin Section9.2to advisethata separatgraphicaltestingapproactwill be
conducted for eaabstimand.

1 Deletedtextin Section9.4.1statingthatthe primaryoutcomes anefficacyestimand
with postrescue data censored (excluded), to align with the change.to 2 primary
outcomes.

1 Added text in Section 9.4.1.1 stating that the primary analysis model (MMRNgIsall
be repeated using the complgtepulation.

1 Addedtextin Section9.4.1.1clarifying thatdeparturdrom the MAR assumptions to be
investigated for both the efficacya treatment regimen estimands, and deleted text
statingthatthis excludegostrescuélata,asthis appliesonly to the efficacyestimand.

1 Deletedtextin Section9.4.1.1definingthe efficacyestimandasthisis now defined
earlier in the text.

1 Deleted text in Section 9.4.1.1 describing the ITT estimand (treatment rezgtimeand)
asthisis now described earlier on in thext.

91 Deleted wording in Section 9.4:1.1 defining the efficacy estimand and the ITT (treatment
regimen) estimand for the ppg poinianalysis.

1 Addedtextin Section9.4.2for the percentagesf patientsachievingtargetHbAlc of
<7%, to anclude additional independent var
Ahi gho), metformin use ( fbyeistmterackon.inoo) , an

1 Added text in Section 9.5.3 advising that treatment differences in the incidence of
hypoglye mi ¢ epi sodes wi || be ass-egaded. usi ng Fi

1 Deleted text in Section 9.5.3 stating that treatment differences in the incadence
hypoglycemicepisodesvill beassessedsinglogisticregression.

1 Areference (Fleming 2011) was added to Sectibn

Minor editorial changes to the text were made to correct typographical errors.
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Revised Protocol Sections

1 Note: Deletions have been identifiéy strikethroughs
Additions have been iadified by the use afinderscore

1. Synopsis
é
Number of Patients:

Fhe-study-willneed-101icompletandith 120 completerper arm the study willin-erdertohave 90%probability-of

achieving-statistical-significance-fpower for demonstrating superiority @ther dulaglutide 1.5 mg.or 0.75 mg
versus placebo in change from baseline in mean HbAlc at 24 weeks, assuming a standard deviation of 1.2%, a

difference between dulaglutide and placeb8-6840.55% and a Zsided gynificance level of 0.025. Assuming
that the dropout rate is 15% for the entire study period, the studpeeié-teenrollapproximatelyatleast119
l142patients in each arm for a total2B7426 patients enrolled. Assuming a screen fail rate of 4895,
approximately 71(@atients will need to be screened to meet these enrollment number requirements.

Statistical Analysis

é

There will be 2 primary estimands to compare the placebo and the dulaglutide arms in terms of the primary measure
of HbAlc changdrom baseline to 24 weeks. One primary estimand will be an efficacy estimand, which will not

use postrescue data; the other primary estimand, requested by the US Food and Drug Administration, will be an
intentto-treat (ITT) estimand (treatmenegimen stimand), which will use postrescue data. The efficacy estimand
compares the benefit of the initially randomized treatments, assuming all patients remained in the study and did not
take additional or alternative antihyperglycemic medication. The estohatean change from baseline to

endpoint reflects what would have been observed if patients stayed on their initially randomized treatments. The
treatmentregimen estimand compares the benefit of treatment regimens as they are actually taken. Thefstimate
mean change from baseline to endpoint reflects what was actually observed regardless of use of any additional or
alternative antihyperglycemic agents. Both estimands will use the same primary analysis model, and each will be
tested at the full significace level of 0.05.

A graphical testing approadbr each estimand separateill be used to strongly control for type | error to test for
superiority of each of the dulaglutide doses versus placebo at 24 weeks for the following measures: (1) change from
baseline in HbAlc, (2) change from baseline in FBG, (3) percent achieving HbAlc <7.0%, and (4) change from
baseline in body weight.

The primary analysis population will be theentto-treat{TT) population, defined as all patients randomized who
have tzken at Ieast 1 dose. This is also the safety populd%mnthe—pnm&w—anal&srs—a#aa%bl&data—w%o 24

A select number of measurements (HbAlc, percent to goal in HbAlc, FBG, and body Welght) will also be evaluated
in the Per-Protocoperprotocolpopulation.
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4.1.  Overview of Study Design

e

Study Period 1I: Lead-In and Stabilization (Visits 2 to 4

e

At Visit 2, eligible patients will receive training on study procedures (Schedule of Activities,
Appendix 2) includinghe need to continue in the study and complete all study vsas,
selfmonitoring of plasma glucose (SMPG) plan (daily fasting plasma glucose and weekly
4-point SMPG profile [consisting of fasting, piench, predinner, and bedtime PG
measurements]),-point SMPG profile (before and 2 hours after each main meal), lifestyle
treatment measures (Section 5.4), signs and symptoms and treatment of hyperglycemia
(Section 6.6.1.3) and hypoglycemia (Section 6.6.1.2), and use of the study diarydsseyle

pen SDP) injector training will be completed with the demonstrator device, which does not
include a needle.

7.1.2. Permanent Discontinuation from the Study

Every attempt should be made to keep patients in the trial irrespective of their adherence to
treatmem with study drug in order to minimize the amount of missing data and to enable
assessment of study objectives as planned by the study prdéiteeolr{g 201). Patient
discontinuation from the study early may be warranted in the following situationsia eir
legal reasons:

e
9.1. Determination of Sample . Size

Fhe-study-willneed-10With 120completers per arnthe study willin-erdertehave 90%
probability-of achieving-statistical-significance-fuswer for demonstrating superiority ether
dulaglutidel.5 mg or 0.75 mg versus placebo in change from baseline in mean HbAlc at

24 weeks, assuming a standard deviation (SD) of 1.2%, a difference between dulaglutide and
placebo of 855%, and a &ided significance level of 0.025. Assuming that the dropout rate is
15% for the entire study period, the study wiled-teenroll at-least1I@pproximately

142 patients in each arm for a total2B+426 patients enrolled. Assuming a screaih fate of

40%, a total ob95approximately 71@atients will be screened to meet these enroliment number
requirements.

9.2. - General Statistical Considerations

e

The primary analysis population will be the intéovreat (ITT) population, defined as all

patients randomized who have received at least 1 dose. This is also the safety population. A
select number of measurements (HbAlc, percent to goal in HbAlc, FBG, and body weight) will

also be evaluated in the PP populatmia completer populatiomhe PP popation will be
based on patients who were compliant with study medication, took no concomitant medications
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that would confound the interpretation of results (such as systemic steroidssiudgn
glucoselowering agents used >14 days)ddrave an HbAlc measurement at the primary visit
endpoint.The completer population will be based on patients who completed the treatment

period.

There will be 2 primary estimands to compare the placebo and the dulaglutide arms in‘terms of
the primary measure of HbAlc change from baseline to 24 weeks. One primary estimbad will
an efficacy estimand, which will not use postrescue data; the othmargrestimand, requested

by the US Food and Drug Administration, will be an ITT estimand (treatnegithen

estimand), which will use postrescue data. The efficacy estimand compares the benefit of the
initially randomized treatments, assuming all patieetsained in the study-and did not take
additional or alternative antihyperglycemic medication. The estimate.of mean change from
baseline to endpoint reflects what would have been observed if patients stayed on their initially
randomized treatments. Thedtmentregimen estimand compares the benefit of treatment
regimens as they are actually taken. The estimate of mean change from baseline to endpoint
reflects what was actually observed regardless of use of any additional or alternative
antinyperglycemic gents. Both estimands will use the same primary analysis model, and each
will betestedatthefull significancdevel of 0.05.

Analyses okertainkey secondargfficacy outcomesHbAle percent to goal in HbAlc, FBG,
body weight) and hypoglycemia walso be performed on the full datasefith-censering-as
primary-(ieto-exeludexcluding and includingdata collected after initiation of rescue with

glucoselowerlng therapwm

Two analysis models will be used for the primary and key secondary continuous efficacy
measures. The primary analysis will be mbaddel repeated measyiMRM) analysis using
restricted maximum likelihood (REML) (Section 9.4.1). An unstructured covariance structure
will be used to model the withipatient errors. If this model fails to converge, the following
covariance structures will be tested in order:

1 Toeplitz withheterogeneity
autoregressive with heterogeneity visjt
compound symmetry with heterogeneous variancesshiy

Toeplitz
autoregressive
Foeplitz,autoregressive

compound symmetry without heterogeneous variancessiby

= =2 a8 -4 8

e
A graphical testing approadbr each estimand separat@hill be used to strongly control for
type 1 error to test for superiority of each of the dulaglutide doses versus placebo at 24 weeks for
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the following measures: (1) change fromddame in HbAlc, (2) change from baseline in FBG
(central laboratory), (3) percent achieving HbAlc <7.0%, and (4) change from baseline in body
weight.

9.4.1. Primary Outcome Measure and Analyses

The primary outcome ian-efficacy-estimand-defined-the differencen HbAlc mean change

from baseline to 24 weeks in the ITT populatith-pestresecue-data-censered-{excladdd)e
primary hypothesis of interest in this placetmntrolled study is whether dulaglutide has

superior efficacy compared to placebo, in pdatiaready treated with SGLT2 inhibitors.
without confounding with rescue therapy

e
9.4.1.1. Additional Analyses of the Primary  Outcome

The primary analysis model, MMRM, will be repeated using.the PP popu&ithnompleter

populationto check the sensitivity of the analysis. If the conclusion differs from that of the ITT
population, the data and analyses will be further investigated. The secondary analysis model will

be an ANCOVA for HbAlc change from baseline to 24 weeks (Visit Elgwa similar model

as described above with treat memsdssh hcioggmd)r,y , a nSc
metformi nverstesif diyesas factors and baseline Hb;
endpoints will be imputed with the LOCF using thaseline data only.

To investigate departure from tMissinrg-AtRandenamissing at random (MAR) assumption for

the primary analysithat-excludes-poesesecue-datéor both efficacy and treatmengégimen

estimandsa sensitivity analysis using a particutaissing not at random (MNAR) assumption

will be performed. Specifically, a placebo multiple imputation (pMI) will be performed (Ayele

et al. 2014), which assumes'that the drug effect in missing data and postrescue data in both the

placebo arm and dulagide arm was like the observed effect in the placebo arm (excluding

postrescue datia). This is essentially the #dfc

al. 2013. This approach is in essence assuming that the drug effect will decay ovier time,

accordance with'the correlation structure implied by the data. Data imputed this way will be

analyzed with the same MMRM model as the primary analysis. This particular MNAR

assumption can be viewed as a ZﬁeMmmdseﬁre&eyeasonab
j j j j : or rescued

For both the efficacy estimargh

andthe treatmentegimen esﬂmandnd—theuﬂlesﬂmand—(pe&seu&dat&neﬁpeated as

missing) a tippng-point analysis will be performed in which the missing data are imputed with a
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MAR assumption. However, prior to analysis, in the dulaglutide arm, the imputed values will be
replaced by the imputed value plus delta. Multiple valuesti&dvill be tried until the value at
which the conclusion from the MMRM analysis changes.

9.4.2. Secondary Outcome Measures and Analyses

e

For percentages of patients achieving target HbAlc of <7.0% (including exploratory composite
endpoints with body weight and hypogl ycemia)
regression with repeated measurements will be used. The model will inuliegendent

variables treatment, countt3,GL T2 i nhi bitor dose (Al owo vs HfAhi

A n g \asit, baseline HbAldy-visit interaction treatmertby-visit, and baseline HbAlc as a
covariate. &

9.5.3. Hypoglycemic Episodes

é

Baselinehypoglycemia risk will be established based on hypoglycemia events recorded between
Visit 2 and Visit 5. The incidence of hypoglycemic episodes will be summarized by frequencies
and percentages for each treatment group, by visit as well as overalindmedtfferences in

the incidence of hypoglycemic episodes will be assessed aisiggstic regressioR i s her 0 s
exact test or chsquare test for treatment comparison

é
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