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AWARD: Assessment of Weekly AdministRation

of Dulaglutide in Diabetes

AWARD-1: N=978, 12M, add onto MET+TZD vs PBO &
Byetta

| AWARD-2: N=810, 18M, add onto MET+SU vs glargine |

‘ AWARD-3: N=807, 12M, monotherapy vs MET ‘

AWARD-4: N=885, 12M, add onto Lispro +/- MET
Decisiog Point iidiaioine

AWARD-5: N=1328, 24M, add onto MET vs SIT & Placebo l

REWIND (CV event study): N=9800, add onto SOC vs
Placebo

Oct Jan Apr Jul Oct Jan Apr Jul Oct Jan Apr Jul Oct Jan Apr Jul Oct Jan
2009 2010 2011 2012 2013
FPV=first patient visit; LPV=last patient visit; N=number of patients randomized

AWARD1~5: FDA, EMA Z&X SR B EE(Z mut%lilsffﬁﬁ%ﬁ
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AWARD-5 TH 41>

3DDTHETT4T134%H : inferentially>—ALR I /MHR; PHTT1ITSUF Lt EHREEE

Placebo + Met/Sitagliptin + Met
Siragliptin + Met
Dula 0.25 mg + Met
Dula 0.50 mg + Met
ey
Sy o e __| Puis 075 m+ Mt Dula dose (low]
Placebo
injection | Dula 1.0 mg + Met -
Dula 1.5 mg + Met E Duladose(high 1
Dula 2.0 mg +Met =
Dula 3.0 mg + Met
Opring Stage 1 (befors decision point]
| Lead-in pariod  Randomization 24 Month Treatment Period 30 Day Safety Visn '
+
During Stage 2 (after decision paint)
Phacebot nes/Shagipin At oy
Sitaghiptin + Met
Stage 2 ——IX mg Duls (Low) + Met
L R T T T TR
Injection Y Mg Dula [High) + Met s e i
Visit Number 1 2 Phore 3 4 5 6 7 8 9 10 11 12 13 14 15
- ——t I I S ) I I I I I 1 I
Week of =T T LN B e B B T T T T T T 1
Treatment -11-10 -8 2 02 4 52 104
Month * 1293 L] 9 x s 1% 1 24
2/26/2015 Randomization Company Confidential © 2014 Eli Lit} and Company . . .
Primary Time Point Final Time Point

B Ry

« Decision point(DP) T, L FTDTa1TJ ILFR2RAEDIRGE :

— DPUHEIN(RT—1) ICRAta LI-#RBR B (C DL TDP LI L #k e 9 5
B, TOMORAEIEP L,

— DPLI& (RT—U2)1EIH 9 HHE
- thDEHDIERRICAVSIHE

« 52BEFDHLALCELZIZ DT, LETERLIZ2HEDS
LEREDTISVLFEOL ST VT F IR T pI kS
(FELMET—20.25%) DIREE

. EHETIL
— ANCOVA, Last Observation Carried Forward
— FEKE: F1A)0.02(RTFHIZEL1FEDBIFER0.025% RET)
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2RT—OTHAY

ZF7—1 (n<400)

® FaSS IFRTHEEWL,. . d7). TSR, P29V TFY
® burn-in period: 1#561F T
® 7ETT4TSUH Lk (burn-inLAR& . 2:8 %)
® 2001511 LARE | iR TE JL— )L D 5Tl (2:8 %)
o AE:ER RT—T2fR
® futility f ik

K o XTF—T1ikERE J

ARL—YarFrLod
& RBEHRTEITT4TIVF LEINTH—IURERDT=HIZ, 5~ 8Bl BDEIf . FRED
FRAT - BT RER DB H R VR TE )L — )L D 51

o KELHEBEET HBRESLU—ITBDIS, IV E 21— SEFIR S —IIKIE
o ABIEEM

o RAEXE (RMPILHYES. AHHEOLHLL)

o ERAANR
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PAT—UTHA (7E)

o TaSTIIFR2AE (HANILIAE) . TS5tR. P25 TFY
® 70% Ll Lk DIEHI$

® [EFEEfTHEER & EAEHIEK

® HEREDRBRR T a—ILIZRT—1ERL

O XT—I2IBITLIEEBHOMAT—SDT—2%/%R
(inferentially —/4L X)
® ERIDIaL—ar T, FLEDBRMNFIHEIN S LR
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HFITHERNTOTI7AIL

Profiles A1C Effects Body Weight” Cardiovascular Effects®

Profile 2

Profile 1 Superior to SITA at 52 weeks Weight neutral PR = 5bpm, DBP =2 mmHg

=1.0% change from baseline at 52
weeks and noninferior to SITA

Profile 3 Noeninferior to SITA at 52 weeks Weightbenefitof = 25 kg at 26 weeks PR = 5bpm, DBP = 2 mm Hg

Weight neutral PR = 5bpm, DBP = 2mmHg

2Change relative to placebo at 26 weeks; A1C = hemaglobin A1C; DBP = diastolic blood pressure; PR = pulse rafe; SITA = sitagliptin.
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Clinical Utility Index (CUI)

cul = AAIC (%) ¥ A BW (kg) A DBP (mm Hg) A PR (bpm)
4 | 4 4 |
3 3 3
2 2 2
cul = X AAICS-12%
&
14— L 1 \\ 1
0 0 — 0
A% A0 o8 oo o8 4 2 ] 2 4 3 2 3 4 . L3 T

DU - SITA at 52 weeks

2/26/2015

DU - Placebo at 26 weeks

A ﬂ 1 2
DU - Placebo at 26

Company Confidential © 2014 Eli Lilly and Company

weeks

DU - Placebo at 26 weeks

1

LarR—x butilityfE & x93 CUl

GTEEOLELLLWLFETOT74ILIZE D)

02 4
0.0 3
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2 02 2
:
T
0.4 1
08 0
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5 3
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dl d2 d3 d4 d5 dé d7
Dose

Utility
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di d2 d3 d4
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Utility
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dl d2 d3 d4

Utility

ds dé d7

Utility

d5 dé d7

Dose

Clinical utility index
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(Exponential Growth Model) (Normal Dynamic Linear Mogel )
:
L ]

Response
Response

® = Raw data point

@ = Rawmean

................ — = NDLM smoother
- = = Emax model

. .“'

Time o Dose
~8-Dulagiutide 1.5 mg =k~ Sitagliptin
Dulaghutide 0.75 mg Placebo
o
B4 ro - W g
]
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I

MUD the dose that has the maximum utility based on the current information
Max the most likely MUD dose

MAD the lowest dose that has a utility of at least 0.60

Pru(d) probability that dose d has a utility of at least 0.60

PMAD(d) posterior probability that dose d is MAD

PMUD(d) posterior probability that dose d is MUD

PPNI(d)1, predictive probability of noninferiority to SITA at 12 months for n = 263 and
PPNI(d)2 n = 333 total patients per arm, respectively.

PPSUP(d)1  predictive probability of superiority to SITA at 12 months with n = 263 total
patients per arm

N total sample size across all treatments
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£ e

The randomization probability for treatment d, ry, is determined by

{ 0.20 d = placebo or SITA
fd =\ —zat _(0.60 d=d,..,d
Z:-r:dl[hd+’d]( ) 1y--- U7
where
_ Pumap(d) ~ Pmup(d)
ly h

- s Hd =
Z?:dl Prmap(d) Zj;dl Prup(d)

15
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RTEIL—IL(200< N <400)

FEdo Ik (futility); d=d1,...,d7

@ PPNId)z < 0.05
@ Pru@) < 0.05

ART—2%17 : PPNI(Max)1>0.85h DPrU(Max) > 0.60&7%: 5
MaxFE R U FitE&Hmi-9ERA=
® Pry@)>0.60 M OMaxDF EZX B A I MaxDRDAE
@ Maxk#ETRTHAREOHIEEHIZHZLTIHE. 20DDAEER
E LAY

® AT —UOBTRECAHT FETAT—UIEMHL. RET

#Tifi (7=/=LN=400F T)
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EGIBBEEE

D PPSUP(d)1>0.85DEE . RBEARTIER D
=Un=263. FN LI En=333L755 K5 K
T—20EFIBEEDT-

— $5 R A9IZn=263
Q@ BEDT0% L EERT—2fEHIELT=
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BEET YA EDHER

BETHAY
@ 58 HEREARE+TSER
@ 1504 (N = 250)
@ RBREEL
@ #H“5HR 128, 2658

# 2 -FECPDET /L (HbAlc, BW, DBP, PR)IZEDUL\T

D BEFETHA 1258 6%, 2658 12% CHEIZEHTIHELEIR

Q FEITTATTHAL 89% THREIZEHTIHAELRIN(THKRES
HARI57 1558 . T EEHHI20282 =744 ; ==L . El{+ RE—K545
/B, P& E20%)
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« Simulated Truth (virtual patient responses)

— All from different models than those used in the adaptive
design

— Pharmacodynamic Models (most likely, optimistic,
pessimistic)
— Empirical Statistical Models
« Alternative & Null Hypothesis
« Define grid in the Null Space
» Simulated Range of Enrollment Rates
— Slowest plausible to fast
» Simulated extensive drop-out patterns
— Missing at random
— Missing NOT at random
— Informative drop out

2/26/2015 Company Confidential © 2014Eli Lilly and Company 19
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« Simulations demonstrated the type | error rate
was well controlled
* No Dropouts
— Design is very conservative

— All estimates were at least 2 standard errors below
the targeted 0.025

* Dropouts

— Dropouts induced bias due to LOCF in fixed & adaptive
seamless design

— Adaptive design did at least as well as or better than
fixed design

— Conservative adjustment in adaptive design help to
mitigate bias due to LOCF

Remains an outstanding need: Acceptance of type 1 error control
through simulation in adaptive and nonadaptive designs.

2/26/2015
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Barplot of P(Dose Selected | Enter Stage 2)
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HERT T —20FHN

BLINDED

UNBLINDED

eCRF Data

Central Lab Data

Other Data

Pharmacovigilence
Data

\ .

A

LRL=Lilly Research Laboratories; DMG = Data Movement Group; eCRF = electronic case report form;

IRC = Internal Review Committee; IVRS = Interactive Voice Response System; SAC = Statistical Analysis Center.
2/26/2015 Company Confidential ©2014 Eli Lilly and Company 23

SAC&LIilly A2/ \—&RX

8. iR

Lead SAC statistician for stage 1 University of XXX
Back-up SAC Statistician for stage 1 XXX Consultants

Lead SAC Statistician for Stage 2 XXX Corporation
Adaptive Algorithm Processing XXX Computer Services

Back-up Adaptive Algorithm Processing XXX Computer Services

LRL Senior Management Designee MD - VP, Global Regulatory Affairs
IRC member MD - Senior Medical Director, Endo Research
IRC member MD - VP, Endo and CV Research
IRC member MD — VP Brand Development Platform Leader
CV/Acute Care
IRC Chair Senior Research Fellow, Statistics
212672015 Company Confidential ©2014EliLilly and Company 2
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Interim #1: November 19, 2008

Burn-in period
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o Clinical Utility Index
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Interim #2: November 26, 2008

Burn-in period

109 Clinical Utility Index
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Interim #4: December 10, 2008

Burn-in period

109 Clinical Utility Index
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December 24, 2008
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Clinical Utility Index
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Clinical Utility Index
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Clinical Utility Index
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Interim #14: April 15, 2009

Clinical Utility Index

Interim #14: April 15, 2009

7137 IILFR3mgDH ik
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@ Senior management designee (blinded)

\@ Lilly Internal Review Committee (IRC) )
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Interim #15: April 29, 2009
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Clinical Utility Index (CUI)
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A FDA review comment

MEDICAL REVIEW report Page 39
(http://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/1254690rig1s000MedR.pdf)

The sponsor’s rationale for this design was “efficient use of patient safety and efficacy data
to characterize the dulaglutide dose-response relationship and to improve data-driven
decisions to select doses that possessed the most acceptable efficacy and safety profile;
permitted a single trial to combine objectives traditionally addressed in separate trials.
This design was implemented to enable seamless transition between the 2 randomization
schemes and inclusion of all randomized patients assigned to the selected dulaglutide
doses and the comparator arms into the final analyses.”

The sponsor was informed that FDA would only consider the stage 2 analyses for
confirmatory inference and viewed stage 1 as exploratory with the potential for selection
bias (see IND 070930, FDA correspondence dated January 17, 2008).
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