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1.5 ERXIIEFROEERUMAREDOER

151 EEXIIRROEE

LY2189265 (LAF., 7 =7 Z7/F R) X, RRHEEMEE 7D I AR~ TF -1
(GLP-1) ZREEEETHY, A —FAVV— TR Do _"=—|ZLVaIEEINn
oo TaTINTF RZF v A =—ANLAX A (CHO #ifld) % AV -CEfs 1l
WA PRIV ESNT@EREX VXV ETHY . R v 7 7 A V&l % H
BTT I EEWAITo7- b GLP-1 7 u /L MuE s a7 ) v G4 (IgG4)
Fc 8l MO~ TF R Y > —THAEREES LTV 5D,

UNRTFIONARTF L —FE-4 (DPP-4) 1T X DRIEMEALZ[ELEE L, 2 D50 R 2
THZEEHBE LT GLP-1 7 e ZiEEko T I ) BESINSEINTBY, 7277
JVF RO GLP-1 7 v 7l & R e b GLP-1 (7-37) & OMEFRIMEIEK 90% Th 5,
F£72. GLP-1 7)1 JHEIZ 1gG4-Fe HHIkAZ AT 22T/ VT 7V AZIKTFESET
BY. ST, PUKELE K OSE PRI E OIRIA & 72 2 @B Fe 251K &L O A
TER 2T 5720127 =7 7 VT RO 1gG4-Fe fEIIZ WA Z 50T 5 (Glaesner
etal. 2010) .

B, AKFNE, A—FAVV— TR BRI EALG (T
Thm— ARy —fRAT  EIRE - U7 FUREAR) ONERC, 1 [R5 O
FHEINTZT VT4V R o PaHbhUOEHE Ly ML TH D,

152 MHEOERE
1.5.2.1 [ZLC®HIZ

PERISIZIEBMERE TH Y | AN REFRE TH D, SR TORRIEEEBIL.
2013 4EHF A C 35 8200 7 A\ & HEE &4, 2035 45 F TIT 54F 9200 5 AT % & HEE
ENTWD, Fo, BERFENEDILD AL 1E 7500 5 A EHEZR I WD [[EEEFE IR
1#4 (International Diabetes Federation : IDF) 2013] . HATY . Ygk 24 FEE B - 5
BIEFER D FEIRB DGR BRI D ADK 950 7 A, BEIRIF O ATREME DS S E T & 72
WADI 1100 5N &5 ST b (B4 EE 2013)

BFEPRIE TMEERREAR 21 (BF2K) | T4 —HALTWDEHRD 1 >THH, EHRE
ROEFICE > TEELRFRIATH D, HROFERFEOD2 EH 90%LL Ea b D D%
2 BIBERIFCTH Y (K 2011) . ZORBOFBIEO TR - FWFEA - SOHED TP E
ETHD,

2 BUBERIG L, MW REAE B P RIRHE A A L TR Y | RO pHiaRE R 2l X 5 A
YAV UGWDIKTIZ LS THEL DA A U RZ, RIEERFEECOA 2V ks
HOET (AU URPUE) | XTI hd 2 DORFOHBICL > THRIET S, 2D
KO RE L s T ORI, AFIRO BRI ZBEEA, Z X T E R ONRE
R#OE, A7 VF U AT ANOREICE > TELT S, ZhSOERIL, 8%
W 7e MBS 2 350 L. TR L7 Ui & R ORI E SIHED U A 7 K SE 5,
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2 BUBEPRIF BT Tl EARNICEFRIEL OEBSIRIEIC IV M= ha— %2175,
L#L@ﬁ%\ﬁ%ﬁ%&w%@%&m;ém%:y%m—wﬁ$+ﬂk%é R
HOREOLIHF, OO, BIEGIHEORE, A - BT N1 v X
U 5y %4quyﬁﬁ@@ﬁﬁ%ﬂﬁbf\ﬁumﬁMT%\4/%)/%%1
1% GLP-1 SRRV E DI RIEZ BlIe T 5, EWRIEIL, BEOREBIZEDE T,
FPE 1 FEEOERTIEREE MG L, RS0G5 2 FEM ORI Z O
Do HITWHEINHELT L, 2 AL EOSAITHRNA 070G a1, kA 2
URIERZEANT D (AARERE Y2 2014)

I OFEA OIREFIERSH DI bbb, iy ha— L RREO 2 BRI
BEIIKIRE LT, IEITORBEICEbE LTV D BARN 2 BRI EFA T, HbAlc
EOTER HIEETdH D NGSP ED 6.9% A HIHEE L TV 5 B OFIEIIH 30%~50%
Th2 (B3 etal 2006, W R EMSHERPFEREFHAEZ B4 2008, FEMH et al. 2012, fF
K etal. 2013) .

Fio. BERBIBEEIT, TN TN OEAOREIZ L > TEASCRIERN R | BE
DUETHD, FlzIE, ©77 A4 RICLD2HBEELTABT > F—Y A ALKk =
JVIRFEHE (SU) . HZRA 2 AU U WMEESE (U = R) KO VAU KA RE
Mk OMEfED Y 27 F7 YV U UFFEHE (TZD) 12 X D REEM, KT RO
ODARERDY A7 W WNZa-Z vz v —BHEK (o-GD) IZX2BEBEENET LND
(HABERPI T2 2014) . 2O LI, TRTOBFICK L THDDLERIEANL 2
<L ARIRE UTHITZ R BEIRIIEIR DA T 4 IV ==X 5,

RSN Z T, TR CIHRMAEDOREY 2 7 MR, (KEHENEZ &7
IS WA E LTA v 7 LF VR [ORTFONATF L —F-4 (DPP-4) [HEIR
J OV GLP-1 ZAMAEENEE] MEH I D K 912720 DPP-4 PHESKITRE N3 & v 5 FIlfE
PEOB S B RHIHHANIEN > TS, —FH D GLP-1 ZREEENEIL, LY fediam
ﬁh?@ﬁ%%%ﬁ@@%kwﬁijFﬂ%é%@@(ﬁ@ﬂmqﬁ%emLmu\
/NEF et al. 2013) | VERIKTH D702 DPP-4 PLEIKIE SHEANILE > TRV, Fiz,
BUEAART EMESTWD GLP-1 AR, ERHETHL Z LM H, BIF
D XD RFRA REHEPEI N TN D
® | [ 1~2[EEDOIAITIL, &ﬁﬁwﬁﬁﬁng B GAEEER 2\,
o i 1 [MREOIEAITIET, WERICEAZEMIELLENRDY . T EFENK
W (2345 —v)

® Exendin-4 2HDROFAITIX, HIBREE . HURPEAL K OVESEBAL IS 0O F BUSEE 23
[S1A%

® Exendin-4 HROIK|TITHMBEENAGRINTE LT, JFHBKEICE L THIEH
ATRE 7R MBERE FEENRHN TN D

12013 4E 5 A, HbAlc ® BEE{EIL 6.9%AK 7> 5 7.0%KmIZEF S 7= (HABEREYS 2013) .
2RO (Helodema suspectum) OWERH S HBES LT 2 BRI DR SN DT T R,

2
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RGP AR GEICIR D, . FERRR L OEER GHIERL) O BHIE ORI % [X]
1.5-1 {237,
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1524 MREORFEDERE

2007 LV, T 2T T NNTF RIZHONTOWELTFR K OVEY T RIS % & TRt O fif
W K OILE G IE DR 2 Bdh LTz, RHIRAFRABR T, AGRH SR £ TIZHEET 36 » 1,

AT 24 n HOT 2B/ TED, WTRBHKICEA L2 &b, JRIEL UMY
ﬁ®ﬁ@%%%%ﬂ%ﬂ3$(%fﬁf'ﬁTCuT)&U2$(%fmf'%%T)
ERRE LTz, JFIRTIE, ARHFETIC 48 » H ORWIRGFREREE K2 L, Aaim s
4@K@§Ltoik\%ﬂf*\2~$CT®%ﬁ%L.WCT@@%% TEPERER B
IICEmLTRY, ZORBKRICESE, AR OWLTG%, X TICEFH 14 BARET
FERTORF S REE LT,

1.5.25  FFERIREBRDBAFRDIERE

7 27 7 F ROIERERRERIE A K EU EREAHHFIMER S (ICH) T4 RJ 4 >
(ZHE> THEME L, RYIRERESSND N AT 7 7 aU—ItHERMIRO O F
WA LTS, EERFEERR, My axxr 72 (TK) Rk Vet
ABRIT, RBRERICA 2 Th o T EHES O RV 5 IEERIR R 0 32 hi o KL vE
(GLP) Z <7 L CHEM L7z, FERFEMREIT, WU 2R a5 O N OB T
A RTA B> THER L7,

15251  EEHER

geeresimatin 2 gt —mosmas, 2o s s e i
iz,

WEERERTIX, 7 = 7 7T RO GLP-1 ZFRITHKT 28584, in vitro & OV in vivo (2

B DA AV G WAERIENT in vivo IZ81T A IER R 2 et L7,

TaTZINVF RIET v b, W=7 A4 VPR hD GLP-1 ZHREITERINPITHES L.
b sz, £72. 7 v FEOW VSRR Z Az in vitro iBRICEWT, T 277
VT RIEEIRE 7V 32— 2 {EE T CIRERFNICA VR Y U aWEiEs e, 6T
7y T vz w7 a— 2 ARk FIRN 7 v 2 —2am k7 v a— 20

FERIEAGRER) (2R W T, 7 a—RREKFRIRA 2D o TTER RO i
Teo Flo. TaF7VF RiE B b GLP-1 ZFEKRZEZZERNCHEIL L7zt e Bk
(HEK) 293 #Hfa#k K OV b AR M BAZER MR 2 FAV 72 in vitro 3RBRIZ 360 CHUARMK AT
s (ADCC) EMEZ RS enoT,

TV % O T R G0 iU R 22 M SRR K OV M SREEEAT (O R, PRI
#R R O R) ZRAA AT RER G BEERRICBWT, 727 70 F FEEIC
L BRI DO ER LR OWHIE QT (QTe) MMREDIERENTRD Hivizns, Bkl ©—
B LRI o h o7z, SME QT/QTe iFfliakER (55 2.7.4.5.9.7 ) KUOENOE I
FH R OV T AHEG AR (5 2.7.4.4.2 5H) ClE, ERRMICIHE L 705 QT/QTe IR DILE K

FRROHILTWH R, 2L DORBREEAIEEZR L. YT 27 70 F FaHE L
7o & ZIZRO N7 QTe MIROIERITE MIBIT DU A7 -3 56D Tl
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kB z b, Pz 1oy ARKERSEERBRICE DT, MElaRIENC
RARARRE R . ATEN R OYRIRIC T 5T 2 7 7 VT RGO EBIIRO 2o T,

15.25.2  EWENREER

oz, e o Eccssne,

T a7 JVF ROEMBIREIX, KEK THRE L& &0 TK BREREGGEIC ISV TR
L7z ~U A, Ty b, UBFROVNICT 27 7 VF RE# 2 BIER TG LTZ &
&, ARG EIIHERFICHEN Uz, BEEICH O REEITRD bNRnoT,
B B 4% 558 D s e IUE 0 BE B2 IR ] (Tiax) 17 BT 12~48 FEfH], H /LT 6~
25 K Ch o 7=, HERNWIHNIIH L TR T HTho7e, 7y AL TIR, &5HIM
DIEFAZA > TIRBEREDEIN L, EHR 52 X 5 F5 R bz,

T 2T INF RIIRIRMT I VB CTHERESND X R BT, — RN I ED
FALRIEIZ L VIR FOTF IR0 | M7 I BETHMHIND LB LN
Do LTeloT, o, G, Pt &k Oy 8RR 7 rY 3R AR A E B3 2 sl 550
Lo i=,

15.25.3 HMHEHE

P el G PEENERN B INNG RS kP ih

TaTZINF ROFEMRIX, vV A, Ty MRV ERAWEERGHEERR (w7
2131 A AL Ty MIE 6 » A, YVidERE 9y A . Ty P&V rasH2 R
VAV 2=y 7w R MW ARERER, T v F ROT Y F &2 e — @ O AT
AR ONTHTAER 7 v R &2 AW BmERBRICIB W TRl L7z, £/, GLP-1 &
%ﬁ@%@%iﬁ)x7&bf%ﬁéhfwé%W%C%%(HT C HEfw) JEEs M OF

R/FEFEOFRBU T DT 27 7 NVTF ROEEZFMT 570, EikomEiERIziNZ
’CE%@J% (7 v PEROH L) WRTHERIFET VT v b &AW Em el a2 £
L7z, 728, T 2T JNTF KONGRSR O 4 OFBMERBE Rom G- S D x4
HERZHE 2 BaEERR, LM NSRRI RER, foEBrEaRE, M
TR LSS HERRER e OSh BB % T T BRI 3 580 L Ty,

v heHWERE 6 » AR O v ZHWekE 9 » ARORER G EMERERIZE
WTC, T a7 70T FREICK D B2 IXSEIER IR L 72 B &R k2
IO REIR N CTh o7z,

7 v MW EEIA RN (R5HIF 93 ) 2B\ T, C MiflaoiEak Ot
JEIE DT B O _EFH-BF80 Sii=28, fhd GLP-1 ZREIEEEE CHE ST 521k
UL D ThoTz, KlgzE &Mk i, MEORBEE D EH TR 5
Rinotz, Flo, rasH2 R UAV 2= v 7~ U R RAWTEBNAFIERER (%59
[H] 26 M) ek U755, SEERVE AN B U 7o B Bsi ) K ORI F AR bz,
IR PR TR IRV T, BASRMEZ R 2 AT RITFRD b iveinoTz, C Hifdois
TER S OMESITFRS T, FIROESE, KE & OHEREMEZ TR O b T,
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7 v b ERWEZ IR R O IR £ TOMMIIRIEAEICBE T 2 BRICk VT, SKEERIC
BEsH U 7= B A i) K R B TR b2y, KRHE, BrPRE, SR, Zh$E
F OWRAEAFRICHTT DREREO N>, 7y M AWEIE - JRIERAICET S
HRERICHB N T, REW OB EED K OEEK TICBEE L T, REROERERT, 4AFE
DOTPRIKTROBCERNRBD b, £72. VX2V - IR EICET
LREBRIZEB N T, R OB EED L ORI TICEE L T, RIEKICxT 528
DRO AT, > GLP-1 ZARIEENE & [FARIZ (EMA 2006; FDA 2010; EMA 2012;
FDA 2012) , 727 7LV F ROZ v s EOY XG5 23R8 OB
B R OEREK FICEE LR LR b, IRERAEICKT 2 EENZ2ER %
BT HETR CIE VW EBz bz,

7 v b EAWTEHART R O AR OR AT NS RHAOREIZEE T 23 BRI\ T,
Biel BU/K KB 2 FI N C HIAR R O REARETEAM 2 S0 L 72/ 2R, 23T 0 2 HakAT 2B B2 4
MEHAEIRICREREENRO bivic, —FH, FERT v b2 AWcsmERBiIck 1T % Biel
HUIAGEEE CTOFMMIC B W TRMEREFE TR O bivkenr o7, £, FRBRIZBWN T, &&
FH & CHEZ EEBE AR M OSREFE B) o0 RIME & iR AR VE VIREEO ERBSFRD bzl
N HEZEIRT R AR V& o HOR AR VE CREO A (PEAEME) SNC= X ke
FURED R CRAGKL OPEREER) B0 bNn=n, 2o o0& bidikaHEIC
BWTOHGED b, BET DanE HEOZL, BRI Z2 b QNS E-E o A= FR e
BERIRAEIFRICHTT D HBITRD SR -T2 2 &0 D, B EERIEVEE
Z b,

MR EERER & L C C MR EL O Ly b = IR EDORIE 2 AA AT 1 AR
AERGHEERBREZER L, Ty RO LD C M T 57 25 7 VF RogEs
P L7, ZFORER. Ty N TIEEER 52 BICo A C AL O RS R O FEBUEE 0
EABRD BN, C MlaEDOOE AMEREINTIWT ORI RIZB N THRH bl
ot PV TIE CMIBITE T 2 ITERO b, e LTT v b CHlflai
T a7 VT R 2 OGN R W RTREMER B 2 Tz,

F£72. GLP-1 ZHEEEEFEDOLENEY 27 & UTHER/IENBRE SN TW DN, BER
WETNT v ROV E MR EERRE ST 2 7 7V F FOEMERBRAGE
WA D GLP-1 ZHEMIEEIKICRT 2 WmE LM E2 DL, Ta77VF N7 v M
OBV TR /R EZFZE L 2N EB 2o, TaT77N0F REHIZXY, HER
JRET VT v b TS LR OB, VLTIl NERERE B0 DI O H N A3
D HNTA, RHIEREGIC X FEE ORIERC-CIHRRE ST 2 Rt ERW & B 2 b,

1.5.26 ERRBAFEDERE
L ERARA 2 BB ZOKRE 4 LFICL VKT 5 (B : HOX-JE-GBCB Bt %
GBCB Bz & 5084 5) .
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1.5.2.6.1 ERIZHEITSEEKRFARORE

20f 45 &0 RA 2 BORE R B 2 KR HS L ARBEEIE 58 (GBCB #BR) % PRAA
Lo, ZDOt%, AARN 2 BPERFGEF 255 L U5 1 HRERGHE (GBCL )
KO I HHERSHER (GBCZ #BR) 250 L7z, TR D MFERE T 38 0 B R AT 5 1%
WZBT oA KT A ) CEEHRES 07095 15 : ERK 224 7 H 9 H) MAFEH Sk
7D, HA RTA AZHESE WAHRBRZFHE U, i L7, ROEREAREHFEIZB T
2 WG R I A B Je V22 VEICAR D RAIRE BHIA T A T A v & Tz X 9 TR L7228,
E NG AR RBR SN 2, ZMECHEHE L7 QT/QTe ikt T 5 GBCC ik} (Y 2 DDiE
AR (POREFREEFADOT LT 4V R U PR EAGRICEE L2V v a2 — 2
VROSRIEFHEF DT VT 4V RV U oY) 2R L & & OEW S RIS % 4
L7 GBDT # B b aHili&E £t & L7z, 2B &EEHI, GBCC XU GBDT sl 4 =<, SET
Ik U7 BRRRER & U7e, E7o, SMNENCIIT 25 A KL O TAERUER 8 BRI ONC H AR
THEN L7z GBCZ % G Teait 9 MBROL 2D ISR 2 L2t 25 &k &
L7,

1.5.2.6.1.1 118588 (GBCB R U GBCL i)

GBCB #Eri%, %6 1M, B, EERL, 77 v g R OFHhE 5/,
FHEY, HERERRTH D, AARAN 2 PERFEE 2RI, 727 70F K03,
1.0, 3.0 XO® 6.0 mg H[al#& GRFD 2t M, Rk SR F 270N Lz, H
E#EGRECIE, 727 70F K 6.0mg ECTHL CRFMENRO DN, LrL, 727
JNVF RE& 1.0mg UL EO & CHIAIE G L7z & & OJREMImT X Ok, N T =
T NVF R 3.0mg ZHEERE Lz & & oNEInEIL, 77 B ARG & A TRREHE
PNCHBICER Lz, £, T2 70F REHBIE PR L &0, YRl (CFY
) 1% 88 WFfH). tmax (FFUME) 1% 48 WER] & AEER MR FITAEIR IS S 4L, HRBIES
>T&otom%%Twm%&5%7Hﬁ’bkém%:ybm—wwﬁﬁﬁ%én\

1 EI G LR Ee R e 7 A VR R LTS,

GBCL #BRIX. 25 I #H, Zhusdtrl, EAERL, 77 B R, #iE kK OFHhE 5
M, WATREM bR, KR GRBRTH D, BARN 2 BERFEE EZXIGI, 72T 70
F K 1.0 KO 1.5mg O 1 [8] 5 B RKEHR G RO, Bk, SEpEiEK O3+

L7z, T2T770F R 1.0 KOY 1.5mg il 18] 5 @B EREGICLY, et bo
BERLMEIIRDONT, BBURBHRAFEN RSN, LhL, 7277 LVF K
1.0mg ZEHRSG L&D, KOT 27 7 0F K 15mg & )KEHREGLIZEEZD
IWHEHIME X, 77 B R B R & TR EICAEIC ER/ LT,

ZNHDORERNG, BARAN 2 BBERFBEF 2R E LIZRBRTIE, 7277 40F K
1.0mg RiEOHENEY THDZ ENRBINTT-D, GBCZ BTk KHES
0.75mg & L7z,
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15.26.1.2 % I fB;ER (GBCZ HER)

GBCZ #BRI%, % AR, 12 8. ZHskILE, EEAL, 77 BRI, “EER,
WATHEFHEGRBR T 5, BF - EERE, IEF - EERIEITNZ R 0 sk T3
AP 52 TIRIE R O 2 BIBEIREE 23RS, 727 7/0F K 025, 0.5 XiX 0.75 mg
H LI T78AREZHE 1 BIERE L, BMREROMEE = > e — 2 I2B4 5 HERIGE
FRAEFHN L7z, Zeds. R OMAERE FRITEAMICY 427D hLT

FEFHIHE Th o5 12 R (EEBIERFR) TO HbAle EDR—Z T A )5

O EIZIE, FRHFMICH B ERIGHERR® Hivlz (p<0.001) , F£7=. HbAlc i
DECEIZ T TR EEREE A TT 27 70F R 0.25, 0.5 KO 0.75 mg B 58 CTHiat
FHNCHERICRE DT (WFL D p<0.001)

F 2T F R 025, 0.5 KO 0.75mg 2 1[0 12 HEHEG L & & OB MEIT e
HICBAF Ch oo, AFEFREZFRULERETOFEIT, WTNWOT 27 70T REEE
B 7 7B ARG L L THREIFAEEITRO bR oo, BARREE (72
T—BEARY N—EfH) | A XA (/) KOWER (PR R X, T
TINTF REGHCTT 7R RERICHASTREFFIAERZEPRO b, BIK
NI N E B 2 B, TOMOLEMEFHBE B b RIS & 72 2 B BIXA D
otz

b, 727 7VF K 075mg £ TOHET, HbAlc & OZEIE R M E O T2kt
TLHEIERTEO HiL, DORFRARMEZ R LT, ZOMENS, ARAZ XIS
& L72% A% (GBDP, GBDY KLU GBDQ #BR) TlET7 =7 7 /vF K 0.75mg DM
AR L7,

1.5.2.6.1.3 % Il {85%E% (GBDP. GBDY R U GBDAQ i#E&)

GBDP illIZ, %5 W AH, 52 W[ (FERHmR RIS 26 HRF) | ZhisdtFE, i
Zib, “HEWRT 7 EARLR, FERERL (VT 70F R) KR AT HEGEER C
bbH, BFE - EEEE, UIESF - EHEPREION AR O R T 3B AR5 CTREF
O 2 BPERIFEE 2T, T 2T 7V F R 0.75mgl#l 1 B 5, 77 RE 1 B&EE

XiZVZ7A0F R 1A 1 EEREIC X D BMREER O F 20 &k O 2 25 i L7z, 7o,
% O MERE FEIZEAMNC Y + > 2T v b U, FEFHMERESLIRIZ Y 7 2R 1 [F
BehH%T 27 7/VF R0.75mgi#l 1 [B#5128)0 F2 7,

FEFMEE Th 585 26 HEFTO HbAlc [EDX—A T A v DR bR (/b
T + FEUEE) (X, T 2T ZVF R 0.75 mg K 5HET-1.43% £0.05%., 77 BRE
HEET 0.14% £ 0.10%, U7 7 NVF REHRET-133%£0.07% Cholz, TaT7 LT R
0.75 mg # 58 & 77 BRI G5HD HbAlc EDFH/N " FEHMEDE (95%EFXMH) X
-1.57% (=1.79%. —1.35%) (p<0.001) THYH ., FZ7ERIZHT DT 27 7 LF R
0.75 mg DEMENFERT T b, £/, 7277 0F R 075mg BHREEY 7 70T
N GRED /N R EEED & (95%EHIXHE) 13-0.10% (-0.27%. 0.07%) TH Y .
95%[SHEX M DO LRV FRNCED LM E~—T 0 D 04% R ThH o122, VT 7 n
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FRIZKHTHT 27 7 0F R 075 mg OIELMERFEIRTT 57, 95%IE X O -
FR2S 0 Aili TlX 7o 7otz d, EEEII RS e o7z,

T2 TZ 7NF R 0.75mg FERETIE, FEHPRICAEERN—AT 4 )b O HbAlc B
DTN, 85 4 WG 52 B E THE L GRO bR (W p<0.001)
#e G 52 BIFTO HbAlc JEDOR—RA T A b0 bE (/) F P + FE YA E)
X, T2 7 0F K 075mg HH5RET-139%+0.06%., 778 R/"T 277 LVF R
0.75 mg HG5HET-1.55%+0.12%., U 7 7 F REERET-1.19%+0.08% CTh 7=, T =
FZINTF R 075mg BERELE Y T 7 NVTF NEEROF/N T EHED £ (95%F X M)
1$-0.20% (-0.39%. —0.01%) THYH ., VU FZ 7 LF REERELERXTT 27 7 VF R
0.75 mg #& G- HE CTHEFFIINCAHRIZIR T L7z (p=0.040) .

BEFZORBES 26 M) X, 727 7LF K 0.75mg BHEET 56.1% (157/280
Bl) . UTINTF REERET 55.5% (76/137 ) . 77 B REERET 55.7% (39/70 Hi)
Thotl, Flo, AEFLORBEIS (52 @) X, 727 7/LF K 0.75 mg & 57,
VITNF REGHLOT TR/ T2a770F K 0.75mg HERETENZI 66.1%

(185/280 ) . 68.6% (94/137 f5l) . 75.7% (53/70 f5l) [9BHF = F 7 NF FEGHIH
DIE 56.5% (35/62 451) ] Th o7, 26 WHEKD 52 WHEOWTHOHFIZIHNTS,
RHLE<HBOONIAESES [HREHKRSE (S00) ] ITHBEEET, 7277 LVF K
0.75mg BeGREL U T 7T REGRHIEREOBE THY . 72T 7 0F K 075 mg &
1A 52 WfE G L7 & & OAFMEIT IR THh o7,

GBDY #BRIE, 5 WL FA. 26 H[H., ZhaaxtLFE. BIEAL, FEIGR (XY 7
FUXY) | ek, WATREMERBR CH D, SU KL/ I T T A REfHL T
HiFE= S b — AR Th o7 2 BBERIEEE 2 x5, RBRERATSARA L
TV RO MmEERE T (SUKD/ XIIETTFAR) 52T 70F R 0.75mg i 1A
BHEXIA LAY 70X 1 B 1 EEGEOH LT & & OFNE R OV 2N %2 51
L7,

FEHMBEE TH DG 26 HIFTOD HbAlc EDON—AT A b0 bE B/
Fe Ll + FEAERE) X, T 2T 7 VF K 0.75mg WERET-1.4440.05%, A AU
7 INF BERET-09010.05% CTh o7z, &5 26 K TOT 27 7 /LF K 0.75 mg &%
HBREE A LAY > TR PEEEEO HbAlc EDO /N FEHED % (95%(E X M)
13-0.54% (-0.67%. —0.41%) T&H YV, 95%EHXHE O LRDFFNCE DS~ —
YD 0A%KRIE TH T2l b, A VAV TINXFURERICHT T 27 70
K 0.75 mg #GREOIELENREINTZ, EBHICA VAV v TINX U ERERIIHT DT
27 7 VF R 0.75 mg & GREOE-NE S RS (p<0.001)

$ 526 BRFE TICRE LI2AFEFLORBRESIL, 727 70F R 075 mg #G5HET
75.1% (136/181 f5l) . A AU v FINFEEHT 61.7% (111/180 ffil) THV | A
VAN TINKURERELHARTT 27 7VF R 0.75 mg KGR CTHREHZICHEIC
B T2, BEET IR ThH T,

GBDQ &%, & 1 AH, 52 WM., ZMiskdtFE, IEEEAL, FERABRTH D, &
O MUBEM FERBMEE T = o hr— AN AR 0 Th o 72 2 TR 2 %41
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BRI AT B AR L T2 A mpERE 3 (SU, 277 F A R, o-Gl, TZD X3~
V=F) BAIET 27 70T K 0.75mg il 1 BE520H L7- & & ORERGROZS
PR OV 20 % 3 L 72

WTFNOOFHEETH . HbALc [HEOMFHFEMNCHERR—A T A DO F ARG 14
WD B 52 K (LOCF) £ TR LA (WTFiLh p<0.001) , X—RAT A 0
® HbAlc D& L& (F¥E £ FH¥ERE) 1T, &5 26 #HEKF (LOCF) T
-1.93% +0.09% (SU PFRARE) 7 5-1.58%+0.11% (B 7 A ROFRAEE) o, &5
52 #F (LOCF) Tl3-1.69% +0.13% (TZD PFHEL) 725-157%+0.11% (€277 F A K
R O#EIPETH -7,

HEHEZORBEGIL, SU JHARET 85.5% (112/131 #) . © 277 FA FOHARET
83.6% (51/61 ) . a—GIPFHEET 70.8% (46/65 %) . TZD HFHEET 80.3% (53/66 i) .
7V = FOFHRET 73.2% (5271 ) Thoto, HBEZ RO LNTAFFESR (SOC) 1%,
JEYERS L OFAERIE, DWTHBEECTH Y . KEDIERE X IIHEETh o7z,

1.5.2.6.1.4  HERAEH

KA ORI 7= 0 | ERERHER AN & OMpkE 2 B L2 (8 113 5) |
0= 17 B r s L Eg SRR S0 T, U S U F RERIRIEL L5 I
A - - <.

H
I - 0> i xRk O 07T A 2l

I - 05 & . E Otk KB Y T LT
~ o .

S EE s 00 0 0 el Ed BN EESONIS
% MEsEERBchH 5 6BDP #5 o IIIEIEINGGEEE

I - - 167 L.

aeop mompatEci. |
I /> - - C &> 7. 75,
I - > i > - =4t [

I~ - CacIc e R AR ST, £ BRT — X Ry =
o - > e, s AR R R R e oy Tk, Il

LoBERTH-7=, &5z, 6BDQ FBcE LT, IR
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I 1 -, [
[

152615 BERT—2/\vH5—
AN B AR GRH F1C A S A T O A A R B b —
GHEERD %32 1.5-1177, B, 28R 525 — 138 251 IR LT,

x 1.5-1 BRARO—E GHEEM)

kR4 RBROMK T I A >~ XTRPERAE

H9X-JE-GBCB . B, MEEAL. T AR, B KON | 2 AUEE R B
W (AA) P E AR, PR, HRE G5ER

H9X-JE-GBCL BB, ShsrdhFE. EEAL, 7T BRI, WeERE | 2 ARE RS R
W (AA) K OGHIE S, WATRER bbiR, E &% 53k

H9X-MC-GBCC | % 1fH, ZtiskItFl, MiELL, —HEMR, 78Rk | fERRE
bR (ShE) UEMERTR, 7V & 2— 387 o 24— R—ikBr

H9X-MC-GBDT | # 1fH, Hijfigk, ®iERib., IEEMHm. 281, 2BEIAR, | FEEEGERE
R (GLE) 7 a A G — R —iRE

H9X-JE-GBCZ BIAE, Sk, ®AEAL, 7T BARRR, —EE | 2 BB RERE
W (AA) B, WATRER EigakBR

H9X-JE-GBDP WA, 2z ItFE. L. —EER 7T BRE | 2 AR EBRE
W (AA) M JEE MR, WA TRE M AR

H9X-JE-GBDY | %5 I FH. Zliak ], MAEA{L, FIHTH, FEEM, 2 ARk PR Ip R
AR (AA) A TRER et Ba

HOX-JE-GBDQ | % I #H, Zhtiaxdtll, FEMIELIL, IEEHRAR 2 BUBE PRI B
R (AA)
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1.5.2.6.2 HSNEIZH T LEKRFEAFRKORE

shEc i 20ff e o R & G Lz,

BRI EABR Cld, fRERRN. 2 BUBEIRIEE MO BREM 2 22, 727 7V F R
DI ENE K O S P58 % KAF T NRIME R OSMAIPEEER GEMFE BEAEF OE) %
BHORBR TN L7z (B 272222 1) , 72, B 1 HEKOE 2 fH14 R U 530,
BNEHEHICHT 57T 27 7V F NOEELZFTMT 2E TR, 727 7LvF Ko
QTc 1Tk 7 2B Z TN+ 2 QT/QTe sFMiatER & Fhi L7z, ERREHRERTIX, 727
ZNF R 0.1~12.0 mg O &HH THEE L, 0.05~8.0 mg O M & CTHEKk 6 H[H
DRERG 51T > 7,

ERARRRERCIE, 25 I AHRER 3 3B (B G : 12~26 ) . & I/ AHERER 1 505k
T OV T AHRRER 4 50BR  (B 5010 - 52~104 B[W]) &3hE L7- (85 2.7.3.221H)

I ARERD 5 5, GBCI alBRI3H &M, GBCK Al X HMURTE M B p S sl
ELTEMLAE, &512, GBDN #Bhix, 2 MHERBEEICT 27 7 LvF K 075 KO
1.5mg Z 26 W& 5K D 24 W B BATE) F i £ H0E (ambulatory blood pressure
monitoring : ABPM) % HIV 72 i & OVIREAE~ D528 A4 51l L 72,

55 I/ AH3BR (GBCF 3%) K OV NI #H7E (GBDC, GBDA, GBDB & U GBDD
BR) 3. SEMIRIEAE ST TORWRE 2 BURER B SREBRBHAARTIC A v A U o Offi
DF B30 B TR O MHERE TIZ 1~3 FREEMH LT\ 5 2 BUBERIGEE 2515 & L,
TaZNF K075 KO 1.5mg 2 1 [Bl$eG (BOpsE, &0 fpEkE F3E & o O R,
ARV YR rEONHEE) L 2OAMERTZEMEICE LT, 78R
XS IR & bhig L7=, GBCF, GBDA U GBDB #REATiX, 7 =7 7 /LF Nk
B T A RS- L7-, GBDD #BaiL, MpF=> b —Llktd+557 2T 7 1F K
ARV IV OREERELE LB CTH 5, GBDD RERTIiX, 1 A 3 [A)#%
oA 2) VAT ZffHL, BEIZGTUTA MFRALIY (Met) Z20FH LTz, F
7-. GBCF L, REAHIMF 7 HE»D 2 HE (1.5 XV 0.75mg) ZERL, X512
BRLEZHECTCOAIMEROLZENERGET D7 ¥ 77 + 77 ¥ A (inferentially
seamless) DR TH D, AREROH EEINO HiX, FailckeE L= A7 (HbAlc
M OMRE) KOZAetE (BRI E & Ok E) OFHEiE H 2 Hv 72 Clinical Utility
Index IZHEDWTEHEHEEAZRETHZ L ThHHoT,

L EOBRBRERARIC DX 2013 4 9 AIKE LR ORINCARFEZITo72 B 1.6
H)

153 HEEUVERM%

AFENT, BEAARATERIN TS GLP-1 ZHFMRIEENER O & ik LS5 LU T o
a9 25 (B256MH) .

o BLBHIARRICHIHE G 3B e <, B EMEEITE 1 FITH D,

o EABIIE. HONULOIERNBRAFEINTNDL Y I a—AX & T

B, THICE L CTEAZEMSEDLLENR, ST, Y —ARYy
I, EREABRICEE I N TEY, ARY 2T CHEBINICT =7 7 vF R
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NEETE, BEREETHD, o, YN —AXUIEEFOHE 1 [
HGRIFIOERE L0 29 75— 2H LTV 5,
o ZEMTuTyAME, VT I NTF REERTH Y. Exendin-4 H12K D GLP-1 25
RAEBNZEIZ T, BBREE. AR OVEREBALEOG DFEEL Y 2 7 AR,
o  HUMEIENFRETH Y . BEIZ Eiisii T\ % GLP-1 A ERFEIFE & T, F
T & 2 MBERE T EEDHIRN D720,

DI, BAN 2 BUBERBESE 23R L LRI BT, LR TT =
77 NVF K075 mg OFRAMENHERIN TS (5256 1H) |
o HUMBEEKROWFHEIEO W TH ., s mpER: FEAZR L, TZD FH%RIE
RE PR T, (REZ IS E7220,
o HUMUEIERFXIX SU LIS ORE D bERE T3 & OO HFIERFOIRMAER IO Y 27
DRV,

LI EDR S O APED D AANL 2 RUBEIRIN S OB 12 e 1B IR L 720 | RIK
WEATOMABBFSND Z b, ARZRMETLZ L3, BRNICERERDH D &
%iéo

154 FESNDRTH. e - R, BiE - BE
TIVE TISHF S T BRR SR AR M OBRIRFABR DR RIS & LT ORhEE - 202K,
Mk - METRERGEARBGEZIT) 2L & LT,

— %4 TaTINTF R (BEHHEZ)  JAN)

W4 MY T 4 TFHE0.75mg 77 A A

Wy giE 1%y b | Ta2a770F 8 (B FHliRz) 0.75mg
(0.5mL) ']

WhHe - hR 2 OB R IR

Mk - H& WE ., A, 727 70F K (Eisrfaz) & LT,
0.75 mg Z W2 1B, K FEHNT 5,

FlE TS A

508 B BN G

BUEIRTERA DA FF HAA =4V U —BRStE

155 SEXH
- [EMA] European Medicines Agency. 2006. Scientific discussion: BYETTA (exenatide).
Available at: http://www.emea.europa.ecu/docs/en_GB/document _library/EPAR -
_Scientific_Discussion/human/000698/WC500051842.pdf. Accessed August 6, 2013.

- [EMA] European Medicines Agency. 2012. Summary of Product Characteristics:
LYXUMIA (lixisenatide). Available at:
http://www.ema.europa.eu/docs/en_GB/document library/EPAR -
_Product_Information/human/002445/WC500140401.pdf . Accessed August 14, 2013.

- [FDA] United States Food and Drug Administration. 2010. Summary basis of approval:
VICTOZA (liraglutide [rDNA]) injection, NDA 022341, Pharmacology Review, Parts
1-3. Available at:
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http://www.accessdata.fda.gov/drugsatfda_docs/nda/2010/022341s000TOC.cfm.
Accessed August 6, 2013.

[FDA] United States Food and Drug Administration. 2012. Summary basis of approval:
BYDUREON (exenatide), extended-release for injectable suspension, NDA 022200,
pharmacology review. Available at:
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2012/0222000rig1s000TOC.cfm.
Accessed August 6, 2013.

- Glaesner W, Vick AM, Millican R, Ellis B, Tschang SH, Tian Y, et al. Engineering and
characterization of the long-acting glucagon-like peptide-1 analogue LY2189265, an Fc
fusion protein. Diabetes Metab Res Rev. 2010;26:287-296.

[IDF] International Diabetes Federation 2013. IDF Diabetes Atlas, sixth edition.
Introduction. Available at: http://www.idf.org/diabetesatlas/introduction. Accessed June
27,2014.

C FREIGHAR. A O VFURIEEE T T v a T v S v LT U A
TN Z 22T A B2 & IR R 2011:21-27.
- NI, FHBU, RN —. A 7 LT b S P GLP-1 2 A REEIEE D

(L& DT ~DPP-4 BHEIE & DFALLR & AHE s~ Diabetes Frontier. 2013; 24(6):
695-701.

o ISR TR BEPRIR TR ORLE & R B R v —J7 /AL 2011:37-50.
AR IR —, SERAE—, KA E Y F, mARBE S IKIE, BERT — 2~ 1
Az higER (JDDM) . 2 RUBEGRIA B 2B U D FMIRIEIZ B9 5 KRR A

(I) —3Eppit e mfE= Fr—/L— (JDDM7) . HEIRIF. 2006;49(12):919-927.
© FEARRE, AR, KRR, PaTERE, AR AR T, E?“EZIKEEE R A, KO-,
ARG, BOREF, AT TR, Pofils. REOMSREERE 31T 2 BEIRN ERE &
HLHE TR TR A. BEIRIF. 2013; 56(8): 543-550.
AT EERIRAN AKR - I ERR SRk 24 A [E RARE - SRR IR R
DOHEZE. Available at: http://www.mhlw.go.jp/file/04-Houdouhappyou-10904750-
Kenkoukyoku-Gantaisakukenkouzoushinka/0000032813.pdf. 2013. Accessed June 27,
2014.
- PEEIRERT S BEIR N FERE AL A . WE RN BRI A 5 BRI L 7 BE IR 52
REFHAE A 12 4R L I8 FEDLLiE ) H—. HARE F8T. 2008; 4399: 71-74.

H AHE R IR 72, FERIGTIBIR T A K 2014-2015. BUAET: SOGHE: 2014,

H AHE PRI 5423, FEARE S 2013. Available at:
http://www.jds.or.jp/common/fckeditor/editor/filemanager/connectors/php/transfer.php?
file=/uid000025_6B756D616D6F746F323031332E706466. Accessed June 27, 2014.

DR RREERGL. BE IR PRI O HT 72 2R & AR 7 LT B A
HLMZ- 38R 2012;63(13):15-22.

© RRHIERR, SEARERAR, R, R R R, AR (L B A3 E o A4S B IR B TR
DFERELF LWEFEIEE T 1 77 AOH ARG, D 2012;44(4):425-435.
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dulaglutide

1.6 SNEICEFSEAKIEICEATIEN

AANE
(EZAGHEIN

. CKREROBEM (EU) IZBWTHEREINTWD, F72E Xk O &R i X
W 1.6-11R7, EERAELE LT, KEKO EUIZEIT 5 2hEE T 2hH,

MIEM O EZLLFIORY, 7ok, T XTOETHRIEA T Trulicity 2 F7E L T 5,

o ZhEE

PeESIES

COKE  AFNT. R 2 AEREREOME D fr— L EETAED,. BE

K ONEERRIEOMBIRIE L L CHEH s h D,

-+ EU @ ARANL, A 2 BBERFEEOMFE= > be—LrodEE By & LTHEM

o Hi&

T 5.

HAIRIE R R OMEBRIE TS 0312 = > b r— L SRARNER TR
T A RAIV R AT DBUEIZERICREE T 5720 A RS OfEA
BREG ThH % LB Z DD BEICHERT 5,

PERRREE BEROEBIREICINA TA v 2 ) 2 g ietho Bk FEIC LD
IR CIBED 3122 > b e — L ERRVEHICBN T, 2 bk PR L
PER L TS 2.

KOV =

b NESE

ARFIBAIER OHELE A &1X 0.75 mg DM 1 B ETH D, S5 5MF= b
—VHEDTZO 1.5mg O¥ 1 Bl 5 £ THEERETH D, RAHEEHAET
1.5mg Ol 1815 Th 5,

AANTE 1B BFIERRLS T HOW SOOI R THHRE LTI, KANLE
1NN 23119 o Ol 3 1 N R 5 s R

- EU:

HARERE HEREARIX 075 mgHTH 5,
OFARE HERHEIT 1S mglTh 5, mimnE (75l L) 72 HIRBEREN
BEFLTWSEFIIR LTI, 075 mgilZBEHEL LTEBELTH XV,

AFNIREER, RERES S EBEfIC B TS 2, #IRN LI RN~ G- L 72
WZ &, BEICHEBRS THOWODORFRTHHREG LTI,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
TRULICITY safely and effectively. See full prescribing information
for TRULICITY.

TRULICITY (dulaglutide) injection, for subcutaneous use
Initial U.S. Approval: 2014

WARNING: RISK OF THYROID C-CELL TUMORS
See full prescribing information for complete boxed warning.

Dulaglutide causes thyroid C-cell tumors in rats. It is unknown
whether TRULICITY causes thyroid C-cell tumors, including
medullary thyroid carcinoma (MTC), in humans as the human
relevance of dulaglutide-induced rodent thyroid C-cell tumors
has not been determined (5.1, 13.1).

TRULICITY is contraindicated in patients with a personal or
family history of MTC and in patients with Multiple Endocrine
Neoplasia syndrome type 2 (MEN 2). Counsel patients
regarding the potential risk of MTC and symptoms of thyroid
tumors (4.1, 5.1).

------------------------- RECENT MAJOR CHANGES ---snermememmemeneenenen-

BOXED WARNING: RISK OF THYROID C-CELL TUMORS

03/2015
INDICATIONS AND USAGE
Limitations of Use (1.1) 03/2015
WARNINGS AND PRECAUTIONS
Risk of Thyroid C-cell Tumors (5.1) 03/2015

INDICATIONS AND USAGE ------=--emmmemmmemmmaene

TRULICITY™ is a glucagon-like peptide (GLP-1) receptor agonist
indicated as an adjunct to diet and exercise to improve glycemic
control in adults with type 2 diabetes mellitus.

Limitations of Use:

Not recommended as first-line therapy for patients inadequately
controlled on diet and exercise (1, 5.1).

Has not been studied in patients with a history of pancreatitis.
Consider another antidiabetic therapy (1, 5.2).

Not for treatment of type 1 diabetes mellitus or diabetic ketoacidosis.
Not for patients with pre-existing severe gastrointestinal disease.
Has not been studied in combination with basal insulin.

---------------------- DOSAGE AND ADMINISTRATION =-emnmmmememmemencens

Administer once weekly at any time of day (2.1).

Inject subcutaneously in the abdomen, thigh, or upper arm (2.1).
Initiate at 0.75 mg subcutaneously once weekly. Dose can be
increased to 1.5 mg once weekly for additional glycemic control
(2.1).

If a dose is missed administer within 3 days of missed dose (2.1).

Injection: 0.75 mg/0.5 mL solution in a single-dose pen (3)
Injection: 1.5 mg/0.5 mL solution in a single-dose pen (3)

Injection: 0.75 mg/0.5 mL solution in a single-dose prefilled syringe
@)

Injection: 1.5 mg/0.5 mL solution in a single-dose prefilled syringe

@)

CONTRAINDICATIONS

» TRULICITY is contraindicated in patients with a personal or family
history of medullary thyroid carcinoma or in patients with Multiple
Endocrine Neoplasia syndrome type 2 (4.1, 5.1, 13.1).

+ TRULICITY is contraindicated in patients with a prior serious
hypersensitivity reaction to TRULICITY or any of the product
components (4.2, 5.4).

------------------------ WARNINGS AND PRECAUTIONS --------------=mm-meemm

» Thyroid C-cell Tumors: See Boxed Warning (5.1).

* Pancreatitis: Has been reported in clinical trials. Discontinue
promptly if pancreatitis is suspected. Do not restart if pancreatitis is
confirmed. Consider other antidiabetic therapies in patients with
history of pancreatitis (5.2).

* Hypoglycemia: When TRULICITY is used with an insulin
secretagogue (e.g., a sulfonylurea) or insulin, consider lowering the
dose of the sulfonylurea or insulin to reduce the risk of
hypoglycemia (5.3).

* Hypersensitivity Reactions: Discontinue TRULICITY if suspected.
Monitor and treat promptly per standard of care until signs and
symptoms resolve (5.4).

* Renal Impairment: Monitor renal function in patients with renal
impairment reporting severe adverse gastrointestinal reactions (5.5).

* Macrovascular outcomes: There have been no studies establishing
conclusive evidence of macrovascular risk reduction with
TRULICITY or any other antidiabetic drug (5.7).

ADVERSE REACTIONS

The most common adverse reactions, reported in 25% of patients
treated with TRULICITY are: nausea, diarrhea, vomiting, abdominal
pain, and decreased appetite (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly
and Company at 1-800-LillyRx (1-800-545-5979) or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

Dulaglutide slows gastric emptying and may impact absorption of
concomitantly administered oral medications (7.1, 12.3).

» Pregnancy: TRULICITY may cause fetal harm; only use if potential
benefit justifies potential risk to fetus (8.1).

* Nursing Mothers: Discontinue nursing or discontinue TRULICITY
(8.3).

* Renal Impairment: No dosage adjustment recommended. Monitor
renal function in patients with renal impairment reporting severe
adverse gastrointestinal reactions (5.5, 8.7).

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved Medication Guide

Revised: 03/2015
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF THYROID C-CELL TUMORS
¢ In male and female rats, dulaglutide causes a dose-related and treatment-duration-dependent increase in the
incidence of thyroid C-cell tumors (adenomas and carcinomas) after lifetime exposure. It is unknown whether
TRULICITY causes thyroid C-cell tumors, including medullary thyroid carcinoma (MTC), in humans as human
relevance of dulaglutide-induced rodent thyroid C-cell tumors has not been determined [see Warnings and
Precautions (5.1), and Nonclinical Toxicology (13.1)].

¢ TRULICITY is contraindicated in patients with a personal or family history of MTC and in patients with Multiple
Endocrine Neoplasia syndrome type 2 (MEN 2). Counsel patients regarding the potential risk of MTC with use of
TRULICITY and inform them of symptoms of thyroid tumors (e.g., mass in the neck, dysphagia, dyspnea,
persistent hoarseness). Routine monitoring of serum calcitonin or using thyroid ultrasound is of uncertain
value for early detection of MTC in patients treated with TRULICITY [see Contraindications (4.1) and Warnings
and Precautions (5.1)].

1 INDICATIONS AND USAGE
TRULICITY" is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2
diabetes mellitus.

1.1 Limitations of Use

» TRULICITY is not recommended as a first-line therapy for patients who have inadequate glycemic control on diet
and exercise because of the uncertain relevance of rodent C-cell tumor findings to humans. Prescribe TRULICITY
only to patients for whom the potential benefits outweigh the potential risk [see Warnings and Precautions (5.1)].

« TRULICITY has not been studied in patients with a history of pancreatitis [see Warnings and Precautions (5.2)].
Consider other antidiabetic therapies in patients with a history of pancreatitis.

» TRULICITY should not be used in patients with type 1 diabetes mellitus or for the treatment of diabetic
ketoacidosis. TRULICITY is not a substitute for insulin.

« TRULICITY has not been studied in patients with severe gastrointestinal disease, including severe gastroparesis.
The use of TRULICITY is not recommended in patients with pre-existing severe gastrointestinal disease [see
Warnings and Precautions (5.6)]

« The concurrent use of TRULICITY and basal insulin has not been studied.

2 DOSAGE AND ADMINISTRATION

2.1 Dosage

The recommended initiating dose of TRULICITY is 0.75 mg once weekly. The dose may be increased to 1.5 mg
once weekly for additional glycemic control. The maximum recommended dose is 1.5 mg once weekly.

Administer TRULICITY once weekly, any time of day, with or without food. TRULICITY should be injected
subcutaneously in the abdomen, thigh, or upper arm.

If a dose is missed, instruct patients to administer as soon as possible if there are at least 3 days (72 hours) until the
next scheduled dose. If less than 3 days remain before the next scheduled dose, skip the missed dose and administer the
next dose on the regularly scheduled day. In each case, patients can then resume their regular once weekly dosing
schedule.

The day of weekly administration can be changed if necessary as long as the last dose was administered 3 or more
days before.

2.2 Concomitant Use with an Insulin Secretagogue (e.g., Sulfonylurea) or with Insulin

When initiating TRULICITY, consider reducing the dosage of concomitantly administered insulin secretagogues
(e.g., sulfonylureas) or insulin to reduce the risk of hypoglycemia [see Warnings and Precautions (5.3)].

2.3 Dosage in Patients with Renal Impairment

No dose adjustment is recommended in patients with renal impairment including end-stage renal disease (ESRD).
Monitor renal function in patients with renal impairment reporting severe adverse gastrointestinal reactions. [see Warning
and Precautions (5.5), Use in Specific Populations (8.7), Clinical Pharmacology (12.3)].

2.4 Important Administration Instructions

Prior to initiation of TRULICITY, patients should be trained by their healthcare professional on proper injection
technique. Training reduces the risk of administration errors such as improper injection site, needle sticks, and incomplete
dosing. Refer to the accompanying Instructions for Use for complete administration instructions with illustrations. The
instructions can also be found at www.trulicity.com.

When using TRULICITY with insulin, instruct patients to administer as separate injections and to never mix the
products. It is acceptable to inject TRULICITY and insulin in the same body region but the injections should not be
adjacent to each other.
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When injecting in the same body region, advise patients to use a different injection site each week. TRULICITY must
not be administered intravenously or intramuscularly.
TRULICITY solution should be visually inspected for particulate matter and discoloration prior to administration.

3 DOSAGE FORMS AND STRENGTHS
* Injection: 0.75 mg/0.5 mL or solution in a single-dose pen
* Injection: 1.5 mg/0.5 mL solution in a single-dose pen
* Injection: 0.75 mg/0.5 mL solution in a single-dose prefilled syringe
* Injection: 1.5 mg/0.5 mL solution in a single-dose prefilled syringe

4 CONTRAINDICATIONS

4.1 Medullary Thyroid Carcinoma
TRULICITY is contraindicated in patients with a personal or family history of medullary thyroid carcinoma (MTC) or
in patients with Multiple Endocrine Neoplasia syndrome type 2 (MEN 2) [see Warnings and Precautions (5.1)].

4.2 Hypersensitivity
TRULICITY is contraindicated in patients with a prior serious hypersensitivity reaction to dulaglutide or to any of the
product components [see Warnings and Precautions (5.4)].

5 WARNINGS AND PRECAUTIONS

5.1 Risk of Thyroid C-cell Tumors

In male and female rats, dulaglutide causes a dose-related and treatment-duration-dependent increase in the
incidence of thyroid C-cell tumors (adenomas and carcinomas) after lifetime exposure [see Nonclinical Toxicology (13.1)].
Glucagon-like peptide (GLP-1) receptor agonists have induced thyroid C-cell adenomas and carcinomas in mice and rats
at clinically relevant exposures. It is unknown whether TRULICITY will cause thyroid C-cell tumors, including medullary
thyroid carcinoma (MTC), in humans, as the human relevance of dulaglutide-induced rodent thyroid C-cell tumors has not
been determined.

One case of MTC was reported in a patient treated with TRULICITY. This patient had pretreatment calcitonin levels
approximately 8 times the upper limit of normal (ULN). Cases of MTC in patients treated with liraglutide, another GLP-1
receptor agonist, have been reported in the postmarketing period; the data in these reports are insufficient to establish or
exclude a causal relationship between MTC and GLP-1 receptor agonist use in humans.

TRULICITY is contraindicated in patients with a personal or family history of MTC or in patients with MEN 2.
Counsel patients regarding the potential risk for MTC with the use of TRULICITY and inform them of symptoms of thyroid
tumors (e.g. a mass in the neck, dysphagia, dyspnea, persistent hoarseness).

Routine monitoring of serum calcitonin or using thyroid ultrasound is of uncertain value for early detection of MTC in
patients treated with TRULICITY. Such monitoring may increase the risk of unnecessary procedures, due to the low test
specificity for serum calcitonin and a high background incidence of thyroid disease. Significantly elevated serum calcitonin
value may indicate MTC and patients with MTC usually have calcitonin values >50 ng/L. If serum calcitonin is measured
and found to be elevated, the patient should be further evaluated. Patients with thyroid nodules noted on physical
examination or neck imaging should also be further evaluated.

5.2 Pancreatitis

In Phase 2 and Phase 3 clinical studies, 12 (3.4 cases per 1000 patient years) pancreatitis related adverse reactions
were reported in patients exposed to TRULICITY versus 3 in non-incretin comparators (2.7 cases per 1000 patient years).
An analyses of adjudicated events revealed 5 cases of confirmed pancreatitis in patients exposed to TRULICITY (1.4
cases per 1000 patient years) versus 1 case in non-incretin comparators (0.88 cases per 1000 patient years).

After initiation of TRULICITY, observe patients carefully for signs and symptoms of pancreatitis, including persistent
severe abdominal pain. If pancreatitis is suspected, promptly discontinue TRULICITY. If pancreatitis is confirmed,
TRULICITY should not be restarted. TRULICITY has not been evaluated in patients with a prior history of pancreatitis.
Consider other antidiabetic therapies in patients with a history of pancreatitis.

5.3 Hypoglycemia with Concomitant Use of Insulin Secretagogues or Insulin

The risk of hypoglycemia is increased when TRULICITY is used in combination with insulin secretagogues (e.g.,
sulfonylureas) or insulin. Patients may require a lower dose of sulfonylurea or insulin to reduce the risk of hypoglycemia in
this setting [see Adverse Reactions (6.1)].

5.4 Hypersensitivity Reactions

Systemic hypersensitivity reactions were observed in patients receiving TRULICITY in clinical trials [see Adverse
Reactions (6.1)]. If a hypersensitivity reaction occurs, the patient should discontinue TRULICITY and promptly seek
medical advice.

5.5 Renal Impairment

In patients treated with GLP-1 receptor agonists, there have been postmarketing reports of acute renal failure and
worsening of chronic renal failure, which may sometimes require hemodialysis. Some of these events were reported in
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patients without known underlying renal disease. A majority of reported events occurred in patients who had experienced
nausea, vomiting, diarrhea, or dehydration. Because these reactions may worsen renal function, use caution when
initiating or escalating doses of TRULICITY in patients with renal impairment. Monitor renal function in patients with renal
impairment reporting severe adverse gastrointestinal reactions [see Dosage and Administration (2.3), Use in Specific
Populations (8.7)].

5.6 Severe Gastrointestinal Disease

Use of TRULICITY may be associated with gastrointestinal adverse reactions, sometimes severe [see Adverse
Reactions (6.1)]. TRULICITY has not been studied in patients with severe gastrointestinal disease, including severe
gastroparesis, and is therefore not recommended in these patients.

5.7 Macrovascular Outcomes

There have been no clinical studies establishing conclusive evidence of macrovascular risk reduction with
TRULICITY or any other antidiabetic drug.

6 ADVERSE REACTIONS
The following serious reactions are described below or elsewhere in the prescribing information:
» Risk of Thyroid C-cell Tumors [see Warnings and Precautions (5.1)]
» Pancreatitis [see Warnings and Precautions (5.2)]
» Hypoglycemia with Concomitant Use of Insulin Secretagogues or Insulin [see Warnings and Precautions (5.3)]
+ Hypersensitivity reactions [see Warnings and Precautions (5.4)]
* Renal impairment [see Warnings and Precautions (5.5)]
» Severe Gastrointestinal Disease [see Warnings and Precautions (5.6)]

6.1 Clinical Studies Experience
Because clinical studies are conducted under widely varying conditions, adverse reaction rates observed in the

clinical studies of a drug cannot be directly compared to rates in the clinical studies of another drug and may not reflect
the rates observed in practice.

Pool of Placebo-controlled Trials

The data in Table 1 are derived from the placebo-controlled trials [see Clinical Studies (14)].

These data reflect exposure of 1670 patients to TRULICITY and a mean duration of exposure to TRULICITY of 23.8
weeks. Across the treatment arms, the mean age of patients was 56 years, 1% were 75 years or older and 53% were
male. The population in these studies was 69% White, 7% Black or African American, 13% Asian; 30% were of Hispanic
or Latino ethnicity. At baseline, the population had diabetes for an average of 8.0 years and had a mean HbA1c of 8.0%.
At baseline, 2.5% of the population reported retinopathy. Baseline estimated renal function was normal or mildly impaired
(eGFR 260mL/min/1.73 m?) in 96.0% of the pooled study populations.

Table 1 shows common adverse reactions, excluding hypoglycemia, associated with the use of TRULICITY in the
pool of placebo-controlled trials. These adverse reactions were not present at baseline, occurred more commonly on
TRULICITY than on placebo, and occurred in at least 5% of patients treated with TRULICITY.

Table 1: Adverse Reactions in Placebo-Controlled Trials Reported in 25% of TRULICITY-Treated Patients

Adverse Reaction Placebo Trulicity 0.75 mg Trulicity 1.5 mg
(N=568) (N=836) (N=834)
% % %
Nausea 5.3 12.4 21.1
Diarrhea® 6.7 8.9 12.6
Vomiting® 2.3 6.0 12.7
Abdominal Pain® 4.9 6.5 9.4
Decreased Appetite 1.6 4.9 8.6
Dyspepsia 2.3 4.1 5.8
Fatigue® 2.6 4.2 5.6

Includes diarrhea, fecal volume increased, frequent bowel movements.

Includes retching, vomiting, vomiting projectile.

Includes abdominal discomfort, abdominal pain, abdominal pain lower, abdominal pain upper, abdominal tenderness,
gastrointestinal pain.

Includes fatigue, asthenia, malaise.

Note: Percentages reflect the number of patients that reported at least 1 treatment- emergent occurrence of the adverse
reaction.



Gastrointestinal Adverse Reactions

In the pool of placebo-controlled trials, gastrointestinal adverse reactions occurred more frequently among patients
receiving TRULICITY than placebo (placebo 21.3%, 0.75 mg 31.6%, 1.5 mg 41.0%). More patients receiving TRULICITY
0.75 mg (1.3%) and TRULICITY 1.5 mg (3.5%) discontinued treatment due to gastrointestinal adverse reactions than
patients receiving placebo (0.2%). Investigators graded the severity of gastrointestinal adverse reactions occurring on
0.75 mg and 1.5 mg of TRULICITY as “mild” in 58% and 48% of cases, respectively, “moderate” in 35% and 42% of
cases, respectively, or “severe” in 7% and 11% of cases, respectively.

In addition to the reactions in Table 1, the following adverse reactions were reported more frequently in TRULICITY-
treated patients than placebo (frequencies listed, respectively, as: placebo; 0.75 mg; 1.5 mg): constipation (0.7%, 3.9%,
3.7%), flatulence (1.4%, 1.4%, 3.4%), abdominal distension (0.7%, 2.9%, 2.3%), gastroesophageal reflux disease (0.5%,
1.7%, 2.0%), and eructation (0.2%, 0.6%, 1.6%).

Pool of Placebo- and Active-Controlled Trials

The occurrence of adverse reactions was also evaluated in a larger pool of patients with type 2 diabetes
participating in 6 placebo- and active-controlled trials evaluating the use of TRULICITY as monotherapy and add-on
therapy to oral medications or insulin.[/see Clinical Studies (14)]. In this pool, a total of 3342 patients with type 2 diabetes
were treated with TRULICITY for a mean duration of 52 weeks. The mean age of patients was 56 years, 2% were 75
years or older and 51% were male. The population in these studies was 71% White, 7% Black or African American, 11%
Asian; 32% were of Hispanic or Latino ethnicity. At baseline, the population had diabetes for an average of 8.2 years and
had a mean HbA1c of 7.6-8.5%. At baseline, 5.2% of the population reported retinopathy. Baseline estimated renal
function was normal or mildly impaired (eGFR =60 ml/min/1.73 m2) in 95.7% of the TRULICITY population.

In the pool of placebo- and active-controlled trials, the types and frequency of common adverse reactions, excluding
hypoglycemia, were similar to those listed in Table 1.

Other Adverse Reactions

Hypoglycemia
Table 2 summarizes the incidence of documented symptomatic (<70 mg/dL glucose threshold) and severe
hypoglycemia in the placebo-controlled clinical studies.

Table 2: Incidence (%) of Documented Symptomatic and Severe Hypoglycemia Adverse Reactions in Placebo-
Controlled Trials

‘ Placebo TRULICITY 0.75 mg TRULICITY 1.5 mg

Add-on to Metformin

(26 weeks) N=177 N=302 N=304

Documented symptomatic 1.1% 2.6% 5.6%

Severe 0 0 0
Add-on to Metformin + Pioglitazone

(26 weeks) N=141 N=280 N=279

Documented symptomatic 1.4% 4.6% 5.0%

Severe 0 0 0

Hypoglycemia was more frequent when TRULICITY was used in combination with a sulfonylurea or insulin [see
Warnings and Precautions (5.3)]. Documented symptomatic hypoglycemia occurred in 39% and 40% of patients when
TRULICITY 0.75 mg and 1.5 mg, respectively, was co-administered with a sulfonylurea. Severe hypoglycemia occurred in
0% and 0.7% of patients when TRULICITY 0.75 mg and 1.5 mg, respectively, was co-administered with a sulfonylurea.
Documented symptomatic hypoglycemia occurred in 85% and 80% of patients when TRULICITY 0.75 mg and 1.5 mg,
respectively, was co-administered with prandial insulin. Severe hypoglycemia occurred in 2.4% and 3.4% of patients when
TRULICITY 0.75 mg and 1.5 mg, respectively, was co-administered with prandial insulin.

Heart Rate Increase and Tachycardia Related Adverse Reactions.

TRULICITY 0.75 mg and 1.5 mg resulted in a mean increase in heart rate (HR) of 2-4 beats per minute (bpm). The
long-term clinical effects of the increase in HR have not been established [see Warnings and Precautions (5.7)].

Adverse reactions of sinus tachycardia were reported more frequently in patients exposed to TRULICITY. Sinus
tachycardia was reported in 3.0%, 2.8%, and 5.6% of patient treated with placebo, TRULICITY 0.75 mg and TRULICITY
1.5 mg, respectively. Persistence of sinus tachycardia (reported at more than 2 visits) was reported in 0.2%, 0.4% and
1.6% of patients treated with placebo, TRULICITY 0.75 mg and TRULICITY 1.5 mg, respectively. Episodes of sinus
tachycardia, associated with a concomitant increase from baseline in heart rate of 215 beats per minute, were reported in
0.7%, 1.3% and 2.2% of patient treated with placebo, TRULICITY 0.75 mg and TRULICITY 1.5 mg, respectively.



Immunogenicity

Across four Phase 2 and five Phase 3 clinical studies, 64 (1.6%) TRULICITY treated patients developed anti-drug
antibodies (ADAs) to the active ingredient in TRULICITY (i.e., dulaglutide).

Of the 64 dulaglutide-treated patients that developed dulaglutide ADAs, 34 patients (0.9% of the overall population)
had dulaglutide-neutralizing antibodies, and 36 patients (0.9% of the overall population) developed antibodies against
native GLP-1.

The detection of antibody formation is highly dependent on the sensitivity and specificity of the assay. Additionally,
the observed incidence of antibody (including neutralizing antibody) positivity in an assay may be influenced by several
factors including assay methodology, sample handling, timing of sample collection, concomitant medications, and
underlying disease. For these reasons, the incidence of antibodies to dulaglutide cannot be directly compared with the
incidence of antibodies of other products.

Hypersensitivity
Systemic hypersensitivity adverse reactions sometimes severe (e.g., severe urticaria, systemic rash, facial edema,
lip swelling) occurred in 0.5% of patients on TRULICITY in the four Phase 2 and five Phase 3 studies.

Injection-site Reactions
In the placebo-controlled studies, injection-site reactions (e.g., injection-site rash, erythema) were reported in 0.5%
of TRULICITY-treated patients and in 0.0% of placebo-treated patients.

PR Interval Prolongation and Adverse Reactions of First Degree Atrioventricular (AV) Block

A mean increase from baseline in PR interval of 2-3 milliseconds was observed in TRULICITY-treated patients in
contrast to a mean decrease of 0.9 millisecond in placebo-treated patients. The adverse reaction of first degree AV block
occurred more frequently in patients treated with TRULICITY than placebo (0.9%, 1.7% and 2.3% for placebo,
TRULICITY 0.75 mg and TRULICITY 1.5 mg, respectively). On electrocardiograms, a PR interval increase to at least 220
milliseconds was observed in 0.7%, 2.5% and 3.2% of patients treated with placebo, TRULICITY 0.75 mg and TRULICITY
1.5 mg, respectively.

Amylase and Lipase Increase

Patients exposed to TRULICITY had mean increases from baseline in lipase and/or pancreatic amylase of 14% to
20%, while placebo-treated patients had mean increases of up to 3%.

7 DRUG INTERACTIONS

7.1 Oral Medications

TRULICITY slows gastric emptying and thus has the potential to reduce the rate of absorption of concomitantly
administered oral medications. Caution should be exercised when oral medications are concomitantly administered with
TRULICITY. Drug levels of oral medications with a narrow therapeutic index should be adequately monitored when
concomitantly administered with TRULICITY. In clinical pharmacology studies, TRULICITY did not affect the absorption of
the tested, orally administered medications to a clinically relevant degree [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C

There are no adequate and well-controlled studies of TRULICITY in pregnant women. The risk of birth defects, loss,
or other adverse outcomes is increased in pregnancies complicated by hyperglycemia and may be decreased with good
metabolic control. It is essential for patients with diabetes to maintain good metabolic control before conception and
throughout pregnancy.

TRULICITY should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. In
rats and rabbits, dulaglutide administered during the major period of organogenesis produced fetal growth reductions
and/or skeletal anomalies and ossification deficits in association with decreased maternal weight and food consumption
attributed to the pharmacology of dulaglutide.

In pregnant rats given subcutaneous doses of 0.49, 1.63, or 4.89 mg/kg dulaglutide on Gestation Days 6, 9, 12, and
15 (organogenesis), reduced fetal weights associated with decreased maternal food intake and decreased weight gain
attributed to the pharmacology of dulaglutide were observed at 21.63 mg/kg, a systemic exposure 214-fold the MRHD
based on AUC. Irregular skeletal ossifications and increases in post implantation loss also were observed at 4.89 mg/kg,
a systemic exposure 44-fold the MRHD based on AUC. No developmental adverse effects were observed at 4-fold the
MRHD based on AUC.

In pregnant rabbits given subcutaneous doses of 0.04, 0.12, or 0.41 mg/kg dulaglutide on Gestation Days 7, 10, 13,
16, and 19 (organogenesis), fetal skeletal malformations of the vertebrae and/or ribs were observed in conjunction with
decreased maternal food intake and decreased weight gain attributed to the pharmacology of dulaglutide at 0.41 mg/kg, a
systemic exposure 13-fold the MRHD based on AUC. No developmental adverse effects were observed at 4-fold the
MRHD based on AUC.
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In a prenatal-postnatal study in Fy maternal rats given subcutaneous doses of 0.2, 0.49, or 1.63 mg/kg every third
day from implantation through lactation, F, pups from F, maternal rats given 1.63 mg/kg dulaglutide had statistically
significantly lower mean body weight from birth through post-natal day 63 for males and post-natal day 84 for females. F;
offspring from Fo maternal rats receiving 1.63 mg/kg dulaglutide had decreased forelimb and hindlimb grip strength and
males had delayed balano-preputial separation. Females had decreased startle response. These physical findings may
relate to the decreased size of the offspring relative to controls as they appeared at early postnatal assessments but were
not observed at a later assessment. F, female offspring of the Fo maternal rats given 1.63 mg/kg of dulaglutide had a
longer mean escape time and a higher mean number of errors relative to concurrent control during 1 of 2 trials in the
memory evaluation portion of the Biel water maze. These findings occurred in conjunction with decreased F, maternal
food intake and decreased weight gain attributed to the pharmacologic activity at 1.63 mg/kg, a systemic exposure 16-fold
the MRHD based on AUC. The human relevance of these memory deficits in the F, female rats is not known.

8.3 Nursing Mothers

It is not known whether TRULICITY is excreted in human milk. Because many drugs are excreted in human milk and
because of the potential for clinical adverse reactions from TRULICITY in nursing infants, a decision should be made
whether to discontinue nursing or to discontinue TRULICITY, taking into account the importance of the drug to the mother.

8.4 Pediatric Use
Safety and effectiveness of TRULICITY have not been established in pediatric patients. TRULICITY is not
recommended for use in pediatric patients younger than 18 years.

8.5 Geriatric Use

In the pool of placebo- and active-controlled trials [see Adverse Reactions (6.1)], 620 (18.6%) TRULICITY-treated
patients were 65 years of age and over and 65 TRULICITY-treated patients (1.9%) patients were 75 years of age and
over. No overall differences in safety or efficacy were detected between these patients and younger patients, but greater
sensitivity of some older individuals cannot be ruled out.

8.6 Hepatic Impairment

There is limited clinical experience in patients with mild, moderate, or severe hepatic impairment. Therefore,
TRULICITY should be used with caution in these patient populations.

In a clinical pharmacology study in subjects with varying degrees of hepatic impairment, no clinically relevant
change in dulaglutide pharmacokinetics (PK) was observed [see Clinical Pharmacology (12.3)].

8.7 Renal Impairment

In the four Phase 2 and five Phase 3 randomized clinical studies, at baseline, 50 (1.2%) TRULICITY-treated patients
had mild renal impairment (eGFR 260 but <90 mL/min/1.73 mz), 171 (4.3%) TRULICITY-treated patients had moderate
renal impairment (eGFR 230 but <60 mL/min/1.73 m?) and no TRULICITY-treated patients had severe renal impairment
(eGFR <30 mL/min/1.73 m?). No overall differences in safety or effectiveness were observed relative to patients with
normal renal function, though conclusions are limited due to small numbers. In a clinical pharmacology study in subjects
with renal impairment including end-stage renal disease (ESRD), no clinically relevant change in dulaglutide PK was
observed [see Clinical Pharmacology (12.3)].

There is limited clinical experience in patients with severe renal impairment or ESRD. TRULICITY should be used
with caution, and if these patients experience adverse gastrointestinal side effects, renal function should be closely
monitored [see Dosage and Administration (2.3), Warning and Precautions (5.5), Clinical Pharmacology (12.3)].

8.8 Gastroparesis
Dulaglutide slows gastric emptying. TRULICITY has not been studied in patients with preexisting gastroparesis.

10 OVERDOSAGE

Overdoses have been reported in clinical studies. Effects associated with these overdoses were primarily mild or
moderate gastrointestinal events (e.g., nausea, vomiting) and non-severe hypoglycemia. In the event of overdose,
appropriate supportive care (including frequent plasma glucose monitoring) should be initiated according to the patient’s
clinical signs and symptoms.

11 DESCRIPTION

TRULICITY contains dulaglutide, a human GLP-1 receptor agonist. The molecule is a fusion protein that consists of
2 identical, disulfide-linked chains, each containing an N-terminal GLP-1 analog sequence covalently linked to the Fc
portion of a modified human immunoglobulin G4 (IgG4) heavy chain by a small peptide linker and is produced using
mammalian cell culture. The GLP-1 analog portion of dulaglutide is 90% homologous to native human GLP-1 (7-37).
Structural modifications were introduced in the GLP-1 part of the molecule responsible for interaction with the enzyme
dipeptidyl-peptidase IV (DPP-4). Additional modifications were made in an area with a potential T-cell epitope and in the
areas of the 1IgG4 Fc part of the molecule responsible for binding the high-affinity Fc receptors and half-antibody
formation. The overall molecular weight of dulaglutide is approximately 63 kilodaltons.
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TRULICITY is a clear, colorless, sterile solution. Each 0.5 mL of TRULICITY solution contains 0.75 mg or 1.5 mg of
dulaglutide. Each single-dose pen or prefilled syringe contains 0.5 mL of solution and the following excipients: citric acid
anhydrous (0.07 mg), mannitol (23.2 mg), polysorbate 80 (0.10 mg), trisodium citrate dihydrate (1.37 mg), in water for
injection.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

TRULICITY contains dulaglutide, which is a human GLP-1 receptor agonist with 90% amino acid sequence
homology to endogenous human GLP-1 (7-37). Dulaglutide activates the GLP-1 receptor, a membrane-bound cell-surface
receptor coupled to adenylyl cyclase in pancreatic beta cells. Dulaglutide increases intracellular cyclic AMP (cAMP) in
beta cells leading to glucose-dependent insulin release. Dulaglutide also decreases glucagon secretion and slows gastric
emptying.
12.2 Pharmacodynamics

TRULICITY lowers fasting glucose and reduces postprandial glucose (PPG) concentrations in patients with type 2
diabetes mellitus. The reduction in fasting and postprandial glucose can be observed after a single dose.

Fasting and Postprandial Glucose

In a clinical pharmacology study in adults with type 2 diabetes mellitus, treatment with once weekly TRULICITY
resulted in a reduction of fasting and 2-hour PPG concentrations, and postprandial serum glucose incremental AUC, when
compared to placebo (-25.6 mg/dL,-59.5 mg/dL, and -197 mg h/dL, respectively); these effects were sustained after 6
weeks of dosing with the 1.5 mg dose.

First- and Second-Phase Insulin Secretion
Both first-and second-phase insulin secretion were increased in patients with type 2 diabetes treated with
TRULICITY compared with placebo.

Insulin and Glucagon Secretion

TRULICITY stimulates glucose-dependent insulin secretion and reduces glucagon secretion. Treatment with
TRULICITY 0.75 mg and 1.5 mg once weekly increased fasting insulin from baseline at Week 26 by 35.38 and
17.50 pmol/L, respectively, and C-peptide concentration by 0.09 and 0.07 nmol/L, respectively, in a Phase 3 monotherapy
study. In the same study, fasting glucagon concentration was reduced by 1.71 and 2.05 pmol/L from baseline with
TRULICITY 0.75 mg and 1.5 mg, respectively.

Gastric Motility
Dulaglutide causes a delay of gastric emptying. The delay is largest after the first dose and diminishes with

subsequent doses.

Cardiac Electrophysiology (QTc)
The effect of dulaglutide on cardiac repolarization was tested in a thorough QTc study. Dulaglutide did not produce
QTc prolongation at supratherapeutic doses of 4 and 7 mg.

12.3 Pharmacokinetics

The pharmacokinetics of dulaglutide is similar between healthy subjects and patients with type 2 diabetes mellitus.
Following subcutaneous administration, the time to maximum plasma concentration of dulaglutide at steady-state ranges
from 24 to 72 hours, with a median of 48 hours. After multiple-dose administration of 1.5 mg to steady state, the mean
peak plasma concentration (Cpax) and total systemic exposure (AUC) of dulaglutide were 114 ng/mL (range 56 to
231 ng/mL) and 14,000 ng*h/mL (range 6940 to 26,000 ng*h/mL), respectively; accumulation ratio was approximately
1.56. Steady-state plasma dulaglutide concentrations were achieved between 2 and 4 weeks following once weekly
administration. Site of subcutaneous administration (abdomen, upper arm, and thigh) had no statistically significant effect
on the exposure to dulaglutide.

Absorption — The mean absolute bioavailability of dulaglutide following subcutaneous administration of single
0.75 mg and 1.5 mg doses was 65% and 47%, respectively.

Distribution — The mean volumes of distribution after subcutaneous administration of TRULICITY 0.75 mg and
1.5 mg to steady state were approximately 19.2 L (range 14.3 to 26.4 L) and 17.4 L (range 9.3 to 33 L), respectively.

Metabolism — Dulaglutide is presumed to be degraded into its component amino acids by general protein catabolism
pathways.

Elimination — The mean apparent clearance at steady state of dulaglutide is approximately 0.111 L/h for the 0.75 mg
dose, and 0.107 L/h for the 1.5 mg dose. The elimination half-life of dulaglutide for both doses is approximately 5 days.

Specific Populations
No dose adjustment of dulaglutide is needed based on age, gender, race, ethnicity, body weight, or renal or hepatic
impairment. The effects of intrinsic factors on the PK of dulaglutide are shown in Figure 1.
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Intrinsic Factor PK Ratio and 90%Cl Recommendation
Weight=70kg AUC > No dose adjustment
Cmax >
Weight =120 kg AUC * No dose adjustment
Cmax *
Age >=65yearsold AUC 1 No dose adjustment
Cmax 1>
Age >=75yearsold AUC b No dose adjustment
Cmax -
Female AUC » No dose adjustment
Cmax >
Hispanic AUC gl No dose adjustment
Cmax b gl
Asian  AUC —- No dose adjustment
Cmax —o
Black AUC r— No dose adjustment
Cmax r—
Renal Impairment
mild  AUC —— No dose adjustment
Cmax T
moderate AUC —— No dose adjustment
Cmax ——
severe  AUC —— No dose adjustment
Cmax ——
ESRD AUC T No dose adjustment
Cmax T
Hepatic Impairment
mild  AUC —— No dose adjustment
Cmax ——
moderate  AUC — No dose adjustment
Cmax ——
severe AUC ——| No dose adjustment
Cmax —
T T T 1
0.0 0.5 1.0 15 2.0

Ratio Relative to Reference

Abbreviations: AUC = area under the time-concentration curve; Cl = confidence interval; C.,.x = maximum concentration;
ESRD = end-stage renal disease; PK = pharmacokinetics.

Note: Reference values for weight, age, gender, and race comparisons are 93 kg, 56 years old, male, and white,
respectively; reference groups for renal and hepatic impairment data are subjects with normal renal and hepatic function
from the respective clinical pharmacology studies. The weight values shown in the plot (70 and 120 kg) are the 10" and
90™ percentiles of weight in the Phase 3 PK population.

Figure 1: Impact of intrinsic factors on dulaglutide pharmacokinetics.

Renal — Dulaglutide systemic exposure was increased by 20, 28, 14 and 12% for mild, moderate, severe, and ESRD
renal impairment sub-groups, respectively, compared to subjects with normal renal function. The corresponding values for
increase in Cnax were 13, 23, 20 and 11%, respectively (Figure 1). [see Dosage and Administration (2.3), Warning and
Precautions (5.5), Use in Specific Population (8.7)].

Hepatic - Dulaglutide systemic exposure decreased by 23, 33 and 21% for mild, moderate and severe hepatic
impairment groups, respectively, compared to subjects with normal hepatic function, and C,,.x was decreased by a similar
magnitude (Figure 1). [see Use in Specific Population (8.6)].

Drug Interactions

The potential effect of co-administered medications on the PK of dulaglutide and vice-versa was studied in several
single- and multiple-dose studies in healthy subjects, patients with type 2 diabetes mellitus, and patients with
hypertension.

Potential for Dulaglutide to Influence the Pharmacokinetics of Other Drugs

Dulaglutide slows gastric emptying and, as a result, may reduce the extent and rate of absorption of orally co-
administered medications. In clinical pharmacology studies, dulaglutide did not affect the absorption of the tested orally
administered medications to any clinically relevant degree.

Pharmacokinetic (PK) measures indicating the magnitude of these interactions are presented in Figure 2. No dose
adjustment is recommended for any of the evaluated co-administered medications.
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Coadministered Drug  PK Ratio and 90%ClI Recommendation

Lisinopril AUC —— No dose adjustment
Cmax e

Metoprolol AUC —— No dose adjustment
Cmax ——

Digoxin AUC o No dose adjustment
Cmax ——

Norelgestromin  AUC —— No dose adjustment
Cmax ——

Ethinylestradiol AUC —— No dose adjustment
Cmax ——

Atorvastatin AUC * No dose adjustment
Cmax

Metformin AUC —— No dose adjustment
Cmax ——

Acetaminophen AUC — No dose adjustment
Cmax ——

S-Warfarin AUC < No dose adjustment
Cmax e

R-warfarin AUC * No dose adjustment
Cmax e

Sitagliptin AUC —r No dose adjustment
Cmax —

[ T T 1
0.0 0.5 1.0 1.5 2.0

Ratio Relative to Reference

Abbreviations: AUC = area under the time-concentration curve; Cl = confidence interval; C.,.x = maximum concentration;
PK = pharmacokinetics.
Note: Reference group is co-administered medication given alone.

Figure 2: Impact of dulaglutide on the pharmacokinetics of co-administered medications.

Potential for Co-administered Drugs to Influence the Pharmacokinetics of Dulaglutide

In a clinical pharmacology study, the coadministration of a single dose of dulaglutide (1.5 mg) with steady-state
sitagliptin (100 mg) caused an increase in dulaglutide AUC and C,.«x of approximately 38% and 27%, which is not
considered clinically relevant.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, and Impairment of Fertility

A 2-year carcinogenicity study was conducted with dulaglutide in male and female rats at doses of 0.05, 0.5, 1.5,
and 5.0 mg/kg (0.5-, 7-, 20-, and 58-fold the MRHD of 1.5 mg once weekly based on AUC) administered by subcutaneous
injection twice weekly. In rats, dulaglutide caused a dose-related and treatment-duration-dependent increase in the
incidence of thyroid C-cell tumors (adenomas and/or carcinomas) compared to controls, at =27-fold the MRHD based on
AUC. A statistically significant increase in C-cell adenomas was observed in rats receiving dulaglutide at 20.5 mg/kg).
Numerical increases in thyroid C-cell carcinomas occurred at 5 mg/kg (58 times the MRHD based on AUC) and were
considered to be treatment-related despite the absence of statistical significance.

A 6-month carcinogenicity study was conducted with dulaglutide in rasH2 transgenic mice at doses of 0.3, 1.0, and
3.0 mg/kg administered by subcutaneous injection twice weekly. Dulaglutide did not produce increased incidences of
thyroid C-cell hyperplasia or neoplasia at any dose.

Dulaglutide is a recombinant protein; no genotoxicity studies have been conducted.

Human relevance of thyroid C-cell tumors in rats is unknown and could not be determined by clinical studies or
nonclinical studies [see Boxed Warning and Warnings and Precautions (5.1)].

In fertility and early embryonic development studies in male and female rats, no adverse effects of dulaglutide on
sperm morphology, mating, fertility, conception, and embryonic survival were observed at up to 16.3 mg/kg (130-fold the
MRHD based on AUC). In female rats, an increase in the number of females with prolonged diestrus and a dose-related
decrease in the mean number of corpora lutea, implantation sites, and viable embryos were observed at 24.9 mg/kg (=32-
fold the MRHD based on AUC), which occurred in the presence of decreased maternal food consumption and body
weight gain.




12
13.2 Animal Toxicology and/or Pharmacology

Zucker diabetic fatty (ZDF) rats were given 0.5, 1.5, or 5.0 mg/kg/twice weekly of dulaglutide (3-, 8-, and 30-fold the
MRHD based on AUC) for 3 months. Increases of 12% to 33% in total and pancreatic amylase, but not lipase, were
observed at all doses without microscopic pancreatic inflammatory correlates in individual animals. Other changes in the
dulaglutide-treated animals included increased interlobular ductal epithelium without active ductal cell proliferation
(=0.5 mg/kg), increased acinar atrophy with/without inflammation (=1.5 mg/kg), and increased neutrophilic inflammation of
the acinar pancreas (5 mg/kg).

Treatment of monkeys for 12 months with 8.15 mg/kg/twice weekly of dulaglutide (nearly 500-fold the MRHD based
on AUC) demonstrated no evidence of pancreatic inflammation or pancreatic intraepithelial neoplasia. In 4 of 19 monkeys
on dulaglutide treatment, there was an increase in goblet cells within the pancreatic ducts, but no differences from the
control group in total amylase or lipase at study termination. There were no proliferative changes in the thyroid C-cells.

14 CLINICAL STUDIES

TRULICITY has been studied as monotherapy and in combination with metformin, metformin and sulfonylurea,
metformin and thiazolidinedione, and prandial insulin with or without metformin.

The studies evaluated the use of TRULICITY 0.75 mg and 1.5 mg. Uptitration was not performed in any of the trials;
patients were initiated and maintained on either 0.75 mg or 1.5 mg for the duration of the trials.

In patients with type 2 diabetes mellitus, TRULICITY produced reductions from baseline in HbA1c compared to
placebo. No overall differences in glycemic effectiveness were observed across demographic subgroups (age, gender,
race/ethnicity, duration of diabetes).

14.1 Monotherapy

In a 52-week double-blind study (26 week primary endpoint), 807 patients inadequately treated with diet and
exercise, or with diet and exercise and one anti-diabetic agent used at submaximal dose, were randomized to TRULICITY
0.75 mg once weekly, TRULICITY 1.5 mg once weekly, or metformin 1500 to 2000 mg/day following a two week washout.
Seventy-five percent (75%) of the randomized population were treated with one antidiabetic agent at the screening visit.
Most patients previously treated with an antidiabetic agent were receiving metformin (~90%) at a median dose of 1000 mg
daily and approximately 10% were receiving a sulfonylurea.

Patients had a mean age of 56 years and a mean duration of type 2 diabetes of 3 years. Forty-four percent were
male. The White, Black and Asian race accounted for 74%, 7% and 8% of the population, respectively. Twenty-nine
percent of the study population were from the US.

Treatment with TRULICITY 0.75 mg and 1.5 mg once weekly resulted in reduction in HbA1c from baseline at the 26
week primary timepoint (Table 3). The difference in observed effect size between TRULICITY 0.75 mg and 1.5 mg,
respectively, and metformin excluded the pre-specified non-inferiority margin of 0.4%.

Table 3: Results at Week 26 in a Trial of TRULICITY as Monotherapy®

26-Week Primary Time Point
TRULICITY TRULICITY Metformin
0.75 mg 1.5 mg 1500-2000 mg
Intent-to-Treat (ITT) Population (N)* 270 269 268
HbA1c (%) (Mean)
Baseline HbA1c 7.6 7.6 7.6
Change from baseline (adjusted mean) -0.7 -0.8 -0.6
Fasting Serum Glucose (mg/dL) (Mean)
Baseline 161 164 161
Change from baseline (adjusted mean) -26 -29 -24
Body Weight (kg) (Mean)
Baseline (mean) 91.8 92.7 92.4
Change from baseline (adjusted mean) -1.4 -2.3 -2.2

Abbreviation: HbA1c = hemoglobin A1c.

I Subjects included in the analysis are a subset of the ITT population that had at least one post-baseline assessment. The primary analysis included
265 individuals in each of the treatment arms.

Intent-to-treat population. Last observation carried forward (LOCF) was used to impute missing data. Data post-onset of rescue therapy are treated as
missing. At Week 26, primary efficacy was missing for 10%, 12% and 14% of individuals randomized to TRULICITY 0.75 mg, TRULICITY 1.5 mg and
metformin, respectively.

a
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14.2 Combination Therapy

Add-on to Metformin

In this 104-week placebo-controlled, double-blind study (52-week primary endpoint), 972 patients were randomized
to placebo, TRULICITY 0.75 mg once weekly, TRULICITY 1.5 mg once weekly, or sitagliptin 100 mg/day (after 26 weeks,
patients in the placebo treatment group received blinded sitagliptin 100 mg/day for the remainder of the study), all as add-
on to metformin. Randomization occurred after an 11-week lead-in period to allow for a metformin titration period, followed

by a 6-week glycemic stabilization period. Patients had a mean age of 54 years; mean duration of type 2 diabetes of 7
years; 48% were male; race: White, Black and Asian were 53%, 4% and 27%, respectively; and 24% of the study

population were in the US.

At the 26 week placebo-controlled time point, the HbA1c change was 0.1%, -1.0%, -1.2%, and -0.6% for placebo,
TRULICITY 0.75 mg, TRULICITY 1.5 mg, and sitagliptin, respectively. The percentage of patients who achieved HbA1c
<7.0% was 22%, 56%, 62%, 39% for placebo, TRULICITY 0.75 mg, TRULICITY 1.5 mg, and sitagliptin, respectively. At
26 weeks, there was a mean weight reduction of 1.4 kg, 2.7 kg, 3.0 kg, and 1.4 kg for placebo, TRULICITY 0.75 mg,
TRULICITY 1.5 mg, and sitagliptin, respectively. There was a mean reduction of fasting glucose of 9 mg/dL, 35 mg/dL,

41 mg/dL, and 18 mg/dL for placebo, TRULICITY 0.75 mg, TRULICITY 1.5 mg, and sitagliptin, respectively.

Treatment with TRULICITY 0.75 mg and 1.5 mg once weekly resulted in a statistically significant reduction in HbA1c

compared to placebo (at 26 weeks) and compared to sitagliptin (at 26 and 52), all in combination with metformin (Table 4

and Figure 4).

Table 4: Results at Week 52 of TRULICITY Compared to Sitagliptin used as Add-On to Metformin®

52-Week Primary Time Point
TRULICITY TRULICITY Sitagliptin
0.75mg 1.5mg 100 mg
Intent-to-Treat (ITT) Population (N)* 281 279 273
HbA1c (%) (Mean)®
Baseline 8.2 8.1 8.0
Change from baseline (adjusted mean) -0.9 -1.1 -0.4
Difference from sitagliptin (95% CI) -0.5(-0.7,-0.3)" | -0.7 (-0.9, -0.5)" -
Percentage of patients HbA1c <7.0% 49* 59" 33
Fasting Plasma Glucose (mg/dL) (Mean)®
Baseline 174 173 171
Change from baseline (adjusted mean) -30 -41 -14
Difference from sitagliptin (95% Cl) -15 (-22, -9) -27 (-33, -20) -
Body Weight (kg) (Mean)®
Baseline (mean) 85.5 86.5 85.8
Change from baseline (adjusted mean) -2.7 -3.1 -1.5
Difference from sitagliptin (95% Cl) -1.2 (-1.8, -0.6) -1.5(-2.1,-0.9) -

Abbreviations: HbA1c = hemoglobin A1c.

@ Al ITT patients randomized after the dose-finding portion of the study. Last observation carried forward (LOCF) was used to impute missing data. At
Week 52 primary efficacy was missing for 15%, 19%, and 20% of individuals randomized to TRULICITY 0.75 mg, TRULICITY 1.5 mg and sitagliptin,

respectively.
b

Least-squares (LS) mean adjusted for baseline value and other stratification factors.

I Subjects included in the analysis are a subset of the ITT population that had at least one post-baseline assessment. The primary analysis included
276, 277, and 270 individuals randomized to TRULICITY 0.75 mg, TRULICITY 1.5 mg and sitagliptin, respectively.

Tt Multiplicity adjusted 1-sided p-value <0.001, for superiority of TRULICITY compared to sitagliptin, assessed only for HbA1c.

" p<0.001 TRULICITY compared to sitagliptin, assessed only for HbA1c <7.0%.
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Weeks Post-Randomization
Number of subjects with observed data

Placebo 139 108
TRULICITY 0.75 mg 281 258 238
TRULICITY 1.5 mg 279 249 225
Sitagliptin 273 241 219

Mean change from baseline adjusted for baseline HbA1c and country.
Figure 3: Adjusted Mean HbA1c Change at each Time Point (ITT, MMRM) and at Week 52 (ITT, LOCF)

Add-on to Metformin and Thiazolidinedione

In this 52-week placebo-controlled study (26-week primary endpoint), 976 patients were randomized to placebo,
TRULICITY 0.75 mg once weekly, TRULICITY 1.5 mg once weekly, or exenatide 10 mcg BID, all as add-on to maximally
tolerated doses of metformin (21500 mg per day) and pioglitazone (up to 45 mg per day). Exenatide treatment group
assignment was open-label while the treatment assignments to placebo, TRULICITY 0.75 mg, and TRULICITY 1.5 mg
were blinded. After 26 weeks, patients in the placebo treatment group were randomized to either TRULICITY 0.75 mg
once weekly or TRULICITY 1.5 mg once weekly to maintain study blind. Randomization occurred after a 12-week lead-in
period; during the initial 4 weeks of the lead-in period, patients were titrated to maximally tolerated doses of metformin and
pioglitazone; this was followed by an 8-week glycemic stabilization period prior to randomization. Patients randomized to
exenatide started at a dose of 5 mcg BID for 4 weeks and then were escalated to 10 mcg BID. Patients had a mean age
of 56 years; mean duration of type 2 diabetes of 9 years; 58% were male; race: White, Black and Asian were 74%, 8%
and 3%, respectively; and 81% of the study population were in the US.

Treatment with TRULICITY 0.75 mg and 1.5 mg once weekly resulted in a statistically significant reduction in HbA1c
compared to placebo (at 26 weeks) and compared to exenatide at 26 weeks (Table 5 and Figure 4). Over the 52-week
study period, the percentage of patients who required glycemic rescue was 8.9% in the TRULICITY 0.75 mg once weekly
+ metformin and pioglitazone treatment group, 3.2% in the TRULICITY 1.5 mg once weekly + metformin and pioglitazone
treatment group, and 8.7% in the exenatide BID + metformin and pioglitazone treatment group.
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Table 5: Results at Week 26 of TRULICITY Compared to Placebo and Exenatide, All as Add-On to Metformin and
Thiazolidinedione®

26-Week Primary Time Point
Placebo TRULICITY TRULICITY Exenatide
0.75 mg 1.5 mg 10 mcg BID
Intent-to-Treat (ITT) Population (N)* 141 280 279 276
HbA1c (%) (Mean)®
Baseline 8.1 8.1 8.1 8.1
Change from baseline (adjusted mean) -0.5 -1.3 -1.5 -1.0
Difference from placebo (95% CI) - -0.8 (-1.0,-0.7)* -1.1 (1.2, -0.9)tt -
Difference from exenatide (95% Cl) - -0.3(-0.4,-0.2)" -0.5(-0.7, -0.4)™ -
Percentage of patients HbA1c <7.0% 43 66** " 78+ 52
Fasting Serum Glucose (mg/dL) (Mean)®
Baseline 166 159 162 164
Change from baseline (adjusted mean) -5 -34 -42 -24
Difference from placebo (95% ClI) - -30 (-36, -23) -38 (-45, -31) -
Difference from exenatide (95% CI) - -10 (-15, -5) -18 (-24, -13) -
Body Weight (kg) (Mean)”
Baseline (mean) 94.1 95.5 96.2 97.4
Change from baseline (adjusted mean) 1.2 0.2 -1.3 -1.1
Difference from placebo (95% Cl) - -1.0 (-1.8, -0.3) -2.5(-3.3, -1.8) -
Difference from exenatide (95% CI) - 1.3 (0.6, 1.9) -0.2 (-0.9,0.4) -

Abbreviations: BID = twice daily; HbA1c = hemoglobin A1c.

a

Intent-to-treat population. Last observation carried forward (LOCF) was used to impute missing data. Data post-onset of rescue therapy are treated as

missing. At Week 26, primary efficacy was missing for 23%, 10%, 7% and 12% of individuals randomized to placebo, TRULICITY 0.75 mg,

TRULICITY 1.5 mg, and exenatide, respectively.
b

Least-squares (LS) mean adjusted for baseline value and other stratification factors.

* Subjects included in the analysis are a subset of the ITT population that had at least one post-baseline assessment.

" Multiplicity adjusted 1-sided p-value <0.001, for superiority of TRULICITY compared to placebo, assessed only for HbA1c.

Tt Multiplicity adjusted 1-sided p-value <0.001, for superiority of TRULICITY compared to exenatide, assessed only for HbA1c.

* Subjects included in the analysis are a subset of the ITT population that had at least one post-baseline assessment. The primary analysis included
119, 269, 271 and 266 individuals randomized to placebo, TRULICITY 0.75 mg, TRULICITY 1.5 mg, and exenatide, respectively.

** p<0.001 TRULICITY compared to placebo, assessed only for HbA1c <7.0%.

# ©<0.001 TRULICITY compared to exenatide, assessed only for HbA1c <7.0%.
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Placebo 141 108
TRULICITY 0.75 mg 280 251
TRULICITY 1.5 mg 279 259
Exenatide 276 242

Mean change from baseline adjusted for baseline HbA1c and country.
Figure 4: Adjusted Mean HbA1c Change at Each Time Point (ITT) and at Week 26 (ITT) - LOCF

Add-on to Metformin and Sulfonylurea

In this 78-week (52-week primary endpoint) open-label comparator study (double-blind with respect to TRULICITY
dose assignment), 807 patients were randomized to TRULICITY 0.75 mg once weekly, TRULICITY 1.5 mg once weekly,
or insulin glargine once daily, all as add-on to maximally tolerated doses of metformin and glimepiride. Randomization
occurred after a 10-week lead-in period; during the initial 2 weeks of the lead-in period, patients were titrated to maximally
tolerated doses of metformin and glimepiride. This was followed by a 6- to 8-week glycemic stabilization period prior to
randomization.

Patients randomized to insulin glargine were started on a dose of 10 U once daily. Insulin glargine dose adjustments
occurred twice weekly for the first 4 weeks of treatment based on self-measured fasting plasma glucose (FPG), followed
by once weekly titration through Week 8 of study treatment, utilizing an algorithm that targeted a fasting plasma glucose of
<100 mg/dL. Only 24% of patients were titrated to goal at the 52 week primary endpoint. The dose of glimepiride could be
reduced or discontinued after randomization (at the discretion of the investigator) in the event of persistent hypoglycemia.
The dose of glimepiride was reduced or discontinued in 28%, 32%, and 29% of patients randomized to TRULICITY
0.75 mg, TRULICITY 1.5 mg, and glargine.

Patients had a mean age of 57 years; mean duration of type 2 diabetes of 9 years; 51% were male; race: White,
Black and Asian were 71%, 1% and 17%, respectively; and 0% of the study population were in the US.

Treatment with TRULICITY once weekly resulted in a reduction in HbA1c from baseline at 52 weeks when used in
combination with metformin and sulfonylurea (Table 6). The difference in observed effect size between TRULICITY
0.75 mg and 1.5 mg, respectively, and glargine in this trial excluded the pre-specified non-inferiority margin of 0.4%.
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Table 6: Results at Week 52 of TRULICITY Compared to Insulin Glargine, Both as Add-on to Metformin and
Sulfonylurea®

52-Week Primary Time Point

TRULICITY TRULICITY Insulin Glargine
0.75 mg 1.5 mg

Intent-to-Treat (ITT) Population (N)* 272 273 262
HbA1c (%) (Mean)®
Baseline 8.1 8.2 8.1
Change from baseline (adjusted mean) -0.8 -1.1 -0.6
Fasting Serum Glucose (mg/dL) (Mean)®
Baseline 161 165 163
Change from baseline (adjusted mean) -16 -27 -32
zlgf;a;e(gc;/:rgrl? insulin glargine. Adjusted 16 (9, 23) 5 (-2, 12) )
Body Weight (kg) (Mean)"®
Baseline (mean) 86.4 85.2 87.6
Change from baseline (adjusted mean) -1.3 -1.9 1.4
(Es)glgfgoreglt):e from insulin. Adjusted mean 2.8 (3.4, 2.2) -33(3.9,2.7) )

Abbreviations: HbA1c = hemoglobin A1c.

Intent-to-treat population. Last observation carried forward (LOCF) was used to impute missing data. Data post-onset of rescue therapy are treated as
missing. At Week 52, primary efficacy was missing for 17%, 13% and 12% of individuals randomized to TRULICITY 0.75 mg, TRULICITY 1.5 mg and

glargine, respectively.

Add-on to Prandial Insulin, with or without Metformin

Least-squares (LS) mean adjusted for baseline value and other stratification factors.
Subjects included in the analysis are a subset of the ITT population that had at least one post-baseline assessment. The primary analysis included
267, 263 and 259 individuals randomized to TRULICITY 0.75 mg, TRULICITY 1.5 mg, and glargine, respectively.

In this 52-week (26-week primary endpoint) open-label comparator study (double-blind with respect to TRULICITY
dose assignment), 884 patients on 1 or 2 insulin injections per day were enrolled. Randomization occurred after a 9-week
lead-in period; during the initial 2 weeks of the lead-in period, patients continued their pre-study insulin regimen but could
be initiated and/or up-titrated on metformin, based on investigator discretion; this was followed by a 7-week glycemic

stabilization period prior to randomization.

At randomization, patients discontinued their pre-study insulin regimen and were randomized to TRULICITY 0.75 mg
once weekly, TRULICITY 1.5 mg once weekly, or insulin glargine once daily, all in combination with prandial insulin lispro
3 times daily, with or without metformin. Insulin lispro was titrated in each arm based on preprandial and bedtime glucose,
and insulin glargine was titrated to a fasting plasma glucose goal of <100 mg/dL. Only 36% of patients randomized to
glargine were titrated to the fasting glucose goal at the 26 week primary timepoint.

Patients had a mean age of 59 years; mean duration of type 2 diabetes of 13 years; 54% were male; race: White,
Black and Asian were 79%, 10% and 4%, respectively; and 33% of the study population were in the US.

Treatment with TRULICITY 0.75 mg and 1.5 mg once weekly resulted in a reduction in HbA1c from baseline. The
difference in observed effect size between TRULICITY 0.75 mg and 1.5 mg, respectively, and glargine in this trial
excluded the pre-specified non-inferiority margin of 0.4%.

Table 7: Results at Week 26 of TRULICITY Compared to Insulin Glargine, Both in Combination with Insulin Lispro®

26-Week Primary Time Point

TRULICITY TRULICITY
0.75 mg 1.5 mg Insulin Glargine
Intent-to-Treat (ITT) Population (N)* 293 295 296
HbA1c (%) (Mean)®
Baseline 8.4 8.5 8.5
Change from baseline (adjusted mean) -1.6 -1.6 -1.4
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Fasting Serum Glucose (mg/dL)

(Mean)”

Baseline 150 157 154
Change from baseline (adjusted mean) 4 -5 -28
Difference from insulin glargine.

Adjusted mean (95% C?) e 32 (24, 41) 24 (15, 32) ]
Body Weight (kg) (Mean)”

Baseline (mean) 91.7 91.0 90.8
Change from baseline (adjusted mean) 0.2 -0.9 2.3
Difference from insulin glargine. 2.2 (2.8, -1.5) 3.2 (-3.8, -2.6) )

Adjusted mean (95% CI)

Intent-to-treat population. Last observation carried forward (LOCF) was used to impute missing data. Data post-onset of rescue therapy are treated as
missing. At Week 26, primary efficacy was missing for 14%, 15%, and 14% of individuals randomized to TRULICITY 0.75 mg, TRULICITY 1.5 mg and
glargine, respectively.

Least-squares (LS) mean adjusted for baseline value and other stratification factors.

I Subjects included in the analysis are a subset of the ITT population that had at least one post-baseline assessment. The primary analysis included
275, 273 and 276 individuals randomized to TRULICITY 0.75 mg, TRULICITY 1.5 mg, and glargine, respectively.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
Each TRULICITY single-dose pen or prefilled syringe is packaged in a cardboard outer carton.

Carton of 4 Single-Dose Pens
* 0.75mg/0.5 mL solution in a single-dose pen (NDC 0002-1433-80)
* 1.5 mg/0.5 mL solution in a single-dose pen (NDC 0002-1434-80)

Carton of 4 Prefilled Syringes
* 0.75mg/0.5 mL solution in a single-dose prefilled syringe (NDC 0002-1431-80)
* 1.5 mg/0.5 mL solution in a single-dose prefilled syringe (NDC 0002-1432-80)

16.2 Storage and Handling

» Store TRULICITY in the refrigerator at 36°F to 46°F (2°C to 8°C). Do not use TRULICITY beyond the expiration
date.

+ If needed, each single-dose pen or prefilled syringe can be kept at room temperature, not to exceed 86°F (30°C)
for a total of 14 days.

* Do not freeze TRULICITY. Do not use TRULICITY if it has been frozen.

» TRULICITY must be protected from light. Storage of TRULICITY in the original carton is recommended until time
of administration.

» Discard the TRULICITY single-dose pen or prefilled syringe after use in a puncture-resistant container.

17 PATIENT COUNSELING INFORMATION

See FDA-approved Medication Guide

+ Inform patients that TRULICITY causes benign and malignant thyroid C-cell tumors in rats and that the human
relevance of this finding has not been determined. Counsel patients to report symptoms of thyroid tumors (e.g., a
lump in the neck, persistent hoarseness, dysphagia, or dyspnea) to their physician [see Boxed Warning and
Warnings and Precautions (5.1)].

 Inform patients that persistent severe abdominal pain, that may radiate to the back and which may (or may not)
be accompanied by vomiting, is the hallmark symptom of acute pancreatitis. Instruct patients to discontinue
TRULICITY promptly, and to contact their physician, if persistent severe abdominal pain occurs [see Warnings
and Precautions (5.2)].

» The risk of hypoglycemia may be increased when TRULICITY is used in combination with a medicine that can
cause hypoglycemia, such as a sulfonylurea or insulin. Review and reinforce instructions for hypoglycemia
management when initiating TRULICITY therapy, particularly when concomitantly administered with a
sulfonylurea or insulin [see Warnings and Precautions (5.3)].

+ Patients treated with TRULICITY should be advised of the potential risk of dehydration due to gastrointestinal
adverse reactions and take precautions to avoid fluid depletion, Inform patients treated with TRULICITY of the
potential risk for worsening renal function and explain the associated signs and symptoms of renal impairment, as
well as the possibility of dialysis as a medical intervention if renal failure occurs.
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+ Inform patients that serious hypersensitivity reactions have been reported during postmarketing use of GLP-1
receptor agonists. If symptoms of hypersensitivity reactions occur, patients must stop taking TRULICITY and seek
medical advice promptly.

+ Advise patients to inform their healthcare provider if they are pregnant or intend to become pregnant.

* Prior to initiation of TRULICITY, train patients on proper injection technique to ensure a full dose is delivered.
Refer to the accompanying Instructions for Use for complete administration instructions with illustrations.

 Inform patients of the potential risks and benefits of TRULICITY and of alternative modes of therapy. Inform
patients about the importance of adherence to dietary instructions, regular physical activity, periodic blood
glucose monitoring and HbA1c testing, recognition and management of hypoglycemia and hyperglycemia, and
assessment for diabetes complications. During periods of stress such as fever, trauma, infection, or surgery,
medication requirements may change and advise patients to seek medical advice promptly.

» Each weekly dose of TRULICITY can be administered at any time of day, with or without food. The day of once
weekly administration can be changed if necessary, as long as the last dose was administered 3 or more days
before. If a dose is missed and there are at least 3 days (72 hours) until the next scheduled dose, it should be
administered as soon as possible. Thereafter, patients can resume their usual once weekly dosing schedule. If a
dose is missed and the next regularly scheduled dose is due in 1 or 2 days, the patient should not administer the
missed dose and instead resume TRULICITY with the next regularly scheduled dose [see Dosage and
Administration (2)].

» Advise patients treated with TRULICITY of the potential risk of gastrointestinal side effects [see Adverse
Reactions (6.1)].

* Instruct patients to read the Medication Guide and the Instructions for Use before starting TRULICITY therapy and
review them each time the prescription is refilled. Instruct patients to inform their doctor or pharmacist if they
develop any unusual symptom, or if any known symptom persists or worsens.

+ Inform patients that response to all diabetic therapies should be monitored by periodic measurements of blood
glucose and HbA1c levels, with a goal of decreasing these levels towards the normal range. HbA1c is especially
useful for evaluating long-term glycemic control.

Eli Lilly and Company, Indianapolis, IN 46285, USA
US License Number 1891
Copyright © 2014, 2015, Eli Lilly and Company. All rights reserved.
TRU-0003-USPI-20150309



ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Trulicity 0.75 mg solution for injection in pre-filled pen

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each pre-filled pen contains 0.75 mg of dulaglutide* in 0.5 ml solution.
*Produced in CHO cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection (injection).
Clear, colourless solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Trulicity is indicated in adults with type 2 diabetes mellitus to improve glycaemic control as:

Monotherapy
When diet and exercise alone do not provide adequate glycaemic control in patients for whom the use
of metformin is considered inappropriate due to intolerance or contraindications.

Add-on therapy

In combination with other glucose-lowering medicinal products including insulin, when these,
together with diet and exercise, do not provide adequate glycaemic control (see section 5.1 for data
with respect to different combinations).

4.2 Posology and method of administration

Posology

Monotherapy
The recommended dose is 0.75 mg once weekly.

Add-on therapy

The recommended dose is 1.5 mg once weekly.

For potentially vulnerable populations, such as patients > 75 years, 0.75 mg once weekly can be
considered as a starting dose.

When Trulicity is added to existing metformin and/or pioglitazone therapy, the current dose of
metformin and/or pioglitazone can be continued. When it is added to existing therapy of a
sulphonylurea or prandial insulin, a reduction in the dose of sulphonylurea or insulin may be
considered to reduce the risk of hypoglycaemia (see sections 4.4 and 4.8).



The use of Trulicity does not require blood glucose self-monitoring. Self-monitoring may be necessary
to adjust the dose of sulphonylurea or prandial insulin.

Elderly patients (> 65 years old)

No dose adjustment is required based on age (see section 5.2). However, the therapeutic experience in
patients > 75 years is very limited (see section 5.1), and in these patients 0.75 mg once weekly can be
considered as a starting dose.

Patients with renal impairment

No dosage adjustment is required in patients with mild or moderate renal impairment.

There is very limited experience in patients with severe renal impairment (eGFR [by CKD-EPI]
< 30 ml/min/1.73 m?) or end stage renal disease, therefore Trulicity is not recommended in this
population (see section 5.2).

Patients with hepatic impairment
No dosage adjustment is required in patients with hepatic impairment.

Paediatric population
The safety and efficacy of dulaglutide in children aged less than 18 years have not yet been
established. No data are available.

Method of administration

Trulicity is to be injected subcutaneously in the abdomen, thigh or upper arm. It should not be
administered intravenously or intramuscularly.

The dose can be administered at any time of day, with or without meals.

If a dose is missed, it should be administered as soon as possible if there are at least 3 days (72 hours)
until the next scheduled dose. If less than 3 days (72 hours) remain before the next scheduled dose, the
missed dose should be skipped and the next dose should be administered on the regularly scheduled
day. In each case, patients can then resume their regular once weekly dosing schedule.

The day of weekly administration can be changed if necessary, as long as the last dose was
administered 3 or more days (72 hours) before.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

Dulaglutide should not be used in patients with type 1 diabetes mellitus or for the treatment of diabetic
ketoacidosis.

Use of GLP-1 receptor agonists may be associated with gastrointestinal adverse reactions. This should
be considered when treating patients with impaired renal function since these events, i.e. nausea,
vomiting, and/or diarrhoea, may cause dehydration which could cause a deterioration of renal
function. Dulaglutide has not been studied in patients with severe gastrointestinal disease, including
severe gastroparesis, and is therefore not recommended in these patients.

Acute pancreatitis
Use of GLP-1 receptor agonists has been associated with a risk of developing acute pancreatitis. In
clinical trials, acute pancreatitis has been reported in association with dulaglutide (see section 4.8).

Patients should be informed of the characteristic symptoms of acute pancreatitis. If pancreatitis is
suspected, dulaglutide should be discontinued. If pancreatitis is confirmed, dulaglutide should not be



restarted. In the absence of other signs and symptoms of acute pancreatitis, elevations in pancreatic
enzymes alone are not predictive of acute pancreatitis (see section 4.8).

Hypoglycaemia
Patients receiving dulaglutide in combination with sulphonylurea or insulin may have an increased

risk of hypoglycaemia. The risk of hypoglycaemia may be lowered by a reduction in the dose of
sulphonylurea or insulin (see sections 4.2 and 4.8).

Populations not studied
There is limited experience in patients with congestive heart failure.

Sodium content
This medicinal product contains less than 1 mmol sodium (23 mg) per 1.5 mg dose, i.e. essentially
‘sodium- free’.

4.5 Interaction with other medicinal products and other forms of interaction

Dulaglutide delays gastric emptying and has the potential to impact the rate of absorption of
concomitantly administered oral medicinal products. Dulaglutide should be used with caution in
patients receiving oral medicinal products that require rapid gastrointestinal absorption.. For some
prolonged release formulations, an increased release due to an extended gastric residence time may
slightly increase drug exposure.

Paracetamol
Following a first dose of 1 and 3 mg dulaglutide, paracetamol Cmax was reduced by 36 % and 50 %,

respectively, and the median t.,,x occurred later (3 and 4 hours, respectively). After coadministration
with up to 3 mg of dulaglutide at steady state, there were no statistically significant differences on
AUC 0.12), Cinax OF tmax OF paracetamol. No dose adjustment of paracetamol is necessary when
administered with dulaglutide.

Atorvastatin

Coadministration of dulaglutide with atorvastatin decreased C.xand AUC g, up to 70 % and 21 %,
respectively, for atorvastatin and its major metabolite o-hydroxyatorvastatin. The mean ty, of
atorvastatin and o-hydroxyatorvastatin were increased by 17 % and 41 %, respectively, following
dulaglutide administration. These observations are not clinically relevant. No dose adjustment of
atorvastatin is necessary when administered with dulaglutide.

Digoxin

After coadministration of steady state digoxin with 2 consecutive doses of dulaglutide, overall
exposure (AUC,) and t,.x of digoxin were unchanged; and C,x decreased by up to 22 %. This change
is not expected to have clinical consequences. No dose adjustment is required for digoxin when
administered with dulaglutide.

Anti-hypertensives
Coadministration of multiple dulaglutide doses with steady state lisinopril caused no clinically
relevant changes in the AUC or Cmax of lisinopril. Statistically significant delays in lisinopril tysx oOf

approximately 1 hour were observed on Days 3 and 24 of the study. When a single dose of dulaglutide
and metoprolol were coadministered, the AUC and C.x of metoprolol increased by19 % and 32 %,
respectively. While metoprolol t..x was delayed by 1 hour, this change was not statistically significant.
These changes were not clinically relevant; therefore no dose adjustment of lisinopril or metoprolol is
necessary when administered with dulaglutide.

Warfarin

Following dulaglutide coadministration, S- and R-warfarin exposure and R-warfarin C,., were
unaffected, and S-warfarin C, decreased by 22 %. AUCnr increased by 2 %, which is unlikely to be
clinically significant, and there was no effect on maximum international normalised ratio response
(INRmax)- The time of international normalised ratio response (tINR.x) was delayed by 6 hours,
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consistent with delays in t.x of approximately 4 and 6 hours for S- and R-warfarin, respectively.
These changes are not clinically relevant. No dose adjustment for warfarin is necessary when given
together with dulaglutide.

Oral contraceptives

Coadministration of dulaglutide with an oral contraceptive (norgestimate 0.18 mg/ethinyl estradiol
0.025 mg) did not affect the overall exposure to norelgestromin and ethinyl estradiol. Statistically
significant reductions in C.x 0f 26 % and 13 % and delays in ty.x of 2 and 0.30 hours were observed
for norelgestromin and ethinyl estradiol, respectively. These observations are not clinically relevant.
No dose adjustment for oral contraceptives is required when given together with dulaglutide.

Metformin

Following coadministration of multiple dose dulaglutide with steady state metformin (immediate
release formula [IR]), metformin AUC, increased up to 15 % and C,« decreased up to 12 %,
respectively, with no changes in tx. These changes are consistent with the gastric emptying delay of
dulaglutide and within the pharmacokinetic variability of metformin and thus are not clinically
relevant. No dose adjustment for metformin IR is recommended when given with dulaglutide.

Sitagliptin

Sitagliptin exposure was unaffected when coadministered with a single dose of dulaglutide. Following
coadministration with 2 consecutive doses of dulaglutide, sitagliptin AUC q.., and Cy.x decreased by
approximately 7.4 % and 23.1 %, respectively. Sitagliptin t..x increased approximately 0.5 hours
following coadministration with dulaglutide compared to sitagliptin alone.

Sitagliptin can produce up to 80 % inhibition of DPP-4 over a 24-hour period. Dulaglutide
coadministration with sitagliptin increased dulaglutide exposure and Ci,x by approximately 38 % and
27 %, respectively, and median t,,« increased approximately 24 hours. Therefore, dulaglutide does
have a high degree of protection against DPP-4 inactivation (see section 5.1). The increased exposure
may enhance the effects of dulaglutide on blood glucose levels.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no or limited amount of data from the use of dulaglutide in pregnant women. Studies in

animals have shown reproductive toxicity (see section 5.3). Therefore, the use of dulaglutide is not
recommended during pregnancy.

Breast-feeding
It is unknown whether dulaglutide is excreted in human milk. A risk to newborns/infants cannot be

excluded. Dulaglutide should not be used during breast-feeding.

Fertility
The effect of dulaglutide on fertility in humans is unknown. In the rat, there was no direct effect on

mating or fertility following treatment with dulaglutide (see section 5.3).
4.7  Effects on ability to drive and use machines
Trulicity has no or negligible influence on the ability to drive or use machines. When it is used in

combination with a sulphonylurea or prandial insulin, patients should be advised to take precautions to
avoid hypoglycaemia while driving and using machines (see section 4.4).



4.8 Undesirable effects

Summary of safety profile

In the phase Il and phase 111 studies conducted, 4,006 patients were exposed to dulaglutide alone or in
combination with other glucose lowering medicinal products. The most frequently reported adverse
reactions in clinical trials were gastrointestinal, including nausea, vomiting and diarrhoea. In general
these reactions were mild or moderate in severity and transient in nature.

Tabulated list of adverse reactions

The following adverse reactions have been identified based on evaluation of the full duration of the
phase Il and phase 11 clinical studies and are listed in Table 1 as MedDRA preferred term by system
organ class and in order of decreasing incidence (very common: > 1/10; common: > 1/100 to < 1/10;
uncommon: > 1/1,000 to < 1/100; rare: > 1/10,000 to < 1/1,000; very rare: < 1/10,000 and not known:
cannot be estimated from available data). Within each incidence grouping, adverse reactions are
presented in order of decreasing frequency.

Table 1: The frequency of adverse reactions of dulaglutide

System Organ
Class

Very common

Common

Uncommon

Rare

Metabolism and
nutrition
disorders

Hypoglycaemia*
(when used in
combination with
prandial insulin,
metformint or
metformin plus

Hypoglycaemia*
(when used as
monotherapy or in
combination with
metformin plus
pioglitazone)

glimepiride)
Gastrointestinal | Nausea, Decreased Acute pancreatitis
disorders diarrhoea, appetite,
vomitingT, dyspepsia,
abdominal painf constipation,
flatulence,
abdominal
distention,
gastroesophageal
reflux disease,
eructation
General Fatigue Injection site

disorders and
administration
site conditions

reactions

Investigations

Sinus tachycardia,
first degree
atrioventricular
block (AVB)

* Documented, symptomatic hypoglycaemia and blood glucose < to 3.9 mmol/L

T Dulaglutide 1.5 mg dose only. For dulaglutide 0.75 mg, adverse reaction met frequency for next
lower incidence grouping.

Description of selected adverse reactions

Hypoglycaemia

When dulaglutide 0.75 mg and 1.5 mg were used as monotherapy or in combination with metformin
alone or metformin and pioglitazone, the incidences of documented symptomatic hypoglycaemia were
5.9% to 10.9% and the rates were 0.14 to 0.62 events/patient/year, and no episodes of severe
hypoglycaemia were reported.




The incidences of documented symptomatic hypoglycaemia when dulaglutide 0.75 mg and 1.5 mg,
respectively, were used in combination with a sulphonylurea (plus metformin) were 39.0% and 40.3%
and the rates were 1.67 and 1.67 events/patient/year. The severe hypoglycaemia event incidences were
0% and 0.7%, and rates were 0.00 and 0.01 events/patient/year.

The incidences when dulaglutide 0.75 mg and 1.5 mg, respectively, were used in combination with
prandial insulin were 85.3% and 80.0% and rates were 35.66 and 31.06 events/patient/year. The severe
hypoglycaemia event incidences were 2.4% and 3.4%, and rates were 0.05 and

0.06 events/patient/year.

Gastrointestinal adverse reactions

Cumulative reporting of gastrointestinal events up to 104 weeks with dulaglutide 0.75mg and 1.5 mg,
respectively, included nausea (12.9% and 21.2 %), diarrhoea (10.7% and 13.7 %) and vomiting (6.9%
and 11.5 %). These were typically mild or moderate in severity and were reported to peak during the
first 2 weeks of treatment and rapidly declined over the next 4 weeks, after which the rate remained
relatively constant.

In clinical pharmacology studies conducted in patients with type 2 diabetes mellitus up to 6 weeks, the
majority of gastrointestinal events were reported during the first 2-3 days after the initial dose and
declined with subsequent doses.

Acute pancreatitis

The incidence of acute pancreatitis in Phase Il and 11 clinical studies was 0.07% for dulaglutide
compared to 0.14% for placebo and 0.19% for comparators with or without additional background
antidiabetic therapy.

Pancreatic enzymes

Dulaglutide is associated with mean increases from baseline in pancreatic enzymes (lipase and/or
pancreatic amylase) of 11 % to 21 % (see section 4.4). In the absence of other signs and symptoms of
acute pancreatitis, elevations in pancreatic enzymes alone are not predictive of acute pancreatitis.

Heart rate increase

Small mean increases in heart rate of 2 to 4 beats per minute (bpm) and a 1.3% and 1.4 % incidence of
sinus tachycardia, with a concomitant increase from baseline > 15 bpm, were observed with
dulaglutide 0.75mg and 1.5 mg, respectively.

First degree AV block/PR interval prolongation
Small mean increases from baseline in PR interval of 2 to 3 msec and a 1.5% and 2.4 % incidence of
first-degree AV block were observed with dulaglutide 0.75 mg and 1.5 mg, respectively.

Immunogenicity

In clinical studies, treatment with dulaglutide was associated with a 1.6 % incidence of treatment
emergent dulaglutide anti-drug antibodies, indicating that the structural modifications in the GLP-1
and modified 1gG4 parts of the dulaglutide molecule, together with high homology with native GLP-1
and native 1gG4, minimise the risk of immune response against dulaglutide. Patients with dulaglutide
anti-drug antibodies generally had low titres, and although the number of patients developing
dulaglutide anti-drug antibodies was low, examination of the phase 111 data revealed no clear impact of
dulaglutide anti-drug antibodies on changes in HbAlc.

Hypersensitivity

In the phase Il and phase 111 clinical studies, systemic hypersensitivity events (e.g., urticaria, edema)
were reported in 0.5 % of patients receiving dulaglutide. None of the patients with systemic
hypersensitivity developed dulaglutide anti-drug antibodies.



Injection site reactions

Injection site adverse events were reported in 1.9 % of patients receiving dulaglutide. Potentially
immune-mediated injection site adverse events (e.g., rash, erythema) were reported in 0.7 % of
patients and were usually mild.

Discontinuation due to an adverse event

In studies of 26 weeks duration, the incidence of discontinuation due to adverse events was 2.6%
(0.75 mg) and 6.1% (1.5 mg) for dulaglutide versus 3.7 % for placebo. Through the full study duration
(up to 104 weeks), the incidence of discontinuation due to adverse events was 5.1% (0.75 mg) and

8.4 % (1.5 mg) for dulaglutide. The most frequent adverse reactions leading to discontinuation for
0.75 mg and 1.5 mg dulaglutide, respectively, were nausea (1.0%, 1.9 %), diarrhoea (0.5%, 0.6 %),
and vomiting (0.4%, 0.6 %), and were generally reported within the first 4-6 weeks.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

49 Overdose

Effects of overdose with dulaglutide in clinical studies have included gastrointestinal disorders and
hypoglycaemia. In the event of overdose, appropriate supportive treatment should be initiated
according to the patient’s clinical signs and symptoms.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: {not yet assigned}, ATC code: {not yet assigned}.

Mechanism of action

Dulaglutide is a long-acting glucagon-like peptide 1 (GLP-1) receptor agonist. The molecule consists
of 2 identical disulfide-linked chains, each containing a modified human GLP-1 analogue sequence
covalently linked to a modified human immunoglobulin G4 (IgG4) heavy chain fragment (Fc) by a
small peptide linker. The GLP-1 analog portion of dulaglutide is approximately 90 % homologous to
native human GLP-1 (7-37). Native GLP-1 has a half-life of 1.5-2 minutes due to degradation by
DPP-4 and renal clearance. In contrast to native GLP-1, dulaglutide is resistant to degradation by
DPP-4, and has a large size that slows absorption and reduces renal clearance. These engineering
features result in a soluble formulation and a prolonged half-life of 4.7 days, which makes it suitable
for once-weekly subcutaneous administration. In addition, the dulaglutide molecule was engineered to
prevent the Fcy receptor-dependent immune response and to reduce its immunogenic potential.

Dulaglutide exhibits several antihyperglycaemic actions of GLP-1. In the presence of elevated glucose
concentrations, dulaglutide increases intracellular cyclic AMP (CAMP) in pancreatic beta cells leading
to insulin release. Dulaglutide suppresses glucagon secretion which is known to be inappropriately
elevated in patients with type 2 diabetes. Lower glucagon concentrations lead to decreased hepatic
glucose output. Dulaglutide also slows gastric emptying.

Pharmacodynamic effects

Dulaglutide improves glycaemic control through the sustained effects of lowering fasting, pre-meal
and postprandial glucose concentrations in patients with type 2 diabetes starting after the first
dulaglutide administration and is sustained throughout the once weekly dosing interval.

A pharmacodynamic study with dulaglutide demonstrated, in patients with type 2 diabetes, a
restoration of first phase insulin secretion to a level that exceeded levels observed in healthy subjects



on placebo, and improved second phase insulin secretion in response to an intravenous bolus of
glucose. In the same study, a single 1.5 mg dose of dulaglutide appeared to increase maximal insulin
secretion from the B-cells, and to enhance B-cell function in subjects with type 2 diabetes mellitus as
compared with placebo.

Consistent with the pharmacokinetic profile, dulaglutide has a pharmacodynamic profile suitable for
once weekly administration (see section 5.2).

Clinical efficacy and safety

Glycaemic control

The safety and efficacy of dulaglutide was evaluated in six randomised, controlled, phase I1I trials
involving 5,171 patients with type 2 diabetes. Of these, 958 were > 65 years of which 93 were > 75
years. These studies included 3,136 dulaglutide-treated patients, of whom 1,719 were treated with
Trulicity 1.5 mg weekly and 1,417 were treated with Trulicity 0.75 mg weekly. In all studies,
dulaglutide produced clinically significant improvements in glycaemic control as measured by
glycosylated haemoglobin Alc (HbAlc).

Monotherapy

Dulaglutide was studied in a 52 week active controlled monotherapy study in comparison to
metformin. Trulicity 1.5 mg and 0.75 mg were superior to metformin (1500-2000 mg/day) in the
reduction in HbAlc and a significantly greater proportion of patients reached an HbAlc target of

< 7.0 % and < 6.5 % with Trulicity 1.5 mg and Trulicity 0.75 mg compared to metformin at 26 weeks.

Table 2: Results of a 52 week active controlled monotherapy study with two doses of dulaglutide in
comparison to metformin

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0% (%) <6.5% (%)  (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 g 763 0.78" 615" 46.0* 161 2.29
once weekly (n=269)
Dulaglutide 0.75mg | 7 5¢ 071" 62.6" 40.0° 146 136"
once weekly (n=270)
Metformin
1500-2000 mg/day 7.60 -0.56 53.6 29.8 -1.34 -2.22
(n=268)
52 weeks
Dulaglutide 1.5 mg 7.63 -0.70" 60.0" 42.3" -1.56" -1.93
once weekly (n=269)
Dulaglutide 0.75 mg et i 1 0ot
once weekly (n=270) 7.58 0.55 53.2 34.7 1.00 1.09
Metformin
1500-2000 mg/day 7.60 -0.51 48.3 28.3 -1.15 -2.20
(n=268)

T multiplicity adjusted 1-sided p-value < 0.025, for noninferiority; T1 multiplicity adjusted 1-sided
p-value < 0.025, for superiority of dulaglutide to metformin, assessed for HoAlc only

* p<0.05,*p<0.001 dulaglutide treatment group compared to metformin

The rate of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and

metformin were 0.62, 0.15, and 0.09 episodes/patient/year, respectively. No cases of severe

hypoglycaemia were observed.

Combination therapy with metformin

The safety and efficacy of dulaglutide was investigated in a placebo and active controlled (sitagliptin
100 mg daily) study of 104 weeks duration, all in combination with metformin. Treatment with
Trulicity 1.5 mg and 0.75 mg resulted in a superior reduction in HbAlc compared to sitagliptin at




52 weeks, accompanied by a significantly greater proportion of patients achieving HbAlc targets of
< 7.0 % and < 6.5 %. These effects were sustained to the end of the study (104 weeks).

Table 3: Results of a 104 week placebo and active controlled study with two doses of dulaglutide in
comparison to sitagliptin

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0 %(%) <6.5%(%) (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg 8.12 SL22FH | pO.grR | gp ekt | o ggest |3 g gt
once weekly (n=304) ' ' ' ' ' '
Dulaglutide 0.75mg | g 1 1017 | BEme | g1 oot | g7ee# | ggn
once weekly (n=302) ' ' ' ' ' '
Placebo (n=177) 8.10 0.03 21.0 12.5 -0.49 -1.47
Sitagliptin
100 mg once daily 8.09 -0.61 37.8 21.8 -0.97 -1.46
(n=315)
52 weeks
Dulaglutide 1.5 mg 8.12 -1.10" 57.6" 41.7" -2.38" -3.03"
once weekly (n=304) ' ' ' ' ' '
Dulaglutide 0.75 mg 8.19 -0.87" 48.8" 29.0" -1.63" -2.60"
once weekly (n=302) ' ' ' ' ' '
Sitagliptin 100 mg
once daily (n=315) 8.09 -0.39 33.0 19.2 -0.90 -1.53
104 weeks
Dulaglutide 1.5 mg 8.12 0.99" 54.3" 39.1% -1.99% -2.88"
once weekly (n=304) ' ' ' ' ' '
Dulaglutide 0.75mg | g 1 071" 44.8" 242" 139 2.39
once weekly (n=302) ' ' ' ' ' '
Sitagliptin 100 mg
once daily (n=315) 8.09 -0.32 31.1 14.1 -0.47 -1.75

T1 multiplicity adjusted 1-sided p-value < 0.025, for superiority of dulaglutide compared to sitagliptin,
assessed only for HbAlc at 52 and 104 weeks

multiplicity adjusted 1-sided p-value < 0.001 for superiority of dulaglutide compared to placebo,
assessed for HbAlc only

**p < 0.001 dulaglutide treatment group compared to placebo

" p < 0.001 dulaglutide treatment group compared to sitagliptin

Es

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and
sitagliptin were 0.19, 0.18, and 0.17 episodes/patient/year, respectively. No cases of severe
hypoglycaemia with dulaglutide were observed.

The safety and efficacy of dulaglutide was also investigated in an active controlled study (liraglutide
1.8 mg daily) of 26 weeks duration, both in combination with metformin. Treatment with Trulicity
1.5 mg resulted in similar lowering of HbAlc and patients achieving HbA1c targets of < 7.0 % and
< 6.5 % compared to liraglutide.
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Table 4: Results of a 26 week active controlled study of one dose of dulaglutide in comparison to

liraglutide
Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0 %(%) <6.5 %(%) (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg 1424 ) _9 90¢
once weekly (n=299) 8.06 68.3 54.6 1.93 2.90
Liraglutide™ 1.8 mg 136 ] i
daily (n=300) 8.05 67.9 50.9 1.90 3.61

* 1-sided p-value p < 0.001, for noninferiority of dulaglutide compared to liraglutide, assessed only

for HbAlc.

# p <0.05 dulaglutide treatment group compared to liraglutide.

* Patients randomised to liraglutide were initiated at a dose of 0.6 mg/day. After Week 1, patients
were up-titrated to 1.2 mg/day and then at Week 2 to 1.8 mg/day.

The rate of documented symptomatic hypoglycaemia with Trulicity 1.5 mg was
0.12 episodes/patient/year and with liraglutide was 0.29 episodes/patient/year. No cases of severe
hypoglycaemia were observed

Combination therapy with metformin and sulphonylurea

In an active controlled study of 78 weeks duration, dulaglutide was compared to insulin glargine, both
on a background of metformin and a sulphonylurea. At 52 weeks, Trulicity 1.5 mg demonstrated
superior lowering in HbA1c to insulin glargine which was maintained at 78 weeks; whereas lowering
in HbAlc with Trulicity 0.75 mg was non-inferior to insulin glargine. With Trulicity 1.5 mg a
significantly higher percentage of patients reached a target HbAlc of < 7.0 % or < 6.5 % at 52 and

78 weeks compared to insulin glargine.

Table 5: Results of a 78 week active controlled study with two doses of dulaglutide in comparison to
insulin glargine

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbAlc weight
(%) (%) <7.0% (%) <6.5% (%) (mmol/L) (kg)
52 weeks
Dulaglutide 1.5 mg 8.18 -1.08" 532" 27.0" -1.50 -1.87"
once weekly (n=273) ' ' ' ' ' '
Dulaglutide 0.75mg | g ;5 -0.76' 37.1 225" -0.87" -1.33"
once weekly (n=272) ' ' ' ' ' '
Insulin glargine®
once daily (1=262) 8.10 -0.63 30.9 135 -1.76 1.44
78 weeks
Dulaglutide 1.5 mg 8.18 0.90'" 49.0* 28.1% -1.10° 1.96*
once weekly (n=273) ' ' ' ' ' '
Dulaglutide 0.75 mg i 4
once weekly (n=272) 8.13 -0.62t 34.1 22.1 -0.58 -1.54
Insulin glargine”
once daily (1=262) 8.10 -0.59 30.5 16.6 -1.58 1.28

t multiplicity adjusted 1-sided p-value < 0.025, for noninferiority; T1 multiplicity adjusted 1-sided
p-value < 0.025, for superiority of dulaglutide to insulin glargine, assessed for HbAlc only

p < 0.05, #p < 0.001 dulaglutide treatment group compared to insulin glargine

Insulin glargine doses were adjusted utilising an algorithm with a fasting plasma glucose target of
< 5.6 mmol/L

#

+

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and insulin
glargine were 1.67, 1.67, and 3.02 episodes/patient/year, respectively. Two cases of severe
hypoglycaemia were observed with Trulicity 1.5mg and two cases of severe hypoglycaemia were
observed with insulin glargine.
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Combination therapy with metformin and pioglitazone

In a placebo and active (exenatide twice daily) controlled study, both in combination with metformin
and pioglitazone, Trulicity 1.5 mg and 0.75 mg demonstrated superiority for HbAlc reduction in
comparison to placebo and exenatide,, accompanied by a significantly a greater percentage of patients
achieving HbAlc targets of < 7.0 % or < 6.5 %

Table 6: Results of a 52 week active controlled study with two doses of dulagltuide in comparison to
exenatide

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0% (%) <6.5% (%)  (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg tt - ook - Hok
once weekly (n=279) 8.10 -1.51%%, 78.2 62.7 -2.36 -1.30
Dulaglutide 0.75 mg t i it i i
once weekly (n=280) 8.05 -1.30%%/ 65.8 53.2 -1.90 0.20
Placebo (n=141) 8.06 -0.46 42.9 24.4 -0.26 1.24
Exenatide”
10 mcg twice daily 8.07 -0.99 52.3 38.0 -1.35 -1.07
(n=276)
52 weeks
Dulaglutide 1.5 mg 8.10 -1.36" 70.8" 57.2% -2.04% -1.10
once weekly (n=279) ' ' ' ' ' '
Dulaglutide 0.75 mg 8.05 -1.07" 59.1% 48.3% -1.58" 0.44"
once weekly (n=280) ' ' ' ' ' '
Exenatide”
10 mcg twice daily 8.07 -0.80 49.2 34.6 -1.03 -0.80
(n=276)

T1 multiplicity adjusted 1-sided p-value < 0.025, for superiority of dulaglutide to exenatide, assessed
for HbAlc only
11 multiplicity adjusted 1-sided p-value < 0.001 for superiority of dulaglutide compared to placebo,
assessed for HbAlc only
* p<0.05 **p<0.001 dulaglutide treatment group compared to placebo
*  p<0.05, *p < 0.001 dulaglutide treatment group compared to exenatide

Exenatide dose was 5 mcg twice daily for first 4 weeks and 10 mcg twice daily thereafter

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and
exenatide twice daily were 0.19, 0.14, and 0.75 episodes/patient/year, respectively. No cases of severe
hypoglycaemia were observed for dulaglutide and two cases of severe hypoglycaemia were observed
with exenatide twice daily.

Combination therapy with prandial insulin with or without metformin

In this study, patients on 1 or 2 insulin injections per day prior to study entry, discontinued their
prestudy insulin regimen and were randomised to dulaglutide once weekly or insulin glargine once
daily, both in combination with prandial insulin lispro three times daily, with or without metformin. At
26 weeks, both Trulicity 1.5 mg and 0.75mg were superior to insulin glargine in lowering of HbAlc
and this effect was sustained at 52 weeks. . A greater percentage of patients achieved HbA1c targets of
<7.0% or <6.5 % at 26 weeks and < 7.0 % at 52 weeks than with insulin glargine.
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Table 7: Results of a 52 week active controlled study with two doses of dulaglutide in comparison to
insulin glargine

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0% (%) <6.5% (%) (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg 8.46 164 67.6" 48.0° 0.27* 0.87"
once weekly (n=295) ' ' ' ' ' '
Dulaglutide 0.75 mg 8.40 -1.59" 69.0" 43.0 0.22% 0.18"
once weekly (n=293) ' ' ' ' ' '
Insulin glargine®
once daily (1=296) 8.53 -1.41 56.8 375 -1.58 2.33
52 weeks
Dulaglutide 1.5 mg 8.46 -1.48'" 58.5" 36.7 0.08" -0.35%
once weekly (n=295) ' ' ' ' ' '
Dulaglutide 0.75mg | g 4 142" 56.3 34.7 0.41* 0.86"
once weekly (n=293) ' ' ' ' ' '
Insulin glargine”
once daily (n=296) 8.53 -1.23 49.3 30.4 -1.01 2.89

t1 multiplicity adjusted 1-sided p-value < 0.025, for superiority of dulaglutide to insulin glargine,
assessed for HbAlc only

p < 0.05, *p < 0.001 dulaglutide treatment group compared to insulin glargine

Insulin glargine doses were adjusted utilizing an algorithm with a fasting plasma glucose target of
< 5.6 mmol/L

#

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and insulin
glargine were 31.06, 35.66, and 40.95 episodes/patient/year, respectively. Ten patients reported severe
hypoglycaemia with Trulicity 1.5 mg, seven with Trulicity 0.75 mg, and fifteen with insulin glargine.

Fasting blood glucose

Treatment with dulaglutide resulted in significant reductions from baseline in fasting blood glucose.
The majority of the effect on fasting blood glucose concentrations occurred by 2 weeks. The
improvement in fasting glucose was sustained through the longest study duration of 104 weeks.

Postprandial glucose
Treatment with dulaglutide resulted in significant reductions in mean post prandial glucose from
baseline (changes from baseline to primary time point -1.95 mmol/L to -4.23 mmol/L).

Beta-cell function

Clinical studies with dulaglutide have indicated enhanced beta-cell function as measured by
homeostasis model assessment (HOMA2-%B). The durability of effect on beta-cell function was
maintained through the longest study duration of 104 weeks.

Body weight

Trulicity 1.5 mg was associated with sustained weight reduction over the duration of studies (from
baseline to final time point -0.35 kg to -2.90 kg). Changes in body weight with Trulicity 0.75 mg
ranged from 0.86 kg to -2.63 kg. Reduction in body weight was observed in patients treated with
dulaglutide irrespective of nausea, though the reduction was numerically larger in the group with
nausea.

Patient reported outcomes

Dulaglutide significantly improved total treatment satisfaction compared to exenatide twice daily. In
addition, there was significantly lower perceived frequency of hyperglycaemia and hypoglycaemia
compared to exenatide twice daily.

13




Blood pressure

The effect of dulaglutide on blood pressure as assessed by Ambulatory Blood Pressure Monitoring
was evaluated in a study of 755 patients with type 2 diabetes. Treatment with dulglutide provided
reductions in systolic blood pressure (SBP) (-2.8 mmHg difference compared to placebo) at 16 weeks.
There was no difference in diastolic blood pressure (DBP). Similar results for SBP and DBP were
demonstrated at the final 26 week time point of the study.

Cardiovascular Evaluation

In a meta-analysis of phase Il and 11 studies, a total of 51 patients (dulaglutide: 26 [N = 3,885]; all
comparators: 25 [N = 2,125]) experienced at least one cardiovascular (CV) event (death due to CV
causes, nonfatal M1, nonfatal stroke, or hospitalisation for unstable angina). The results showed that
there was no increase in CV risk with dulaglutide compared with control therapies (HR: 0.57; CI:
[0.30, 1.10]).

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
dulaglutide in one or more subsets of the paediatric population in the treatment of type 2 diabetes
mellitus (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption
Following subcutaneous administration to patients with type 2 diabetes, dulaglutide reaches peak

plasma concentrations in 48 hours. The mean peak (Cp,sx) and total (AUC) exposures were
approximately 114 ng/ml and 14,000 ngh/ml, respectively, after multiple subcutaneous 1.5 mg doses
of dulaglutide in patients with type 2 diabetes. Steady-state plasma concentrations were achieved
between 2 to 4 weeks of once-weekly administration of dulaglutide (1.5 mg). Exposures after
subcutaneous administration of single dulaglutide (1.5 mg) doses in the abdomen, thigh, or upper arm
were comparable. The mean absolute bioavailability of dulaglutide following single-dose
subcutaneous administration of single 1.5 mg and 0.75 mg doses was 47 % and 65%, respectively.

Distribution
The mean volume of distribution after subcutaneous administration of dulaglutide 0.75 mg and 1.5 mg
at steady state in patients with type 2 diabetes mellitus were approximately 19.2 L and 17.4 L.

Biotransformation
Dulaglutide is presumed to be degraded into its component amino acids by general protein catabolism
pathways.

Elimination
The mean apparent clearance of dulaglutide 0.75 mg and 1.5 mg at steady state was 0.073 L/h and
0.107 L/h with an elimination half-life of 4.5 and 4.7 days, respectively.

Special populations

Elderly patients (> 65 years old)
Age had no clinically relevant effect on the pharmacokinetic and pharmacodynamic properties of
dulaglutide.

Gender and race
Gender and race had no clinically meaningful effect on the pharmacokinetics of dulaglutide.

Body weight or body mass index

Pharmacokinetic analyses have demonstrated a statistically significant inverse relationship between
body weight or body mass index (BMI) and dulaglutide exposure, although there was no clinically
relevant impact of weight or BMI on glycaemic control.
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Patients with renal impairment

The pharmacokinetics of dulaglutide were evaluated in a clinical pharmacology study and were
generally similar between healthy subjects and patients with mild to severe renal impairment

(CrClI < 30 ml/min), including end stage renal disease (requiring dialysis). In clinical studies, the
dulaglutide safety profile in patients with moderate renal impairment was similar to the overall T2DM
population. These studies did not include patients with severe renal impairment or end stage renal
disease.

Patients with hepatic impairment

The pharmacokinetics of dulaglutide were evaluated in a clinical pharmacology study, where subjects
with hepatic impairment had statistically significant decreases in dulaglutide exposure of up to 30 % to
33 % for mean C,,x and AUC, respectively, compared to healthy controls. There was a general
increase in tmax of dulaglutide with increased hepatic impairment. However, no trend in dulaglutide
exposure was observed relative to the degree of hepatic impairment. These effects were not considered
to be clinically relevant.

Paediatric population
Studies characterising the pharmacokinetics of dulaglutide in paediatric patients have not been
performed.

5.3  Preclinical safety data

Non-clinical data reveal no special hazards for humans based on conventional studies of safety
pharmacology or repeat-dose toxicity.

In a 6-month carcinogenicity study in transgenic mice, there was no tumorigenic response. In a 2-year
carcinogenicity study in rats, at > 7 times the human clinical exposure following 1.5 mg dulaglutide
per week, dulaglutide caused statistically significant, dose-related increases in the incidence of thyroid
C-cell tumours (adenomas and carcinomas combined). The clinical relevance of these findings is
currently unknown.

During the fertility studies, a reduction in the number of corpora lutea and prolonged oestrous cycle
were observed at dose levels that were associated with decreased food intake and body weight gain in
maternal animals; however, no effects on indices of fertility and conception or embryonic
development were observed. In reproductive toxicology studies, skeletal effects and a reduction in
foetal growth were observed in the rat and rabbit at exposures of dulaglutide 11- to 44-fold higher than
those proposed clinically, but no foetal malformations were observed. Treatment of rats throughout
pregnancy and lactation produced memory deficits in female offspring at exposures that were 16-fold
higher than those proposed clinically.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium citrate

Citric acid, anhydrous

Mannitol

Polysorbate 80

Water for injections

6.2  Incompatibilities

In the absence of compatibility studies this medicinal product must not be mixed with other medicinal
products.
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6.3  Shelf life
2 years
6.4  Special precautions for storage

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in original package in order to protect from light.

In use:
Trulicity may be stored unrefrigerated for up to 14 days at a temperature not above 30°C.

6.5 Nature and contents of container

Glass syringe (type 1) encased in a disposable pen.

Each pre-filled pen contains 0.5 ml of solution.

Packs of 2 and 4 pre-filled pens and multipack of 12 (3 packs of 4) pre-filled pens. Not all pack sizes
may be marketed.

6.6  Special precautions for disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

Instructions for use

The pre-filled pen is for single-use only.

The instructions for using the pen, included with the package leaflet, must be followed carefully.
Trulicity should not be used if particles appear or if the solution is cloudy and/or coloured.
Trulicity that has been frozen must not be used.

7. MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Grootslag 1-5, NL-3991 RA Houten, The Netherlands.

8. MARKETING AUTHORISATION NUMBER

EU/1/14/956/001

EU/1/14/956/002

EU/1/14/956/003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Trulicity 1.5 mg solution for injection in pre-filled pen

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each pre-filled pen contains 1.5 mg of dulaglutide* in 0.5 ml solution.
*Produced in CHO cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection (injection).
Clear, colourless solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Trulicity is indicated in adults with type 2 diabetes mellitus to improve glycaemic control as:

Monotherapy
When diet and exercise alone do not provide adequate glycaemic control in patients for whom the use
of metformin is considered inappropriate due to intolerance or contraindications.

Add-on therapy

In combination with other glucose-lowering medicinal products including insulin, when these,
together with diet and exercise, do not provide adequate glycaemic control (see section 5.1 for data
with respect to different combinations).

4.2 Posology and method of administration

Posology

Monotherapy
The recommended dose is 0.75 mg once weekly.

Add-on therapy

The recommended dose is 1.5 mg once weekly.

For potentially vulnerable populations, such as patients > 75 years, 0.75 mg once weekly can be
considered as a starting dose.

When Trulicity is added to existing metformin and/or pioglitazone therapy, the current dose of
metformin and/or pioglitazone can be continued. When it is added to existing therapy of a
sulphonylurea or prandial insulin, a reduction in the dose of sulphonylurea or insulin may be
considered to reduce the risk of hypoglycaemia (see sections 4.4 and 4.8).
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The use of Trulicity does not require blood glucose self-monitoring. Self-monitoring may be necessary
to adjust the dose of sulphonylurea or prandial insulin.

Elderly patients (> 65 years old)

No dose adjustment is required based on age (see section 5.2). However, the therapeutic experience in
patients > 75 years is very limited (see section 5.1), and in these patients 0.75 mg once weekly can be
considered as a starting dose.

Patients with renal impairment

No dosage adjustment is required in patients with mild or moderate renal impairment.

There is very limited experience in patients with severe renal impairment (eGFR [by CKD-EPI]
< 30 ml/min/1.73 m?) or end stage renal disease, therefore Trulicity is not recommended in this
population (see section 5.2).

Patients with hepatic impairment
No dosage adjustment is required in patients with hepatic impairment.

Paediatric population
The safety and efficacy of dulaglutide in children aged less than 18 years have not yet been
established. No data are available.

Method of administration

Trulicity is to be injected subcutaneously in the abdomen, thigh or upper arm. It should not be
administered intravenously or intramuscularly.

The dose can be administered at any time of day, with or without meals.

If a dose is missed, it should be administered as soon as possible if there are at least 3 days (72 hours)
until the next scheduled dose. If less than 3 days (72 hours) remain before the next scheduled dose, the
missed dose should be skipped and the next dose should be administered on the regularly scheduled
day. In each case, patients can then resume their regular once weekly dosing schedule.

The day of weekly administration can be changed if necessary, as long as the last dose was
administered 3 or more days (72 hours) before.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

Dulaglutide should not be used in patients with type 1 diabetes mellitus or for the treatment of diabetic
ketoacidosis.

Use of GLP-1 receptor agonists may be associated with gastrointestinal adverse reactions. This should
be considered when treating patients with impaired renal function since these events, i.e. nausea,
vomiting, and/or diarrhoea, may cause dehydration which could cause a deterioration of renal
function. Dulaglutide has not been studied in patients with severe gastrointestinal disease, including
severe gastroparesis, and is therefore not recommended in these patients.

Acute pancreatitis
Use of GLP-1 receptor agonists has been associated with a risk of developing acute pancreatitis. In
clinical trials, acute pancreatitis has been reported in association with dulaglutide (see section 4.8).

Patients should be informed of the characteristic symptoms of acute pancreatitis. If pancreatitis is
suspected, dulaglutide should be discontinued. If pancreatitis is confirmed, dulaglutide should not be
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restarted. In the absence of other signs and symptoms of acute pancreatitis, elevations in pancreatic
enzymes alone are not predictive of acute pancreatitis (see section 4.8).

Hypoglycaemia
Patients receiving dulaglutide in combination with sulphonylurea or insulin may have an increased

risk of hypoglycaemia. The risk of hypoglycaemia may be lowered by a reduction in the dose of
sulphonylurea or insulin (see sections 4.2 and 4.8).

Populations not studied
There is limited experience in patients with congestive heart failure.

Sodium content
This medicinal product contains less than 1 mmol sodium (23 mg) per 1.5 mg dose, i.e. essentially
‘sodium- free’.

4.5 Interaction with other medicinal products and other forms of interaction

Dulaglutide delays gastric emptying and has the potential to impact the rate of absorption of
concomitantly administered oral medicinal products. Dulaglutide should be used with caution in
patients receiving oral medicinal products that require rapid gastrointestinal absorption.. For some
prolonged release formulations, an increased release due to an extended gastric residence time may
slightly increase drug exposure.

Paracetamol
Following a first dose of 1 and 3 mg dulaglutide, paracetamol Cmax was reduced by 36 % and 50 %,

respectively, and the median t.,,x occurred later (3 and 4 hours, respectively). After coadministration
with up to 3 mg of dulaglutide at steady state, there were no statistically significant differences on
AUC 0.12), Cinax OF tmax OF paracetamol. No dose adjustment of paracetamol is necessary when
administered with dulaglutide.

Atorvastatin

Coadministration of dulaglutide with atorvastatin decreased C.xand AUC g, up to 70 % and 21 %,
respectively, for atorvastatin and its major metabolite o-hydroxyatorvastatin. The mean ty, of
atorvastatin and o-hydroxyatorvastatin were increased by 17 % and 41 %, respectively, following
dulaglutide administration. These observations are not clinically relevant. No dose adjustment of
atorvastatin is necessary when administered with dulaglutide.

Digoxin

After coadministration of steady state digoxin with 2 consecutive doses of dulaglutide, overall
exposure (AUC,) and t,.x of digoxin were unchanged; and C,x decreased by up to 22 %. This change
is not expected to have clinical consequences. No dose adjustment is required for digoxin when
administered with dulaglutide.

Anti-hypertensives
Coadministration of multiple dulaglutide doses with steady state lisinopril caused no clinically
relevant changes in the AUC or Cmax of lisinopril. Statistically significant delays in lisinopril tysx oOf

approximately 1 hour were observed on Days 3 and 24 of the study. When a single dose of dulaglutide
and metoprolol were coadministered, the AUC and C.x of metoprolol increased by19 % and 32 %,
respectively. While metoprolol t..x was delayed by 1 hour, this change was not statistically significant.
These changes were not clinically relevant; therefore no dose adjustment of lisinopril or metoprolol is
necessary when administered with dulaglutide.

Warfarin

Following dulaglutide coadministration, S- and R-warfarin exposure and R-warfarin C,., were
unaffected, and S-warfarin C, decreased by 22 %. AUCnr increased by 2 %, which is unlikely to be
clinically significant, and there was no effect on maximum international normalised ratio response
(INRmax)- The time of international normalised ratio response (tINR.x) was delayed by 6 hours,
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consistent with delays in t.x of approximately 4 and 6 hours for S- and R-warfarin, respectively.
These changes are not clinically relevant. No dose adjustment for warfarin is necessary when given
together with dulaglutide.

Oral contraceptives

Coadministration of dulaglutide with an oral contraceptive (norgestimate 0.18 mg/ethinyl estradiol
0.025 mg) did not affect the overall exposure to norelgestromin and ethinyl estradiol. Statistically
significant reductions in C.x 0f 26 % and 13 % and delays in ty.x of 2 and 0.30 hours were observed
for norelgestromin and ethinyl estradiol, respectively. These observations are not clinically relevant.
No dose adjustment for oral contraceptives is required when given together with dulaglutide.

Metformin

Following coadministration of multiple dose dulaglutide with steady state metformin (immediate
release formula [IR]), metformin AUC, increased up to 15 % and C,« decreased up to 12 %,
respectively, with no changes in tx. These changes are consistent with the gastric emptying delay of
dulaglutide and within the pharmacokinetic variability of metformin and thus are not clinically
relevant. No dose adjustment for metformin IR is recommended when given with dulaglutide.

Sitagliptin

Sitagliptin exposure was unaffected when coadministered with a single dose of dulaglutide. Following
coadministration with 2 consecutive doses of dulaglutide, sitagliptin AUC q.., and Cy.x decreased by
approximately 7.4 % and 23.1 %, respectively. Sitagliptin t..x increased approximately 0.5 hours
following coadministration with dulaglutide compared to sitagliptin alone.

Sitagliptin can produce up to 80 % inhibition of DPP-4 over a 24-hour period. Dulaglutide
coadministration with sitagliptin increased dulaglutide exposure and Ci,x by approximately 38 % and
27 %, respectively, and median t,,« increased approximately 24 hours. Therefore, dulaglutide does
have a high degree of protection against DPP-4 inactivation (see section 5.1). The increased exposure
may enhance the effects of dulaglutide on blood glucose levels.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no or limited amount of data from the use of dulaglutide in pregnant women. Studies in

animals have shown reproductive toxicity (see section 5.3). Therefore, the use of dulaglutide is not
recommended during pregnancy.

Breast-feeding
It is unknown whether dulaglutide is excreted in human milk. A risk to newborns/infants cannot be

excluded. Dulaglutide should not be used during breast-feeding.

Fertility
The effect of dulaglutide on fertility in humans is unknown. In the rat, there was no direct effect on

mating or fertility following treatment with dulaglutide (see section 5.3).
4.7  Effects on ability to drive and use machines
Trulicity has no or negligible influence on the ability to drive or use machines. When it is used in

combination with a sulphonylurea or prandial insulin, patients should be advised to take precautions to
avoid hypoglycaemia while driving and using machines (see section 4.4).
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4.8 Undesirable effects

Summary of safety profile

In the phase Il and phase 111 studies conducted, 4,006 patients were exposed to dulaglutide alone or in
combination with other glucose lowering medicinal products. The most frequently reported adverse
reactions in clinical trials were gastrointestinal, including nausea, vomiting and diarrhoea. In general
these reactions were mild or moderate in severity and transient in nature.

Tabulated list of adverse reactions

The following adverse reactions have been identified based on evaluation of the full duration of the
phase Il and phase 11 clinical studies and are listed in Table 1 as MedDRA preferred term by system
organ class and in order of decreasing incidence (very common: > 1/10; common: > 1/100 to < 1/10;
uncommon: > 1/1,000 to < 1/100; rare: > 1/10,000 to < 1/1,000; very rare: < 1/10,000 and not known:
cannot be estimated from available data). Within each incidence grouping, adverse reactions are
presented in order of decreasing frequency.

Table 1: The frequency of adverse reactions of dulaglutide

System Organ
Class

Very common

Common

Uncommon

Rare

Metabolism and
nutrition
disorders

Hypoglycaemia*
(when used in
combination with
prandial insulin,
metformint or
metformin plus

Hypoglycaemia*
(when used as
monotherapy or in
combination with
metformin plus
pioglitazone)

glimepiride)
Gastrointestinal | Nausea, Decreased Acute pancreatitis
disorders diarrhoea, appetite,
vomitingT, dyspepsia,
abdominal painf constipation,
flatulence,
abdominal
distention,
gastroesophageal
reflux disease,
eructation
General Fatigue Injection site

disorders and
administration
site conditions

reactions

Investigations

Sinus tachycardia,
first degree
atrioventricular
block (AVB)

* Documented, symptomatic hypoglycaemia and blood glucose < to 3.9 mmol/L

T Dulaglutide 1.5 mg dose only. For dulaglutide 0.75 mg, adverse reaction met frequency for next
lower incidence grouping.

Description of selected adverse reactions

Hypoglycaemia

When dulaglutide 0.75 mg and 1.5 mg were used as monotherapy or in combination with metformin
alone or metformin and pioglitazone, the incidences of documented symptomatic hypoglycaemia were
5.9% to 10.9% and the rates were 0.14 to 0.62 events/patient/year, and no episodes of severe
hypoglycaemia were reported.
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The incidences of documented symptomatic hypoglycaemia when dulaglutide 0.75 mg and 1.5 mg,
respectively, were used in combination with a sulphonylurea (plus metformin) were 39.0% and 40.3%
and the rates were 1.67 and 1.67 events/patient/year. The severe hypoglycaemia event incidences were
0% and 0.7%, and rates were 0.00 and 0.01 events/patient/year.

The incidences when dulaglutide 0.75 mg and 1.5 mg, respectively, were used in combination with
prandial insulin were 85.3% and 80.0% and rates were 35.66 and 31.06 events/patient/year. The severe
hypoglycaemia event incidences were 2.4% and 3.4%, and rates were 0.05 and

0.06 events/patient/year.

Gastrointestinal adverse reactions

Cumulative reporting of gastrointestinal events up to 104 weeks with dulaglutide 0.75mg and 1.5 mg,
respectively, included nausea (12.9% and 21.2 %), diarrhoea (10.7% and 13.7 %) and vomiting (6.9%
and 11.5 %). These were typically mild or moderate in severity and were reported to peak during the
first 2 weeks of treatment and rapidly declined over the next 4 weeks, after which the rate remained
relatively constant.

In clinical pharmacology studies conducted in patients with type 2 diabetes mellitus up to 6 weeks, the
majority of gastrointestinal events were reported during the first 2-3 days after the initial dose and
declined with subsequent doses.

Acute pancreatitis

The incidence of acute pancreatitis in Phase Il and 11 clinical studies was 0.07% for dulaglutide
compared to 0.14% for placebo and 0.19% for comparators with or without additional background
antidiabetic therapy.

Pancreatic enzymes

Dulaglutide is associated with mean increases from baseline in pancreatic enzymes (lipase and/or
pancreatic amylase) of 11 % to 21 % (see section 4.4). In the absence of other signs and symptoms of
acute pancreatitis, elevations in pancreatic enzymes alone are not predictive of acute pancreatitis.

Heart rate increase

Small mean increases in heart rate of 2 to 4 beats per minute (bpm) and a 1.3% and 1.4 % incidence of
sinus tachycardia, with a concomitant increase from baseline > 15 bpm, were observed with
dulaglutide 0.75mg and 1.5 mg, respectively.

First degree AV block/PR interval prolongation
Small mean increases from baseline in PR interval of 2 to 3 msec and a 1.5% and 2.4 % incidence of
first-degree AV block were observed with dulaglutide 0.75 mg and 1.5 mg, respectively.

Immunogenicity

In clinical studies, treatment with dulaglutide was associated with a 1.6 % incidence of treatment
emergent dulaglutide anti-drug antibodies, indicating that the structural modifications in the GLP-1
and modified 1gG4 parts of the dulaglutide molecule, together with high homology with native GLP-1
and native 1gG4, minimise the risk of immune response against dulaglutide. Patients with dulaglutide
anti-drug antibodies generally had low titres, and although the number of patients developing
dulaglutide anti-drug antibodies was low, examination of the phase 111 data revealed no clear impact of
dulaglutide anti-drug antibodies on changes in HbAlc.

Hypersensitivity

In the phase Il and phase 111 clinical studies, systemic hypersensitivity events (e.g., urticaria, edema)
were reported in 0.5 % of patients receiving dulaglutide. None of the patients with systemic
hypersensitivity developed dulaglutide anti-drug antibodies.
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Injection site reactions

Injection site adverse events were reported in 1.9 % of patients receiving dulaglutide. Potentially
immune-mediated injection site adverse events (e.g., rash, erythema) were reported in 0.7 % of
patients and were usually mild.

Discontinuation due to an adverse event

In studies of 26 weeks duration, the incidence of discontinuation due to adverse events was 2.6%
(0.75 mg) and 6.1% (1.5 mg) for dulaglutide versus 3.7 % for placebo. Through the full study duration
(up to 104 weeks), the incidence of discontinuation due to adverse events was 5.1% (0.75 mg) and

8.4 % (1.5 mg) for dulaglutide. The most frequent adverse reactions leading to discontinuation for
0.75 mg and 1.5 mg dulaglutide, respectively, were nausea (1.0%, 1.9 %), diarrhoea (0.5%, 0.6 %),
and vomiting (0.4%, 0.6 %), and were generally reported within the first 4-6 weeks.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

49 Overdose

Effects of overdose with dulaglutide in clinical studies have included gastrointestinal disorders and
hypoglycaemia. In the event of overdose, appropriate supportive treatment should be initiated
according to the patient’s clinical signs and symptoms.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: {not yet assigned}, ATC code: {not yet assigned}.

Mechanism of action

Dulaglutide is a long-acting glucagon-like peptide 1 (GLP-1) receptor agonist. The molecule consists
of 2 identical disulfide-linked chains, each containing a modified human GLP-1 analogue sequence
covalently linked to a modified human immunoglobulin G4 (IgG4) heavy chain fragment (Fc) by a
small peptide linker. The GLP-1 analog portion of dulaglutide is approximately 90 % homologous to
native human GLP-1 (7-37). Native GLP-1 has a half-life of 1.5-2 minutes due to degradation by
DPP-4 and renal clearance. In contrast to native GLP-1, dulaglutide is resistant to degradation by
DPP-4, and has a large size that slows absorption and reduces renal clearance. These engineering
features result in a soluble formulation and a prolonged half-life of 4.7 days, which makes it suitable
for once-weekly subcutaneous administration. In addition, the dulaglutide molecule was engineered to
prevent the Fcy receptor-dependent immune response and to reduce its immunogenic potential.

Dulaglutide exhibits several antihyperglycaemic actions of GLP-1. In the presence of elevated glucose
concentrations, dulaglutide increases intracellular cyclic AMP (CAMP) in pancreatic beta cells leading
to insulin release. Dulaglutide suppresses glucagon secretion which is known to be inappropriately
elevated in patients with type 2 diabetes. Lower glucagon concentrations lead to decreased hepatic
glucose output. Dulaglutide also slows gastric emptying.

Pharmacodynamic effects

Dulaglutide improves glycaemic control through the sustained effects of lowering fasting, pre-meal
and postprandial glucose concentrations in patients with type 2 diabetes starting after the first
dulaglutide administration and is sustained throughout the once weekly dosing interval.

A pharmacodynamic study with dulaglutide demonstrated, in patients with type 2 diabetes, a
restoration of first phase insulin secretion to a level that exceeded levels observed in healthy subjects
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on placebo, and improved second phase insulin secretion in response to an intravenous bolus of
glucose. In the same study, a single 1.5 mg dose of dulaglutide appeared to increase maximal insulin
secretion from the B-cells, and to enhance B-cell function in subjects with type 2 diabetes mellitus as
compared with placebo.

Consistent with the pharmacokinetic profile, dulaglutide has a pharmacodynamic profile suitable for
once weekly administration (see section 5.2).

Clinical efficacy and safety

Glycaemic control

The safety and efficacy of dulaglutide was evaluated in six randomised, controlled, phase I1I trials
involving 5,171 patients with type 2 diabetes. Of these, 958 were > 65 years of which 93 were > 75
years. These studies included 3,136 dulaglutide-treated patients, of whom 1,719 were treated with
Trulicity 1.5 mg weekly and 1,417 were treated with Trulicity 0.75 mg weekly. In all studies,
dulaglutide produced clinically significant improvements in glycaemic control as measured by
glycosylated haemoglobin Alc (HbAlc).

Monotherapy

Dulaglutide was studied in a 52 week active controlled monotherapy study in comparison to
metformin. Trulicity 1.5 mg and 0.75 mg were superior to metformin (1500-2000 mg/day) in the
reduction in HbAlc and a significantly greater proportion of patients reached an HbAlc target of

< 7.0 % and < 6.5 % with Trulicity 1.5 mg and Trulicity 0.75 mg compared to metformin at 26 weeks.

Table 2: Results of a 52 week active controlled monotherapy study with two doses of dulaglutide in
comparison to metformin

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0% (%) <6.5% (%)  (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 g 763 0.78" 615" 46.0* 161 2.29
once weekly (n=269)
Dulaglutide 0.75mg | 7 5¢ 071" 62.6" 40.0° 146 136"
once weekly (n=270)
Metformin
1500-2000 mg/day 7.60 -0.56 53.6 29.8 -1.34 -2.22
(n=268)
52 weeks
Dulaglutide 1.5 mg 7.63 -0.70" 60.0" 42.3" -1.56" -1.93
once weekly (n=269)
Dulaglutide 0.75 mg et i 1 0ot
once weekly (n=270) 7.58 0.55 53.2 34.7 1.00 1.09
Metformin
1500-2000 mg/day 7.60 -0.51 48.3 28.3 -1.15 -2.20
(n=268)

T multiplicity adjusted 1-sided p-value < 0.025, for noninferiority; T1 multiplicity adjusted 1-sided
p-value < 0.025, for superiority of dulaglutide to metformin, assessed for HoAlc only

* p<0.05,*p<0.001 dulaglutide treatment group compared to metformin

The rate of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and

metformin were 0.62, 0.15, and 0.09 episodes/patient/year, respectively. No cases of severe

hypoglycaemia were observed.

Combination therapy with metformin

The safety and efficacy of dulaglutide was investigated in a placebo and active controlled (sitagliptin
100 mg daily) study of 104 weeks duration, all in combination with metformin. Treatment with
Trulicity 1.5 mg and 0.75 mg resulted in a superior reduction in HbAlc compared to sitagliptin at
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52 weeks, accompanied by a significantly greater proportion of patients achieving HbAlc targets of
< 7.0 % and < 6.5 %. These effects were sustained to the end of the study (104 weeks).

Table 3: Results of a 104 week placebo and active controlled study with two doses of dulaglutide in
comparison to sitagliptin

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0 %(%) <6.5%(%) (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg 8.12 SL22FH | pO.grR | gp ekt | o ggest |3 g gt
once weekly (n=304) ' ' ' ' ' '
Dulaglutide 0.75mg | g 1 1017 | BEme | g1 oot | g7ee# | ggn
once weekly (n=302) ' ' ' ' ' '
Placebo (n=177) 8.10 0.03 21.0 12.5 -0.49 -1.47
Sitagliptin
100 mg once daily 8.09 -0.61 37.8 21.8 -0.97 -1.46
(n=315)
52 weeks
Dulaglutide 1.5 mg 8.12 -1.10" 57.6" 41.7" -2.38" -3.03"
once weekly (n=304) ' ' ' ' ' '
Dulaglutide 0.75 mg 8.19 -0.87" 48.8" 29.0" -1.63" -2.60"
once weekly (n=302) ' ' ' ' ' '
Sitagliptin 100 mg
once daily (n=315) 8.09 -0.39 33.0 19.2 -0.90 -1.53
104 weeks
Dulaglutide 1.5 mg 8.12 0.99" 54.3" 39.1% -1.99% -2.88"
once weekly (n=304) ' ' ' ' ' '
Dulaglutide 0.75mg | g 1 071" 44.8" 242" 139 2.39
once weekly (n=302) ' ' ' ' ' '
Sitagliptin 100 mg
once daily (n=315) 8.09 -0.32 31.1 14.1 -0.47 -1.75

T1 multiplicity adjusted 1-sided p-value < 0.025, for superiority of dulaglutide compared to sitagliptin,
assessed only for HbAlc at 52 and 104 weeks

multiplicity adjusted 1-sided p-value < 0.001 for superiority of dulaglutide compared to placebo,
assessed for HbAlc only

**p < 0.001 dulaglutide treatment group compared to placebo

" p < 0.001 dulaglutide treatment group compared to sitagliptin

Es

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and
sitagliptin were 0.19, 0.18, and 0.17 episodes/patient/year, respectively. No cases of severe
hypoglycaemia with dulaglutide were observed.

The safety and efficacy of dulaglutide was also investigated in an active controlled study (liraglutide
1.8 mg daily) of 26 weeks duration, both in combination with metformin. Treatment with Trulicity
1.5 mg resulted in similar lowering of HbAlc and patients achieving HbA1c targets of < 7.0 % and
< 6.5 % compared to liraglutide.
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Table 4: Results of a 26 week active controlled study of one dose of dulaglutide in comparison to

liraglutide
Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0 %(%) <6.5 %(%) (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg 1424 ) _9 90¢
once weekly (n=299) 8.06 68.3 54.6 1.93 2.90
Liraglutide™ 1.8 mg 136 ] i
daily (n=300) 8.05 67.9 50.9 1.90 3.61

* 1-sided p-value p < 0.001, for noninferiority of dulaglutide compared to liraglutide, assessed only

for HbAlc.

# p <0.05 dulaglutide treatment group compared to liraglutide.

* Patients randomised to liraglutide were initiated at a dose of 0.6 mg/day. After Week 1, patients
were up-titrated to 1.2 mg/day and then at Week 2 to 1.8 mg/day.

The rate of documented symptomatic hypoglycaemia with Trulicity 1.5 mg was
0.12 episodes/patient/year and with liraglutide was 0.29 episodes/patient/year. No cases of severe
hypoglycaemia were observed

Combination therapy with metformin and sulphonylurea

In an active controlled study of 78 weeks duration, dulaglutide was compared to insulin glargine, both
on a background of metformin and a sulphonylurea. At 52 weeks, Trulicity 1.5 mg demonstrated
superior lowering in HbA1c to insulin glargine which was maintained at 78 weeks; whereas lowering
in HbAlc with Trulicity 0.75 mg was non-inferior to insulin glargine. With Trulicity 1.5 mg a
significantly higher percentage of patients reached a target HbAlc of < 7.0 % or < 6.5 % at 52 and

78 weeks compared to insulin glargine.

Table 5: Results of a 78 week active controlled study with two doses of dulaglutide in comparison to
insulin glargine

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbAlc weight
(%) (%) <7.0% (%) <6.5% (%) (mmol/L) (kg)
52 weeks
Dulaglutide 1.5 mg 8.18 -1.08" 532" 27.0" -1.50 -1.87"
once weekly (n=273) ' ' ' ' ' '
Dulaglutide 0.75mg | g ;5 -0.76' 37.1 225" -0.87" -1.33"
once weekly (n=272) ' ' ' ' ' '
Insulin glargine®
once daily (1=262) 8.10 -0.63 30.9 135 -1.76 1.44
78 weeks
Dulaglutide 1.5 mg 8.18 0.90'" 49.0* 28.1% -1.10° 1.96*
once weekly (n=273) ' ' ' ' ' '
Dulaglutide 0.75 mg i 4
once weekly (n=272) 8.13 -0.62t 34.1 22.1 -0.58 -1.54
Insulin glargine”
once daily (1=262) 8.10 -0.59 30.5 16.6 -1.58 1.28

t multiplicity adjusted 1-sided p-value < 0.025, for noninferiority; T1 multiplicity adjusted 1-sided
p-value < 0.025, for superiority of dulaglutide to insulin glargine, assessed for HbAlc only

p < 0.05, #p < 0.001 dulaglutide treatment group compared to insulin glargine

Insulin glargine doses were adjusted utilising an algorithm with a fasting plasma glucose target of
< 5.6 mmol/L

#

+

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and insulin
glargine were 1.67, 1.67, and 3.02 episodes/patient/year, respectively. Two cases of severe
hypoglycaemia were observed with Trulicity 1.5mg and two cases of severe hypoglycaemia were
observed with insulin glargine.
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Combination therapy with metformin and pioglitazone

In a placebo and active (exenatide twice daily) controlled study, both in combination with metformin
and pioglitazone, Trulicity 1.5 mg and 0.75 mg demonstrated superiority for HbAlc reduction in
comparison to placebo and exenatide,, accompanied by a significantly a greater percentage of patients
achieving HbAlc targets of < 7.0 % or < 6.5 %

Table 6: Results of a 52 week active controlled study with two doses of dulagltuide in comparison to
exenatide

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0% (%) <6.5% (%)  (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg tt - ook - Hok
once weekly (n=279) 8.10 -1.51%%, 78.2 62.7 -2.36 -1.30
Dulaglutide 0.75 mg t i it i i
once weekly (n=280) 8.05 -1.30%%/ 65.8 53.2 -1.90 0.20
Placebo (n=141) 8.06 -0.46 42.9 24.4 -0.26 1.24
Exenatide”
10 mcg twice daily 8.07 -0.99 52.3 38.0 -1.35 -1.07
(n=276)
52 weeks
Dulaglutide 1.5 mg 8.10 -1.36" 70.8" 57.2% -2.04% -1.10
once weekly (n=279) ' ' ' ' ' '
Dulaglutide 0.75 mg 8.05 -1.07" 59.1% 48.3% -1.58" 0.44"
once weekly (n=280) ' ' ' ' ' '
Exenatide”
10 mcg twice daily 8.07 -0.80 49.2 34.6 -1.03 -0.80
(n=276)

T1 multiplicity adjusted 1-sided p-value < 0.025, for superiority of dulaglutide to exenatide, assessed
for HbAlc only
11 multiplicity adjusted 1-sided p-value < 0.001 for superiority of dulaglutide compared to placebo,
assessed for HbAlc only
* p<0.05 **p<0.001 dulaglutide treatment group compared to placebo
*  p<0.05, *p < 0.001 dulaglutide treatment group compared to exenatide

Exenatide dose was 5 mcg twice daily for first 4 weeks and 10 mcg twice daily thereafter

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and
exenatide twice daily were 0.19, 0.14, and 0.75 episodes/patient/year, respectively. No cases of severe
hypoglycaemia were observed for dulaglutide and two cases of severe hypoglycaemia were observed
with exenatide twice daily.

Combination therapy with prandial insulin with or without metformin

In this study, patients on 1 or 2 insulin injections per day prior to study entry, discontinued their
prestudy insulin regimen and were randomised to dulaglutide once weekly or insulin glargine once
daily, both in combination with prandial insulin lispro three times daily, with or without metformin. At
26 weeks, both Trulicity 1.5 mg and 0.75mg were superior to insulin glargine in lowering of HbAlc
and this effect was sustained at 52 weeks. . A greater percentage of patients achieved HbA1c targets of
<7.0% or <6.5 % at 26 weeks and < 7.0 % at 52 weeks than with insulin glargine.
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Table 7: Results of a 52 week active controlled study with two doses of dulaglutide in comparison to
insulin glargine

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0% (%) <6.5% (%) (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg 8.46 164 67.6" 48.0° 0.27* 0.87"
once weekly (n=295) ' ' ' ' ' '
Dulaglutide 0.75 mg 8.40 -1.59" 69.0" 43.0 0.22% 0.18"
once weekly (n=293) ' ' ' ' ' '
Insulin glargine®
once daily (1=296) 8.53 -1.41 56.8 375 -1.58 2.33
52 weeks
Dulaglutide 1.5 mg 8.46 -1.48'" 58.5" 36.7 0.08" -0.35%
once weekly (n=295) ' ' ' ' ' '
Dulaglutide 0.75mg | g 4 142" 56.3 34.7 0.41* 0.86"
once weekly (n=293) ' ' ' ' ' '
Insulin glargine”
once daily (n=296) 8.53 -1.23 49.3 30.4 -1.01 2.89

t1 multiplicity adjusted 1-sided p-value < 0.025, for superiority of dulaglutide to insulin glargine,
assessed for HbAlc only

p < 0.05, *p < 0.001 dulaglutide treatment group compared to insulin glargine

Insulin glargine doses were adjusted utilizing an algorithm with a fasting plasma glucose target of
< 5.6 mmol/L

#

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and insulin
glargine were 31.06, 35.66, and 40.95 episodes/patient/year, respectively. Ten patients reported severe
hypoglycaemia with Trulicity 1.5 mg, seven with Trulicity 0.75 mg, and fifteen with insulin glargine.

Fasting blood glucose

Treatment with dulaglutide resulted in significant reductions from baseline in fasting blood glucose.
The majority of the effect on fasting blood glucose concentrations occurred by 2 weeks. The
improvement in fasting glucose was sustained through the longest study duration of 104 weeks.

Postprandial glucose
Treatment with dulaglutide resulted in significant reductions in mean post prandial glucose from
baseline (changes from baseline to primary time point -1.95 mmol/L to -4.23 mmol/L).

Beta-cell function

Clinical studies with dulaglutide have indicated enhanced beta-cell function as measured by
homeostasis model assessment (HOMA2-%B). The durability of effect on beta-cell function was
maintained through the longest study duration of 104 weeks.

Body weight

Trulicity 1.5 mg was associated with sustained weight reduction over the duration of studies (from
baseline to final time point -0.35 kg to -2.90 kg). Changes in body weight with Trulicity 0.75 mg
ranged from 0.86 kg to -2.63 kg. Reduction in body weight was observed in patients treated with
dulaglutide irrespective of nausea, though the reduction was numerically larger in the group with
nausea.

Patient reported outcomes

Dulaglutide significantly improved total treatment satisfaction compared to exenatide twice daily. In
addition, there was significantly lower perceived frequency of hyperglycaemia and hypoglycaemia
compared to exenatide twice daily.
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Blood pressure

The effect of dulaglutide on blood pressure as assessed by Ambulatory Blood Pressure Monitoring
was evaluated in a study of 755 patients with type 2 diabetes. Treatment with dulglutide provided
reductions in systolic blood pressure (SBP) (-2.8 mmHg difference compared to placebo) at 16 weeks.
There was no difference in diastolic blood pressure (DBP). Similar results for SBP and DBP were
demonstrated at the final 26 week time point of the study.

Cardiovascular Evaluation

In a meta-analysis of phase Il and 11 studies, a total of 51 patients (dulaglutide: 26 [N = 3,885]; all
comparators: 25 [N = 2,125]) experienced at least one cardiovascular (CV) event (death due to CV
causes, nonfatal M1, nonfatal stroke, or hospitalisation for unstable angina). The results showed that
there was no increase in CV risk with dulaglutide compared with control therapies (HR: 0.57; CI:
[0.30, 1.10]).

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
dulaglutide in one or more subsets of the paediatric population in the treatment of type 2 diabetes
mellitus (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption
Following subcutaneous administration to patients with type 2 diabetes, dulaglutide reaches peak

plasma concentrations in 48 hours. The mean peak (Cp,sx) and total (AUC) exposures were
approximately 114 ng/ml and 14,000 ngh/ml, respectively, after multiple subcutaneous 1.5 mg doses
of dulaglutide in patients with type 2 diabetes. Steady-state plasma concentrations were achieved
between 2 to 4 weeks of once-weekly administration of dulaglutide (1.5 mg). Exposures after
subcutaneous administration of single dulaglutide (1.5 mg) doses in the abdomen, thigh, or upper arm
were comparable. The mean absolute bioavailability of dulaglutide following single-dose
subcutaneous administration of single 1.5 mg and 0.75 mg doses was 47 % and 65%, respectively.

Distribution
The mean volume of distribution after subcutaneous administration of dulaglutide 0.75 mg and 1.5 mg
at steady state in patients with type 2 diabetes mellitus were approximately 19.2 L and 17.4 L.

Biotransformation
Dulaglutide is presumed to be degraded into its component amino acids by general protein catabolism
pathways.

Elimination
The mean apparent clearance of dulaglutide 0.75 mg and 1.5 mg at steady state was 0.073 L/h and
0.107 L/h with an elimination half-life of 4.5 and 4.7 days, respectively.

Special populations

Elderly patients (> 65 years old)
Age had no clinically relevant effect on the pharmacokinetic and pharmacodynamic properties of
dulaglutide.

Gender and race
Gender and race had no clinically meaningful effect on the pharmacokinetics of dulaglutide.

Body weight or body mass index

Pharmacokinetic analyses have demonstrated a statistically significant inverse relationship between
body weight or body mass index (BMI) and dulaglutide exposure, although there was no clinically
relevant impact of weight or BMI on glycaemic control.
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Patients with renal impairment

The pharmacokinetics of dulaglutide were evaluated in a clinical pharmacology study and were
generally similar between healthy subjects and patients with mild to severe renal impairment

(CrClI < 30 ml/min), including end stage renal disease (requiring dialysis). In clinical studies, the
dulaglutide safety profile in patients with moderate renal impairment was similar to the overall T2DM
population. These studies did not include patients with severe renal impairment or end stage renal
disease.

Patients with hepatic impairment

The pharmacokinetics of dulaglutide were evaluated in a clinical pharmacology study, where subjects
with hepatic impairment had statistically significant decreases in dulaglutide exposure of up to 30 % to
33 % for mean C,,x and AUC, respectively, compared to healthy controls. There was a general
increase in tmax of dulaglutide with increased hepatic impairment. However, no trend in dulaglutide
exposure was observed relative to the degree of hepatic impairment. These effects were not considered
to be clinically relevant.

Paediatric population
Studies characterising the pharmacokinetics of dulaglutide in paediatric patients have not been
performed.

5.3  Preclinical safety data

Non-clinical data reveal no special hazards for humans based on conventional studies of safety
pharmacology or repeat-dose toxicity.

In a 6-month carcinogenicity study in transgenic mice, there was no tumorigenic response. In a 2-year
carcinogenicity study in rats, at > 7 times the human clinical exposure following 1.5 mg dulaglutide
per week, dulaglutide caused statistically significant, dose-related increases in the incidence of thyroid
C-cell tumours (adenomas and carcinomas combined). The clinical relevance of these findings is
currently unknown.

During the fertility studies, a reduction in the number of corpora lutea and prolonged oestrous cycle
were observed at dose levels that were associated with decreased food intake and body weight gain in
maternal animals; however, no effects on indices of fertility and conception or embryonic
development were observed. In reproductive toxicology studies, skeletal effects and a reduction in
foetal growth were observed in the rat and rabbit at exposures of dulaglutide 11- to 44-fold higher than
those proposed clinically, but no foetal malformations were observed. Treatment of rats throughout
pregnancy and lactation produced memory deficits in female offspring at exposures that were 16-fold
higher than those proposed clinically.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium citrate

Citric acid, anhydrous

Mannitol

Polysorbate 80

Water for injections

6.2  Incompatibilities

In the absence of compatibility studies this medicinal product must not be mixed with other medicinal
products.
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6.3  Shelf life
2 years
6.4  Special precautions for storage

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in original package in order to protect from light.

In use:
Trulicity may be stored unrefrigerated for up to 14 days at a temperature not above 30°C.

6.5 Nature and contents of container

Glass syringe (type 1) encased in a disposable pen.

Each pre-filled pen contains 0.5 ml of solution.

Packs of 2 and 4 pre-filled pens and multipack of 12 (3 packs of 4) pre-filled pens. Not all pack sizes
may be marketed.

6.6  Special precautions for disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

Instructions for use

The pre-filled pen is for single-use only.

The instructions for using the pen, included with the package leaflet, must be followed carefully.
Trulicity should not be used if particles appear or if the solution is cloudy and/or coloured.
Trulicity that has been frozen must not be used.

7. MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Grootslag 1-5, NL-3991 RA Houten, The Netherlands.

8. MARKETING AUTHORISATION NUMBER

EU/1/14/956/006

EU/1/14/956/007

EU/1/14/956/008

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Trulicity 0.75 mg solution for injection in pre-filled syringe

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each pre-filled syringe contains 0.75 mg of dulaglutide* in 0.5 ml solution.
*Produced in CHO cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection (injection).
Clear, colourless solution.

4, CLINICAL PARTICULARS
4.1 Therapeutic indications
Trulicity is indicated in adults with type 2 diabetes mellitus to improve glycaemic control as:

Monotherapy
When diet and exercise alone do not provide adequate glycaemic control in patients for whom the use
of metformin is considered inappropriate due to intolerance or contraindications.

Add-on therapy

In combination with other glucose-lowering medicinal products including insulin, when these,
together with diet and exercise, do not provide adequate glycaemic control (see section 5.1 for data
with respect to different combinations).

4.2 Posology and method of administration

Posology

Monotherapy
The recommended dose is 0.75 mg once weekly.

Add-on therapy

The recommended dose is 1.5 mg once weekly.

For potentially vulnerable populations, such as patients > 75 years, 0.75 mg once weekly can be
considered as a starting dose.

When Trulicity is added to existing metformin and/or pioglitazone therapy, the current dose of
metformin and/or pioglitazone can be continued. When it is added to existing therapy of a
sulphonylurea or prandial insulin, a reduction in the dose of sulphonylurea or insulin may be
considered to reduce the risk of hypoglycaemia (see sections 4.4 and 4.8).
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The use of Trulicity does not require blood glucose self-monitoring. Self-monitoring may be necessary
to adjust the dose of sulphonylurea or prandial insulin.

Elderly patients (> 65 years old)

No dose adjustment is required based on age (see section 5.2). However, the therapeutic experience in
patients > 75 years is very limited (see section 5.1), and in these patients 0.75 mg once weekly can be
considered as a starting dose.

Patients with renal impairment

No dosage adjustment is required in patients with mild or moderate renal impairment.

There is very limited experience in patients with severe renal impairment (eGFR [by CKD-EPI]
< 30 ml/min/1.73 m?) or end stage renal disease, therefore Trulicity is not recommended in this
population (see section 5.2).

Patients with hepatic impairment
No dosage adjustment is required in patients with hepatic impairment.

Paediatric population
The safety and efficacy of dulaglutide in children aged less than 18 years have not yet been
established. No data are available.

Method of administration

Trulicity is to be injected subcutaneously in the abdomen, thigh or upper arm. It should not be
administered intravenously or intramuscularly.

The dose can be administered at any time of day, with or without meals.

If a dose is missed, it should be administered as soon as possible if there are at least 3 days (72 hours)
until the next scheduled dose. If less than 3 days (72 hours) remain before the next scheduled dose, the
missed dose should be skipped and the next dose should be administered on the regularly scheduled
day. In each case, patients can then resume their regular once weekly dosing schedule.

The day of weekly administration can be changed if necessary, as long as the last dose was
administered 3 or more days (72 hours) before.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

Dulaglutide should not be used in patients with type 1 diabetes mellitus or for the treatment of diabetic
ketoacidosis.

Use of GLP-1 receptor agonists may be associated with gastrointestinal adverse reactions. This should
be considered when treating patients with impaired renal function since these events, i.e. nausea,
vomiting, and/or diarrhoea, may cause dehydration which could cause a deterioration of renal
function. Dulaglutide has not been studied in patients with severe gastrointestinal disease, including
severe gastroparesis, and is therefore not recommended in these patients.

Acute pancreatitis
Use of GLP-1 receptor agonists has been associated with a risk of developing acute pancreatitis. In
clinical trials, acute pancreatitis has been reported in association with dulaglutide (see section 4.8).

Patients should be informed of the characteristic symptoms of acute pancreatitis. If pancreatitis is
suspected, dulaglutide should be discontinued. If pancreatitis is confirmed, dulaglutide should not be
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restarted. In the absence of other signs and symptoms of acute pancreatitis, elevations in pancreatic
enzymes alone are not predictive of acute pancreatitis (see section 4.8).

Hypoglycaemia
Patients receiving dulaglutide in combination with sulphonylurea or insulin may have an increased

risk of hypoglycaemia. The risk of hypoglycaemia may be lowered by a reduction in the dose of
sulphonylurea or insulin (see sections 4.2 and 4.8).

Populations not studied
There is limited experience in patients with congestive heart failure.

Sodium content
This medicinal product contains less than 1 mmol sodium (23 mg) per 1.5 mg dose, i.e. essentially
‘sodium- free’.

4.5 Interaction with other medicinal products and other forms of interaction

Dulaglutide delays gastric emptying and has the potential to impact the rate of absorption of
concomitantly administered oral medicinal products. Dulaglutide should be used with caution in
patients receiving oral medicinal products that require rapid gastrointestinal absorption.. For some
prolonged release formulations, an increased release due to an extended gastric residence time may
slightly increase drug exposure.

Paracetamol
Following a first dose of 1 and 3 mg dulaglutide, paracetamol Cmax was reduced by 36 % and 50 %,

respectively, and the median t.,,x occurred later (3 and 4 hours, respectively). After coadministration
with up to 3 mg of dulaglutide at steady state, there were no statistically significant differences on
AUC 0.12), Cinax OF tmax OF paracetamol. No dose adjustment of paracetamol is necessary when
administered with dulaglutide.

Atorvastatin

Coadministration of dulaglutide with atorvastatin decreased C.xand AUC g, up to 70 % and 21 %,
respectively, for atorvastatin and its major metabolite o-hydroxyatorvastatin. The mean ty, of
atorvastatin and o-hydroxyatorvastatin were increased by 17 % and 41 %, respectively, following
dulaglutide administration. These observations are not clinically relevant. No dose adjustment of
atorvastatin is necessary when administered with dulaglutide.

Digoxin

After coadministration of steady state digoxin with 2 consecutive doses of dulaglutide, overall
exposure (AUC,) and t,.x of digoxin were unchanged; and C,x decreased by up to 22 %. This change
is not expected to have clinical consequences. No dose adjustment is required for digoxin when
administered with dulaglutide.

Anti-hypertensives
Coadministration of multiple dulaglutide doses with steady state lisinopril caused no clinically
relevant changes in the AUC or Cmax of lisinopril. Statistically significant delays in lisinopril tysx oOf

approximately 1 hour were observed on Days 3 and 24 of the study. When a single dose of dulaglutide
and metoprolol were coadministered, the AUC and C.x of metoprolol increased by19 % and 32 %,
respectively. While metoprolol t..x was delayed by 1 hour, this change was not statistically significant.
These changes were not clinically relevant; therefore no dose adjustment of lisinopril or metoprolol is
necessary when administered with dulaglutide.

Warfarin

Following dulaglutide coadministration, S- and R-warfarin exposure and R-warfarin C,., were
unaffected, and S-warfarin C, decreased by 22 %. AUCnr increased by 2 %, which is unlikely to be
clinically significant, and there was no effect on maximum international normalised ratio response
(INRmax)- The time of international normalised ratio response (tINR.x) was delayed by 6 hours,
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consistent with delays in t.x of approximately 4 and 6 hours for S- and R-warfarin, respectively.
These changes are not clinically relevant. No dose adjustment for warfarin is necessary when given
together with dulaglutide.

Oral contraceptives

Coadministration of dulaglutide with an oral contraceptive (norgestimate 0.18 mg/ethinyl estradiol
0.025 mg) did not affect the overall exposure to norelgestromin and ethinyl estradiol. Statistically
significant reductions in C.x 0f 26 % and 13 % and delays in ty.x of 2 and 0.30 hours were observed
for norelgestromin and ethinyl estradiol, respectively. These observations are not clinically relevant.
No dose adjustment for oral contraceptives is required when given together with dulaglutide.

Metformin

Following coadministration of multiple dose dulaglutide with steady state metformin (immediate
release formula [IR]), metformin AUC, increased up to 15 % and C,« decreased up to 12 %,
respectively, with no changes in tx. These changes are consistent with the gastric emptying delay of
dulaglutide and within the pharmacokinetic variability of metformin and thus are not clinically
relevant. No dose adjustment for metformin IR is recommended when given with dulaglutide.

Sitagliptin

Sitagliptin exposure was unaffected when coadministered with a single dose of dulaglutide. Following
coadministration with 2 consecutive doses of dulaglutide, sitagliptin AUC q.., and Cy.x decreased by
approximately 7.4 % and 23.1 %, respectively. Sitagliptin t..x increased approximately 0.5 hours
following coadministration with dulaglutide compared to sitagliptin alone.

Sitagliptin can produce up to 80 % inhibition of DPP-4 over a 24-hour period. Dulaglutide
coadministration with sitagliptin increased dulaglutide exposure and Ci,x by approximately 38 % and
27 %, respectively, and median t,,« increased approximately 24 hours. Therefore, dulaglutide does
have a high degree of protection against DPP-4 inactivation (see section 5.1). The increased exposure
may enhance the effects of dulaglutide on blood glucose levels.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no or limited amount of data from the use of dulaglutide in pregnant women. Studies in

animals have shown reproductive toxicity (see section 5.3). Therefore, the use of dulaglutide is not
recommended during pregnancy.

Breast-feeding
It is unknown whether dulaglutide is excreted in human milk. A risk to newborns/infants cannot be

excluded. Dulaglutide should not be used during breast-feeding.

Fertility
The effect of dulaglutide on fertility in humans is unknown. In the rat, there was no direct effect on

mating or fertility following treatment with dulaglutide (see section 5.3).
4.7  Effects on ability to drive and use machines
Trulicity has no or negligible influence on the ability to drive or use machines. When it is used in

combination with a sulphonylurea or prandial insulin, patients should be advised to take precautions to
avoid hypoglycaemia while driving and using machines (see section 4.4).
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4.8 Undesirable effects

Summary of safety profile

In the phase Il and phase 111 studies conducted, 4,006 patients were exposed to dulaglutide alone or in
combination with other glucose lowering medicinal products. The most frequently reported adverse
reactions in clinical trials were gastrointestinal, including nausea, vomiting and diarrhoea. In general
these reactions were mild or moderate in severity and transient in nature.

Tabulated list of adverse reactions

The following adverse reactions have been identified based on evaluation of the full duration of the
phase Il and phase 11 clinical studies and are listed in Table 1 as MedDRA preferred term by system
organ class and in order of decreasing incidence (very common: > 1/10; common: > 1/100 to < 1/10;
uncommon: > 1/1,000 to < 1/100; rare: > 1/10,000 to < 1/1,000; very rare: < 1/10,000 and not known:
cannot be estimated from available data). Within each incidence grouping, adverse reactions are
presented in order of decreasing frequency.

Table 1: The frequency of adverse reactions of dulaglutide

System Organ
Class

Very common

Common

Uncommon

Rare

Metabolism and
nutrition
disorders

Hypoglycaemia*
(when used in
combination with
prandial insulin,
metformint or
metformin plus

Hypoglycaemia*
(when used as
monotherapy or in
combination with
metformin plus
pioglitazone)

glimepiride)
Gastrointestinal | Nausea, Decreased Acute pancreatitis
disorders diarrhoea, appetite,
vomitingT, dyspepsia,
abdominal painf constipation,
flatulence,
abdominal
distention,
gastroesophageal
reflux disease,
eructation
General Fatigue Injection site

disorders and
administration
site conditions

reactions

Investigations

Sinus tachycardia,
first degree
atrioventricular
block (AVB)

* Documented, symptomatic hypoglycaemia and blood glucose < to 3.9 mmol/L

T Dulaglutide 1.5 mg dose only. For dulaglutide 0.75 mg, adverse reaction met frequency for next
lower incidence grouping.

Description of selected adverse reactions

Hypoglycaemia

When dulaglutide 0.75 mg and 1.5 mg were used as monotherapy or in combination with metformin
alone or metformin and pioglitazone, the incidences of documented symptomatic hypoglycaemia were
5.9% to 10.9% and the rates were 0.14 to 0.62 events/patient/year, and no episodes of severe
hypoglycaemia were reported.
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The incidences of documented symptomatic hypoglycaemia when dulaglutide 0.75 mg and 1.5 mg,
respectively, were used in combination with a sulphonylurea (plus metformin) were 39.0% and 40.3%
and the rates were 1.67 and 1.67 events/patient/year. The severe hypoglycaemia event incidences were
0% and 0.7%, and rates were 0.00 and 0.01 events/patient/year.

The incidences when dulaglutide 0.75 mg and 1.5 mg, respectively, were used in combination with
prandial insulin were 85.3% and 80.0% and rates were 35.66 and 31.06 events/patient/year. The severe
hypoglycaemia event incidences were 2.4% and 3.4%, and rates were 0.05 and

0.06 events/patient/year.

Gastrointestinal adverse reactions

Cumulative reporting of gastrointestinal events up to 104 weeks with dulaglutide 0.75mg and 1.5 mg,
respectively, included nausea (12.9% and 21.2 %), diarrhoea (10.7% and 13.7 %) and vomiting (6.9%
and 11.5 %). These were typically mild or moderate in severity and were reported to peak during the
first 2 weeks of treatment and rapidly declined over the next 4 weeks, after which the rate remained
relatively constant.

In clinical pharmacology studies conducted in patients with type 2 diabetes mellitus up to 6 weeks, the
majority of gastrointestinal events were reported during the first 2-3 days after the initial dose and
declined with subsequent doses.

Acute pancreatitis

The incidence of acute pancreatitis in Phase Il and 11 clinical studies was 0.07% for dulaglutide
compared to 0.14% for placebo and 0.19% for comparators with or without additional background
antidiabetic therapy.

Pancreatic enzymes

Dulaglutide is associated with mean increases from baseline in pancreatic enzymes (lipase and/or
pancreatic amylase) of 11 % to 21 % (see section 4.4). In the absence of other signs and symptoms of
acute pancreatitis, elevations in pancreatic enzymes alone are not predictive of acute pancreatitis.

Heart rate increase

Small mean increases in heart rate of 2 to 4 beats per minute (bpm) and a 1.3% and 1.4 % incidence of
sinus tachycardia, with a concomitant increase from baseline > 15 bpm, were observed with
dulaglutide 0.75mg and 1.5 mg, respectively.

First degree AV block/PR interval prolongation
Small mean increases from baseline in PR interval of 2 to 3 msec and a 1.5% and 2.4 % incidence of
first-degree AV block were observed with dulaglutide 0.75 mg and 1.5 mg, respectively.

Immunogenicity

In clinical studies, treatment with dulaglutide was associated with a 1.6 % incidence of treatment
emergent dulaglutide anti-drug antibodies, indicating that the structural modifications in the GLP-1
and modified 1gG4 parts of the dulaglutide molecule, together with high homology with native GLP-1
and native 1gG4, minimise the risk of immune response against dulaglutide. Patients with dulaglutide
anti-drug antibodies generally had low titres, and although the number of patients developing
dulaglutide anti-drug antibodies was low, examination of the phase 111 data revealed no clear impact of
dulaglutide anti-drug antibodies on changes in HbAlc.

Hypersensitivity

In the phase Il and phase 111 clinical studies, systemic hypersensitivity events (e.g., urticaria, edema)
were reported in 0.5 % of patients receiving dulaglutide. None of the patients with systemic
hypersensitivity developed dulaglutide anti-drug antibodies.
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Injection site reactions

Injection site adverse events were reported in 1.9 % of patients receiving dulaglutide. Potentially
immune-mediated injection site adverse events (e.g., rash, erythema) were reported in 0.7 % of
patients and were usually mild.

Discontinuation due to an adverse event

In studies of 26 weeks duration, the incidence of discontinuation due to adverse events was 2.6%
(0.75 mg) and 6.1% (1.5 mg) for dulaglutide versus 3.7 % for placebo. Through the full study duration
(up to 104 weeks), the incidence of discontinuation due to adverse events was 5.1% (0.75 mg) and

8.4 % (1.5 mg) for dulaglutide. The most frequent adverse reactions leading to discontinuation for
0.75 mg and 1.5 mg dulaglutide, respectively, were nausea (1.0%, 1.9 %), diarrhoea (0.5%, 0.6 %),
and vomiting (0.4%, 0.6 %), and were generally reported within the first 4-6 weeks.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

49 Overdose

Effects of overdose with dulaglutide in clinical studies have included gastrointestinal disorders and
hypoglycaemia. In the event of overdose, appropriate supportive treatment should be initiated
according to the patient’s clinical signs and symptoms.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: {not yet assigned}, ATC code: {not yet assigned}.

Mechanism of action

Dulaglutide is a long-acting glucagon-like peptide 1 (GLP-1) receptor agonist. The molecule consists
of 2 identical disulfide-linked chains, each containing a modified human GLP-1 analogue sequence
covalently linked to a modified human immunoglobulin G4 (IgG4) heavy chain fragment (Fc) by a
small peptide linker. The GLP-1 analog portion of dulaglutide is approximately 90 % homologous to
native human GLP-1 (7-37). Native GLP-1 has a half-life of 1.5-2 minutes due to degradation by
DPP-4 and renal clearance. In contrast to native GLP-1, dulaglutide is resistant to degradation by
DPP-4, and has a large size that slows absorption and reduces renal clearance. These engineering
features result in a soluble formulation and a prolonged half-life of 4.7 days, which makes it suitable
for once-weekly subcutaneous administration. In addition, the dulaglutide molecule was engineered to
prevent the Fcy receptor-dependent immune response and to reduce its immunogenic potential.

Dulaglutide exhibits several antihyperglycaemic actions of GLP-1. In the presence of elevated glucose
concentrations, dulaglutide increases intracellular cyclic AMP (CAMP) in pancreatic beta cells leading
to insulin release. Dulaglutide suppresses glucagon secretion which is known to be inappropriately
elevated in patients with type 2 diabetes. Lower glucagon concentrations lead to decreased hepatic
glucose output. Dulaglutide also slows gastric emptying.

Pharmacodynamic effects

Dulaglutide improves glycaemic control through the sustained effects of lowering fasting, pre-meal
and postprandial glucose concentrations in patients with type 2 diabetes starting after the first
dulaglutide administration and is sustained throughout the once weekly dosing interval.

A pharmacodynamic study with dulaglutide demonstrated, in patients with type 2 diabetes, a
restoration of first phase insulin secretion to a level that exceeded levels observed in healthy subjects

38



on placebo, and improved second phase insulin secretion in response to an intravenous bolus of
glucose. In the same study, a single 1.5 mg dose of dulaglutide appeared to increase maximal insulin
secretion from the B-cells, and to enhance B-cell function in subjects with type 2 diabetes mellitus as
compared with placebo.

Consistent with the pharmacokinetic profile, dulaglutide has a pharmacodynamic profile suitable for
once weekly administration (see section 5.2).

Clinical efficacy and safety

Glycaemic control

The safety and efficacy of dulaglutide was evaluated in six randomised, controlled, phase I1I trials
involving 5,171 patients with type 2 diabetes. Of these, 958 were > 65 years of which 93 were > 75
years. These studies included 3,136 dulaglutide-treated patients, of whom 1,719 were treated with
Trulicity 1.5 mg weekly and 1,417 were treated with Trulicity 0.75 mg weekly. In all studies,
dulaglutide produced clinically significant improvements in glycaemic control as measured by
glycosylated haemoglobin Alc (HbAlc).

Monotherapy

Dulaglutide was studied in a 52 week active controlled monotherapy study in comparison to
metformin. Trulicity 1.5 mg and 0.75 mg were superior to metformin (1500-2000 mg/day) in the
reduction in HbAlc and a significantly greater proportion of patients reached an HbAlc target of

< 7.0 % and < 6.5 % with Trulicity 1.5 mg and Trulicity 0.75 mg compared to metformin at 26 weeks.

Table 2: Results of a 52 week active controlled monotherapy study with two doses of dulaglutide in
comparison to metformin

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0% (%) <6.5% (%)  (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 g 763 0.78" 615" 46.0* 161 2.29
once weekly (n=269)
Dulaglutide 0.75mg | 7 5¢ 071" 62.6" 40.0° 146 136"
once weekly (n=270)
Metformin
1500-2000 mg/day 7.60 -0.56 53.6 29.8 -1.34 -2.22
(n=268)
52 weeks
Dulaglutide 1.5 mg 7.63 -0.70" 60.0" 42.3" -1.56" -1.93
once weekly (n=269)
Dulaglutide 0.75 mg et i 1 0ot
once weekly (n=270) 7.58 0.55 53.2 34.7 1.00 1.09
Metformin
1500-2000 mg/day 7.60 -0.51 48.3 28.3 -1.15 -2.20
(n=268)

T multiplicity adjusted 1-sided p-value < 0.025, for noninferiority; T1 multiplicity adjusted 1-sided
p-value < 0.025, for superiority of dulaglutide to metformin, assessed for HoAlc only

* p<0.05,*p<0.001 dulaglutide treatment group compared to metformin

The rate of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and

metformin were 0.62, 0.15, and 0.09 episodes/patient/year, respectively. No cases of severe

hypoglycaemia were observed.

Combination therapy with metformin

The safety and efficacy of dulaglutide was investigated in a placebo and active controlled (sitagliptin
100 mg daily) study of 104 weeks duration, all in combination with metformin. Treatment with
Trulicity 1.5 mg and 0.75 mg resulted in a superior reduction in HbAlc compared to sitagliptin at
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52 weeks, accompanied by a significantly greater proportion of patients achieving HbAlc targets of
< 7.0 % and < 6.5 %. These effects were sustained to the end of the study (104 weeks).

Table 3: Results of a 104 week placebo and active controlled study with two doses of dulaglutide in
comparison to sitagliptin

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0 %(%) <6.5%(%) (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg 8.12 SL22FH | pO.grR | gp ekt | o ggest |3 g gt
once weekly (n=304) ' ' ' ' ' '
Dulaglutide 0.75mg | g 1 1017 | BEme | g1 oot | g7ee# | ggn
once weekly (n=302) ' ' ' ' ' '
Placebo (n=177) 8.10 0.03 21.0 12.5 -0.49 -1.47
Sitagliptin
100 mg once daily 8.09 -0.61 37.8 21.8 -0.97 -1.46
(n=315)
52 weeks
Dulaglutide 1.5 mg 8.12 -1.10" 57.6" 41.7" -2.38" -3.03"
once weekly (n=304) ' ' ' ' ' '
Dulaglutide 0.75 mg 8.19 -0.87" 48.8" 29.0" -1.63" -2.60"
once weekly (n=302) ' ' ' ' ' '
Sitagliptin 100 mg
once daily (n=315) 8.09 -0.39 33.0 19.2 -0.90 -1.53
104 weeks
Dulaglutide 1.5 mg 8.12 0.99" 54.3" 39.1% -1.99% -2.88"
once weekly (n=304) ' ' ' ' ' '
Dulaglutide 0.75mg | g 1 071" 44.8" 242" 139 2.39
once weekly (n=302) ' ' ' ' ' '
Sitagliptin 100 mg
once daily (n=315) 8.09 -0.32 31.1 14.1 -0.47 -1.75

T1 multiplicity adjusted 1-sided p-value < 0.025, for superiority of dulaglutide compared to sitagliptin,
assessed only for HbAlc at 52 and 104 weeks

multiplicity adjusted 1-sided p-value < 0.001 for superiority of dulaglutide compared to placebo,
assessed for HbAlc only

**p < 0.001 dulaglutide treatment group compared to placebo

" p < 0.001 dulaglutide treatment group compared to sitagliptin

Es

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and
sitagliptin were 0.19, 0.18, and 0.17 episodes/patient/year, respectively. No cases of severe
hypoglycaemia with dulaglutide were observed.

The safety and efficacy of dulaglutide was also investigated in an active controlled study (liraglutide
1.8 mg daily) of 26 weeks duration, both in combination with metformin. Treatment with Trulicity
1.5 mg resulted in similar lowering of HbAlc and patients achieving HbA1c targets of < 7.0 % and
< 6.5 % compared to liraglutide.
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Table 4: Results of a 26 week active controlled study of one dose of dulaglutide in comparison to

liraglutide
Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0 %(%) <6.5 %(%) (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg 1424 ) _9 90¢
once weekly (n=299) 8.06 68.3 54.6 1.93 2.90
Liraglutide™ 1.8 mg 136 ] i
daily (n=300) 8.05 67.9 50.9 1.90 3.61

* 1-sided p-value p < 0.001, for noninferiority of dulaglutide compared to liraglutide, assessed only

for HbAlc.

# p <0.05 dulaglutide treatment group compared to liraglutide.

* Patients randomised to liraglutide were initiated at a dose of 0.6 mg/day. After Week 1, patients
were up-titrated to 1.2 mg/day and then at Week 2 to 1.8 mg/day.

The rate of documented symptomatic hypoglycaemia with Trulicity 1.5 mg was
0.12 episodes/patient/year and with liraglutide was 0.29 episodes/patient/year. No cases of severe
hypoglycaemia were observed

Combination therapy with metformin and sulphonylurea

In an active controlled study of 78 weeks duration, dulaglutide was compared to insulin glargine, both
on a background of metformin and a sulphonylurea. At 52 weeks, Trulicity 1.5 mg demonstrated
superior lowering in HbA1c to insulin glargine which was maintained at 78 weeks; whereas lowering
in HbAlc with Trulicity 0.75 mg was non-inferior to insulin glargine. With Trulicity 1.5 mg a
significantly higher percentage of patients reached a target HbAlc of < 7.0 % or < 6.5 % at 52 and

78 weeks compared to insulin glargine.

Table 5: Results of a 78 week active controlled study with two doses of dulaglutide in comparison to
insulin glargine

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbAlc weight
(%) (%) <7.0% (%) <6.5% (%) (mmol/L) (kg)
52 weeks
Dulaglutide 1.5 mg 8.18 -1.08" 532" 27.0" -1.50 -1.87"
once weekly (n=273) ' ' ' ' ' '
Dulaglutide 0.75mg | g ;5 -0.76' 37.1 225" -0.87" -1.33"
once weekly (n=272) ' ' ' ' ' '
Insulin glargine®
once daily (1=262) 8.10 -0.63 30.9 135 -1.76 1.44
78 weeks
Dulaglutide 1.5 mg 8.18 0.90'" 49.0* 28.1% -1.10° 1.96*
once weekly (n=273) ' ' ' ' ' '
Dulaglutide 0.75 mg i 4
once weekly (n=272) 8.13 -0.62t 34.1 22.1 -0.58 -1.54
Insulin glargine”
once daily (1=262) 8.10 -0.59 30.5 16.6 -1.58 1.28

t multiplicity adjusted 1-sided p-value < 0.025, for noninferiority; T1 multiplicity adjusted 1-sided
p-value < 0.025, for superiority of dulaglutide to insulin glargine, assessed for HbAlc only

p < 0.05, #p < 0.001 dulaglutide treatment group compared to insulin glargine

Insulin glargine doses were adjusted utilising an algorithm with a fasting plasma glucose target of
< 5.6 mmol/L

#

+

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and insulin
glargine were 1.67, 1.67, and 3.02 episodes/patient/year, respectively. Two cases of severe
hypoglycaemia were observed with Trulicity 1.5mg and two cases of severe hypoglycaemia were
observed with insulin glargine.

41




Combination therapy with metformin and pioglitazone

In a placebo and active (exenatide twice daily) controlled study, both in combination with metformin
and pioglitazone, Trulicity 1.5 mg and 0.75 mg demonstrated superiority for HbAlc reduction in
comparison to placebo and exenatide,, accompanied by a significantly a greater percentage of patients
achieving HbAlc targets of < 7.0 % or < 6.5 %

Table 6: Results of a 52 week active controlled study with two doses of dulagltuide in comparison to
exenatide

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0% (%) <6.5% (%)  (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg tt - ook - Hok
once weekly (n=279) 8.10 -1.51%%, 78.2 62.7 -2.36 -1.30
Dulaglutide 0.75 mg t i it i i
once weekly (n=280) 8.05 -1.30%%/ 65.8 53.2 -1.90 0.20
Placebo (n=141) 8.06 -0.46 42.9 24.4 -0.26 1.24
Exenatide”
10 mcg twice daily 8.07 -0.99 52.3 38.0 -1.35 -1.07
(n=276)
52 weeks
Dulaglutide 1.5 mg 8.10 -1.36" 70.8" 57.2% -2.04% -1.10
once weekly (n=279) ' ' ' ' ' '
Dulaglutide 0.75 mg 8.05 -1.07" 59.1% 48.3% -1.58" 0.44"
once weekly (n=280) ' ' ' ' ' '
Exenatide”
10 mcg twice daily 8.07 -0.80 49.2 34.6 -1.03 -0.80
(n=276)

T1 multiplicity adjusted 1-sided p-value < 0.025, for superiority of dulaglutide to exenatide, assessed
for HbAlc only
11 multiplicity adjusted 1-sided p-value < 0.001 for superiority of dulaglutide compared to placebo,
assessed for HbAlc only
* p<0.05 **p<0.001 dulaglutide treatment group compared to placebo
*  p<0.05, *p < 0.001 dulaglutide treatment group compared to exenatide

Exenatide dose was 5 mcg twice daily for first 4 weeks and 10 mcg twice daily thereafter

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and
exenatide twice daily were 0.19, 0.14, and 0.75 episodes/patient/year, respectively. No cases of severe
hypoglycaemia were observed for dulaglutide and two cases of severe hypoglycaemia were observed
with exenatide twice daily.

Combination therapy with prandial insulin with or without metformin

In this study, patients on 1 or 2 insulin injections per day prior to study entry, discontinued their
prestudy insulin regimen and were randomised to dulaglutide once weekly or insulin glargine once
daily, both in combination with prandial insulin lispro three times daily, with or without metformin. At
26 weeks, both Trulicity 1.5 mg and 0.75mg were superior to insulin glargine in lowering of HbAlc
and this effect was sustained at 52 weeks. . A greater percentage of patients achieved HbA1c targets of
<7.0% or <6.5 % at 26 weeks and < 7.0 % at 52 weeks than with insulin glargine.
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Table 7: Results of a 52 week active controlled study with two doses of dulaglutide in comparison to
insulin glargine

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0% (%) <6.5% (%) (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg 8.46 164 67.6" 48.0° 0.27* 0.87"
once weekly (n=295) ' ' ' ' ' '
Dulaglutide 0.75 mg 8.40 -1.59" 69.0" 43.0 0.22% 0.18"
once weekly (n=293) ' ' ' ' ' '
Insulin glargine®
once daily (1=296) 8.53 -1.41 56.8 375 -1.58 2.33
52 weeks
Dulaglutide 1.5 mg 8.46 -1.48'" 58.5" 36.7 0.08" -0.35%
once weekly (n=295) ' ' ' ' ' '
Dulaglutide 0.75mg | g 4 142" 56.3 34.7 0.41* 0.86"
once weekly (n=293) ' ' ' ' ' '
Insulin glargine”
once daily (n=296) 8.53 -1.23 49.3 30.4 -1.01 2.89

t1 multiplicity adjusted 1-sided p-value < 0.025, for superiority of dulaglutide to insulin glargine,
assessed for HbAlc only

p < 0.05, *p < 0.001 dulaglutide treatment group compared to insulin glargine

Insulin glargine doses were adjusted utilizing an algorithm with a fasting plasma glucose target of
< 5.6 mmol/L

#

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and insulin
glargine were 31.06, 35.66, and 40.95 episodes/patient/year, respectively. Ten patients reported severe
hypoglycaemia with Trulicity 1.5 mg, seven with Trulicity 0.75 mg, and fifteen with insulin glargine.

Fasting blood glucose

Treatment with dulaglutide resulted in significant reductions from baseline in fasting blood glucose.
The majority of the effect on fasting blood glucose concentrations occurred by 2 weeks. The
improvement in fasting glucose was sustained through the longest study duration of 104 weeks.

Postprandial glucose
Treatment with dulaglutide resulted in significant reductions in mean post prandial glucose from
baseline (changes from baseline to primary time point -1.95 mmol/L to -4.23 mmol/L).

Beta-cell function

Clinical studies with dulaglutide have indicated enhanced beta-cell function as measured by
homeostasis model assessment (HOMA2-%B). The durability of effect on beta-cell function was
maintained through the longest study duration of 104 weeks.

Body weight

Trulicity 1.5 mg was associated with sustained weight reduction over the duration of studies (from
baseline to final time point -0.35 kg to -2.90 kg). Changes in body weight with Trulicity 0.75 mg
ranged from 0.86 kg to -2.63 kg. Reduction in body weight was observed in patients treated with
dulaglutide irrespective of nausea, though the reduction was numerically larger in the group with
nausea.

Patient reported outcomes

Dulaglutide significantly improved total treatment satisfaction compared to exenatide twice daily. In
addition, there was significantly lower perceived frequency of hyperglycaemia and hypoglycaemia
compared to exenatide twice daily.
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Blood pressure

The effect of dulaglutide on blood pressure as assessed by Ambulatory Blood Pressure Monitoring
was evaluated in a study of 755 patients with type 2 diabetes. Treatment with dulglutide provided
reductions in systolic blood pressure (SBP) (-2.8 mmHg difference compared to placebo) at 16 weeks.
There was no difference in diastolic blood pressure (DBP). Similar results for SBP and DBP were
demonstrated at the final 26 week time point of the study.

Cardiovascular Evaluation

In a meta-analysis of phase Il and 11 studies, a total of 51 patients (dulaglutide: 26 [N = 3,885]; all
comparators: 25 [N = 2,125]) experienced at least one cardiovascular (CV) event (death due to CV
causes, nonfatal M1, nonfatal stroke, or hospitalisation for unstable angina). The results showed that
there was no increase in CV risk with dulaglutide compared with control therapies (HR: 0.57; CI:
[0.30, 1.10]).

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
dulaglutide in one or more subsets of the paediatric population in the treatment of type 2 diabetes
mellitus (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption
Following subcutaneous administration to patients with type 2 diabetes, dulaglutide reaches peak

plasma concentrations in 48 hours. The mean peak (Cp,sx) and total (AUC) exposures were
approximately 114 ng/ml and 14,000 ngh/ml, respectively, after multiple subcutaneous 1.5 mg doses
of dulaglutide in patients with type 2 diabetes. Steady-state plasma concentrations were achieved
between 2 to 4 weeks of once-weekly administration of dulaglutide (1.5 mg). Exposures after
subcutaneous administration of single dulaglutide (1.5 mg) doses in the abdomen, thigh, or upper arm
were comparable. The mean absolute bioavailability of dulaglutide following single-dose
subcutaneous administration of single 1.5 mg and 0.75 mg doses was 47 % and 65%, respectively.

Distribution
The mean volume of distribution after subcutaneous administration of dulaglutide 0.75 mg and 1.5 mg
at steady state in patients with type 2 diabetes mellitus were approximately 19.2 L and 17.4 L.

Biotransformation
Dulaglutide is presumed to be degraded into its component amino acids by general protein catabolism
pathways.

Elimination
The mean apparent clearance of dulaglutide 0.75 mg and 1.5 mg at steady state was 0.073 L/h and
0.107 L/h with an elimination half-life of 4.5 and 4.7 days, respectively.

Special populations

Elderly patients (> 65 years old)
Age had no clinically relevant effect on the pharmacokinetic and pharmacodynamic properties of
dulaglutide.

Gender and race
Gender and race had no clinically meaningful effect on the pharmacokinetics of dulaglutide.

Body weight or body mass index

Pharmacokinetic analyses have demonstrated a statistically significant inverse relationship between
body weight or body mass index (BMI) and dulaglutide exposure, although there was no clinically
relevant impact of weight or BMI on glycaemic control.
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Patients with renal impairment

The pharmacokinetics of dulaglutide were evaluated in a clinical pharmacology study and were
generally similar between healthy subjects and patients with mild to severe renal impairment

(CrClI < 30 ml/min), including end stage renal disease (requiring dialysis). In clinical studies, the
dulaglutide safety profile in patients with moderate renal impairment was similar to the overall T2DM
population. These studies did not include patients with severe renal impairment or end stage renal
disease.

Patients with hepatic impairment

The pharmacokinetics of dulaglutide were evaluated in a clinical pharmacology study, where subjects
with hepatic impairment had statistically significant decreases in dulaglutide exposure of up to 30 % to
33 % for mean C,,x and AUC, respectively, compared to healthy controls. There was a general
increase in tmax of dulaglutide with increased hepatic impairment. However, no trend in dulaglutide
exposure was observed relative to the degree of hepatic impairment. These effects were not considered
to be clinically relevant.

Paediatric population
Studies characterising the pharmacokinetics of dulaglutide in paediatric patients have not been
performed.

5.3  Preclinical safety data

Non-clinical data reveal no special hazards for humans based on conventional studies of safety
pharmacology or repeat-dose toxicity.

In a 6-month carcinogenicity study in transgenic mice, there was no tumorigenic response. In a 2-year
carcinogenicity study in rats, at > 7 times the human clinical exposure following 1.5 mg dulaglutide
per week, dulaglutide caused statistically significant, dose-related increases in the incidence of thyroid
C-cell tumours (adenomas and carcinomas combined). The clinical relevance of these findings is
currently unknown.

During the fertility studies, a reduction in the number of corpora lutea and prolonged oestrous cycle
were observed at dose levels that were associated with decreased food intake and body weight gain in
maternal animals; however, no effects on indices of fertility and conception or embryonic
development were observed. In reproductive toxicology studies, skeletal effects and a reduction in
foetal growth were observed in the rat and rabbit at exposures of dulaglutide 11- to 44-fold higher than
those proposed clinically, but no foetal malformations were observed. Treatment of rats throughout
pregnancy and lactation produced memory deficits in female offspring at exposures that were 16-fold
higher than those proposed clinically.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium citrate

Citric acid, anhydrous

Mannitol

Polysorbate 80

Water for injections

6.2  Incompatibilities

In the absence of compatibility studies this medicinal product must not be mixed with other medicinal
products.
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6.3  Shelf life
2 years
6.4  Special precautions for storage

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in original package in order to protect from light.

In use:
Trulicity may be stored unrefrigerated for up to 14 days at a temperature not above 30°C.

6.5 Nature and contents of container

Glass syringe (type I).

Each pre-filled syringe contains 0.5 ml of solution.

Packs of 4 pre-filled syringes and multipack of 12 (3 packs of 4) pre-filled syringes. Not all pack sizes
may be marketed.

6.6  Special precautions for disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

Instructions for use

The pre-filled syringe is for single-use only.

The instructions for using the syringe, included with the package leaflet, must be followed carefully.
Trulicity should not be used if particles appear or if the solution is cloudy and/or coloured.

Trulicity that has been frozen must not be used.

7. MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Grootslag 1-5, NL-3991 RA Houten, The Netherlands.

8. MARKETING AUTHORISATION NUMBER

EU/1/14/956/004

EU/1/14/956/005

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Trulicity 1.5 mg solution for injection in pre-filled syringe

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each pre-filled syringe contains 1.5 mg of dulaglutide* in 0.5 ml solution.
*Produced in CHO cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection (injection).
Clear, colourless solution.

4, CLINICAL PARTICULARS
4.1 Therapeutic indications
Trulicity is indicated in adults with type 2 diabetes mellitus to improve glycaemic control as:

Monotherapy
When diet and exercise alone do not provide adequate glycaemic control in patients for whom the use
of metformin is considered inappropriate due to intolerance or contraindications.

Add-on therapy

In combination with other glucose-lowering medicinal products including insulin, when these,
together with diet and exercise, do not provide adequate glycaemic control (see section 5.1 for data
with respect to different combinations).

4.2 Posology and method of administration

Posology

Monotherapy
The recommended dose is 0.75 mg once weekly.

Add-on therapy

The recommended dose is 1.5 mg once weekly.

For potentially vulnerable populations, such as patients > 75 years, 0.75 mg once weekly can be
considered as a starting dose.

When Trulicity is added to existing metformin and/or pioglitazone therapy, the current dose of
metformin and/or pioglitazone can be continued. When it is added to existing therapy of a
sulphonylurea or prandial insulin, a reduction in the dose of sulphonylurea or insulin may be
considered to reduce the risk of hypoglycaemia (see sections 4.4 and 4.8).
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The use of Trulicity does not require blood glucose self-monitoring. Self-monitoring may be necessary
to adjust the dose of sulphonylurea or prandial insulin.

Elderly patients (> 65 years old)

No dose adjustment is required based on age (see section 5.2). However, the therapeutic experience in
patients > 75 years is very limited (see section 5.1), and in these patients 0.75 mg once weekly can be
considered as a starting dose.

Patients with renal impairment

No dosage adjustment is required in patients with mild or moderate renal impairment.

There is very limited experience in patients with severe renal impairment (eGFR [by CKD-EPI]
< 30 ml/min/1.73 m?) or end stage renal disease, therefore Trulicity is not recommended in this
population (see section 5.2).

Patients with hepatic impairment
No dosage adjustment is required in patients with hepatic impairment.

Paediatric population
The safety and efficacy of dulaglutide in children aged less than 18 years have not yet been
established. No data are available.

Method of administration

Trulicity is to be injected subcutaneously in the abdomen, thigh or upper arm. It should not be
administered intravenously or intramuscularly.

The dose can be administered at any time of day, with or without meals.

If a dose is missed, it should be administered as soon as possible if there are at least 3 days (72 hours)
until the next scheduled dose. If less than 3 days (72 hours) remain before the next scheduled dose, the
missed dose should be skipped and the next dose should be administered on the regularly scheduled
day. In each case, patients can then resume their regular once weekly dosing schedule.

The day of weekly administration can be changed if necessary, as long as the last dose was
administered 3 or more days (72 hours) before.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

Dulaglutide should not be used in patients with type 1 diabetes mellitus or for the treatment of diabetic
ketoacidosis.

Use of GLP-1 receptor agonists may be associated with gastrointestinal adverse reactions. This should
be considered when treating patients with impaired renal function since these events, i.e. nausea,
vomiting, and/or diarrhoea, may cause dehydration which could cause a deterioration of renal
function. Dulaglutide has not been studied in patients with severe gastrointestinal disease, including
severe gastroparesis, and is therefore not recommended in these patients.

Acute pancreatitis
Use of GLP-1 receptor agonists has been associated with a risk of developing acute pancreatitis. In
clinical trials, acute pancreatitis has been reported in association with dulaglutide (see section 4.8).

Patients should be informed of the characteristic symptoms of acute pancreatitis. If pancreatitis is
suspected, dulaglutide should be discontinued. If pancreatitis is confirmed, dulaglutide should not be
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restarted. In the absence of other signs and symptoms of acute pancreatitis, elevations in pancreatic
enzymes alone are not predictive of acute pancreatitis (see section 4.8).

Hypoglycaemia
Patients receiving dulaglutide in combination with sulphonylurea or insulin may have an increased

risk of hypoglycaemia. The risk of hypoglycaemia may be lowered by a reduction in the dose of
sulphonylurea or insulin (see sections 4.2 and 4.8).

Populations not studied
There is limited experience in patients with congestive heart failure.

Sodium content
This medicinal product contains less than 1 mmol sodium (23 mg) per 1.5 mg dose, i.e. essentially
‘sodium- free’.

4.5 Interaction with other medicinal products and other forms of interaction

Dulaglutide delays gastric emptying and has the potential to impact the rate of absorption of
concomitantly administered oral medicinal products. Dulaglutide should be used with caution in
patients receiving oral medicinal products that require rapid gastrointestinal absorption.. For some
prolonged release formulations, an increased release due to an extended gastric residence time may
slightly increase drug exposure.

Paracetamol
Following a first dose of 1 and 3 mg dulaglutide, paracetamol Cmax was reduced by 36 % and 50 %,

respectively, and the median t.,,x occurred later (3 and 4 hours, respectively). After coadministration
with up to 3 mg of dulaglutide at steady state, there were no statistically significant differences on
AUC 0.12), Cinax OF tmax OF paracetamol. No dose adjustment of paracetamol is necessary when
administered with dulaglutide.

Atorvastatin

Coadministration of dulaglutide with atorvastatin decreased C.xand AUC g, up to 70 % and 21 %,
respectively, for atorvastatin and its major metabolite o-hydroxyatorvastatin. The mean ty, of
atorvastatin and o-hydroxyatorvastatin were increased by 17 % and 41 %, respectively, following
dulaglutide administration. These observations are not clinically relevant. No dose adjustment of
atorvastatin is necessary when administered with dulaglutide.

Digoxin

After coadministration of steady state digoxin with 2 consecutive doses of dulaglutide, overall
exposure (AUC,) and t,.x of digoxin were unchanged; and C,x decreased by up to 22 %. This change
is not expected to have clinical consequences. No dose adjustment is required for digoxin when
administered with dulaglutide.

Anti-hypertensives
Coadministration of multiple dulaglutide doses with steady state lisinopril caused no clinically
relevant changes in the AUC or Cmax of lisinopril. Statistically significant delays in lisinopril tysx oOf

approximately 1 hour were observed on Days 3 and 24 of the study. When a single dose of dulaglutide
and metoprolol were coadministered, the AUC and C.x of metoprolol increased by19 % and 32 %,
respectively. While metoprolol t..x was delayed by 1 hour, this change was not statistically significant.
These changes were not clinically relevant; therefore no dose adjustment of lisinopril or metoprolol is
necessary when administered with dulaglutide.

Warfarin

Following dulaglutide coadministration, S- and R-warfarin exposure and R-warfarin C,., were
unaffected, and S-warfarin C, decreased by 22 %. AUCnr increased by 2 %, which is unlikely to be
clinically significant, and there was no effect on maximum international normalised ratio response
(INRmax)- The time of international normalised ratio response (tINR.x) was delayed by 6 hours,
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consistent with delays in t.x of approximately 4 and 6 hours for S- and R-warfarin, respectively.
These changes are not clinically relevant. No dose adjustment for warfarin is necessary when given
together with dulaglutide.

Oral contraceptives

Coadministration of dulaglutide with an oral contraceptive (norgestimate 0.18 mg/ethinyl estradiol
0.025 mg) did not affect the overall exposure to norelgestromin and ethinyl estradiol. Statistically
significant reductions in C.x 0f 26 % and 13 % and delays in ty.x of 2 and 0.30 hours were observed
for norelgestromin and ethinyl estradiol, respectively. These observations are not clinically relevant.
No dose adjustment for oral contraceptives is required when given together with dulaglutide.

Metformin

Following coadministration of multiple dose dulaglutide with steady state metformin (immediate
release formula [IR]), metformin AUC, increased up to 15 % and C,« decreased up to 12 %,
respectively, with no changes in tx. These changes are consistent with the gastric emptying delay of
dulaglutide and within the pharmacokinetic variability of metformin and thus are not clinically
relevant. No dose adjustment for metformin IR is recommended when given with dulaglutide.

Sitagliptin

Sitagliptin exposure was unaffected when coadministered with a single dose of dulaglutide. Following
coadministration with 2 consecutive doses of dulaglutide, sitagliptin AUC q.., and Cy.x decreased by
approximately 7.4 % and 23.1 %, respectively. Sitagliptin t..x increased approximately 0.5 hours
following coadministration with dulaglutide compared to sitagliptin alone.

Sitagliptin can produce up to 80 % inhibition of DPP-4 over a 24-hour period. Dulaglutide
coadministration with sitagliptin increased dulaglutide exposure and Ci,x by approximately 38 % and
27 %, respectively, and median t,,« increased approximately 24 hours. Therefore, dulaglutide does
have a high degree of protection against DPP-4 inactivation (see section 5.1). The increased exposure
may enhance the effects of dulaglutide on blood glucose levels.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no or limited amount of data from the use of dulaglutide in pregnant women. Studies in

animals have shown reproductive toxicity (see section 5.3). Therefore, the use of dulaglutide is not
recommended during pregnancy.

Breast-feeding
It is unknown whether dulaglutide is excreted in human milk. A risk to newborns/infants cannot be

excluded. Dulaglutide should not be used during breast-feeding.

Fertility
The effect of dulaglutide on fertility in humans is unknown. In the rat, there was no direct effect on

mating or fertility following treatment with dulaglutide (see section 5.3).
4.7  Effects on ability to drive and use machines
Trulicity has no or negligible influence on the ability to drive or use machines. When it is used in

combination with a sulphonylurea or prandial insulin, patients should be advised to take precautions to
avoid hypoglycaemia while driving and using machines (see section 4.4).
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4.8 Undesirable effects

Summary of safety profile

In the phase Il and phase 111 studies conducted, 4,006 patients were exposed to dulaglutide alone or in
combination with other glucose lowering medicinal products. The most frequently reported adverse
reactions in clinical trials were gastrointestinal, including nausea, vomiting and diarrhoea. In general
these reactions were mild or moderate in severity and transient in nature.

Tabulated list of adverse reactions

The following adverse reactions have been identified based on evaluation of the full duration of the
phase Il and phase 11 clinical studies and are listed in Table 1 as MedDRA preferred term by system
organ class and in order of decreasing incidence (very common: > 1/10; common: > 1/100 to < 1/10;
uncommon: > 1/1,000 to < 1/100; rare: > 1/10,000 to < 1/1,000; very rare: < 1/10,000 and not known:
cannot be estimated from available data). Within each incidence grouping, adverse reactions are
presented in order of decreasing frequency.

Table 1: The frequency of adverse reactions of dulaglutide

System Organ
Class

Very common

Common

Uncommon

Rare

Metabolism and
nutrition
disorders

Hypoglycaemia*
(when used in
combination with
prandial insulin,
metformint or
metformin plus

Hypoglycaemia*
(when used as
monotherapy or in
combination with
metformin plus
pioglitazone)

glimepiride)
Gastrointestinal | Nausea, Decreased Acute pancreatitis
disorders diarrhoea, appetite,
vomitingT, dyspepsia,
abdominal painf constipation,
flatulence,
abdominal
distention,
gastroesophageal
reflux disease,
eructation
General Fatigue Injection site

disorders and
administration
site conditions

reactions

Investigations

Sinus tachycardia,
first degree
atrioventricular
block (AVB)

* Documented, symptomatic hypoglycaemia and blood glucose < to 3.9 mmol/L

T Dulaglutide 1.5 mg dose only. For dulaglutide 0.75 mg, adverse reaction met frequency for next
lower incidence grouping.

Description of selected adverse reactions

Hypoglycaemia

When dulaglutide 0.75 mg and 1.5 mg were used as monotherapy or in combination with metformin
alone or metformin and pioglitazone, the incidences of documented symptomatic hypoglycaemia were
5.9% to 10.9% and the rates were 0.14 to 0.62 events/patient/year, and no episodes of severe
hypoglycaemia were reported.
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The incidences of documented symptomatic hypoglycaemia when dulaglutide 0.75 mg and 1.5 mg,
respectively, were used in combination with a sulphonylurea (plus metformin) were 39.0% and 40.3%
and the rates were 1.67 and 1.67 events/patient/year. The severe hypoglycaemia event incidences were
0% and 0.7%, and rates were 0.00 and 0.01 events/patient/year.

The incidences when dulaglutide 0.75 mg and 1.5 mg, respectively, were used in combination with
prandial insulin were 85.3% and 80.0% and rates were 35.66 and 31.06 events/patient/year. The severe
hypoglycaemia event incidences were 2.4% and 3.4%, and rates were 0.05 and

0.06 events/patient/year.

Gastrointestinal adverse reactions

Cumulative reporting of gastrointestinal events up to 104 weeks with dulaglutide 0.75mg and 1.5 mg,
respectively, included nausea (12.9% and 21.2 %), diarrhoea (10.7% and 13.7 %) and vomiting (6.9%
and 11.5 %). These were typically mild or moderate in severity and were reported to peak during the
first 2 weeks of treatment and rapidly declined over the next 4 weeks, after which the rate remained
relatively constant.

In clinical pharmacology studies conducted in patients with type 2 diabetes mellitus up to 6 weeks, the
majority of gastrointestinal events were reported during the first 2-3 days after the initial dose and
declined with subsequent doses.

Acute pancreatitis

The incidence of acute pancreatitis in Phase Il and 11 clinical studies was 0.07% for dulaglutide
compared to 0.14% for placebo and 0.19% for comparators with or without additional background
antidiabetic therapy.

Pancreatic enzymes

Dulaglutide is associated with mean increases from baseline in pancreatic enzymes (lipase and/or
pancreatic amylase) of 11 % to 21 % (see section 4.4). In the absence of other signs and symptoms of
acute pancreatitis, elevations in pancreatic enzymes alone are not predictive of acute pancreatitis.

Heart rate increase

Small mean increases in heart rate of 2 to 4 beats per minute (bpm) and a 1.3% and 1.4 % incidence of
sinus tachycardia, with a concomitant increase from baseline > 15 bpm, were observed with
dulaglutide 0.75mg and 1.5 mg, respectively.

First degree AV block/PR interval prolongation
Small mean increases from baseline in PR interval of 2 to 3 msec and a 1.5% and 2.4 % incidence of
first-degree AV block were observed with dulaglutide 0.75 mg and 1.5 mg, respectively.

Immunogenicity

In clinical studies, treatment with dulaglutide was associated with a 1.6 % incidence of treatment
emergent dulaglutide anti-drug antibodies, indicating that the structural modifications in the GLP-1
and modified 1gG4 parts of the dulaglutide molecule, together with high homology with native GLP-1
and native 1gG4, minimise the risk of immune response against dulaglutide. Patients with dulaglutide
anti-drug antibodies generally had low titres, and although the number of patients developing
dulaglutide anti-drug antibodies was low, examination of the phase 111 data revealed no clear impact of
dulaglutide anti-drug antibodies on changes in HbAlc.

Hypersensitivity

In the phase Il and phase 111 clinical studies, systemic hypersensitivity events (e.g., urticaria, edema)
were reported in 0.5 % of patients receiving dulaglutide. None of the patients with systemic
hypersensitivity developed dulaglutide anti-drug antibodies.
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Injection site reactions

Injection site adverse events were reported in 1.9 % of patients receiving dulaglutide. Potentially
immune-mediated injection site adverse events (e.g., rash, erythema) were reported in 0.7 % of
patients and were usually mild.

Discontinuation due to an adverse event

In studies of 26 weeks duration, the incidence of discontinuation due to adverse events was 2.6%
(0.75 mg) and 6.1% (1.5 mg) for dulaglutide versus 3.7 % for placebo. Through the full study duration
(up to 104 weeks), the incidence of discontinuation due to adverse events was 5.1% (0.75 mg) and

8.4 % (1.5 mg) for dulaglutide. The most frequent adverse reactions leading to discontinuation for
0.75 mg and 1.5 mg dulaglutide, respectively, were nausea (1.0%, 1.9 %), diarrhoea (0.5%, 0.6 %),
and vomiting (0.4%, 0.6 %), and were generally reported within the first 4-6 weeks.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

49 Overdose

Effects of overdose with dulaglutide in clinical studies have included gastrointestinal disorders and
hypoglycaemia. In the event of overdose, appropriate supportive treatment should be initiated
according to the patient’s clinical signs and symptoms.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: {not yet assigned}, ATC code: {not yet assigned}.

Mechanism of action

Dulaglutide is a long-acting glucagon-like peptide 1 (GLP-1) receptor agonist. The molecule consists
of 2 identical disulfide-linked chains, each containing a modified human GLP-1 analogue sequence
covalently linked to a modified human immunoglobulin G4 (IgG4) heavy chain fragment (Fc) by a
small peptide linker. The GLP-1 analog portion of dulaglutide is approximately 90 % homologous to
native human GLP-1 (7-37). Native GLP-1 has a half-life of 1.5-2 minutes due to degradation by
DPP-4 and renal clearance. In contrast to native GLP-1, dulaglutide is resistant to degradation by
DPP-4, and has a large size that slows absorption and reduces renal clearance. These engineering
features result in a soluble formulation and a prolonged half-life of 4.7 days, which makes it suitable
for once-weekly subcutaneous administration. In addition, the dulaglutide molecule was engineered to
prevent the Fcy receptor-dependent immune response and to reduce its immunogenic potential.

Dulaglutide exhibits several antihyperglycaemic actions of GLP-1. In the presence of elevated glucose
concentrations, dulaglutide increases intracellular cyclic AMP (CAMP) in pancreatic beta cells leading
to insulin release. Dulaglutide suppresses glucagon secretion which is known to be inappropriately
elevated in patients with type 2 diabetes. Lower glucagon concentrations lead to decreased hepatic
glucose output. Dulaglutide also slows gastric emptying.

Pharmacodynamic effects

Dulaglutide improves glycaemic control through the sustained effects of lowering fasting, pre-meal
and postprandial glucose concentrations in patients with type 2 diabetes starting after the first
dulaglutide administration and is sustained throughout the once weekly dosing interval.

A pharmacodynamic study with dulaglutide demonstrated, in patients with type 2 diabetes, a
restoration of first phase insulin secretion to a level that exceeded levels observed in healthy subjects
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on placebo, and improved second phase insulin secretion in response to an intravenous bolus of
glucose. In the same study, a single 1.5 mg dose of dulaglutide appeared to increase maximal insulin
secretion from the B-cells, and to enhance B-cell function in subjects with type 2 diabetes mellitus as
compared with placebo.

Consistent with the pharmacokinetic profile, dulaglutide has a pharmacodynamic profile suitable for
once weekly administration (see section 5.2).

Clinical efficacy and safety

Glycaemic control

The safety and efficacy of dulaglutide was evaluated in six randomised, controlled, phase I1I trials
involving 5,171 patients with type 2 diabetes. Of these, 958 were > 65 years of which 93 were > 75
years. These studies included 3,136 dulaglutide-treated patients, of whom 1,719 were treated with
Trulicity 1.5 mg weekly and 1,417 were treated with Trulicity 0.75 mg weekly. In all studies,
dulaglutide produced clinically significant improvements in glycaemic control as measured by
glycosylated haemoglobin Alc (HbAlc).

Monotherapy

Dulaglutide was studied in a 52 week active controlled monotherapy study in comparison to
metformin. Trulicity 1.5 mg and 0.75 mg were superior to metformin (1500-2000 mg/day) in the
reduction in HbAlc and a significantly greater proportion of patients reached an HbAlc target of

< 7.0 % and < 6.5 % with Trulicity 1.5 mg and Trulicity 0.75 mg compared to metformin at 26 weeks.

Table 2: Results of a 52 week active controlled monotherapy study with two doses of dulaglutide in
comparison to metformin

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0% (%) <6.5% (%)  (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 g 763 0.78" 615" 46.0* 161 2.29
once weekly (n=269)
Dulaglutide 0.75mg | 7 5¢ 071" 62.6" 40.0° 146 136"
once weekly (n=270)
Metformin
1500-2000 mg/day 7.60 -0.56 53.6 29.8 -1.34 -2.22
(n=268)
52 weeks
Dulaglutide 1.5 mg 7.63 -0.70" 60.0" 42.3" -1.56" -1.93
once weekly (n=269)
Dulaglutide 0.75 mg et i 1 0ot
once weekly (n=270) 7.58 0.55 53.2 34.7 1.00 1.09
Metformin
1500-2000 mg/day 7.60 -0.51 48.3 28.3 -1.15 -2.20
(n=268)

T multiplicity adjusted 1-sided p-value < 0.025, for noninferiority; T1 multiplicity adjusted 1-sided
p-value < 0.025, for superiority of dulaglutide to metformin, assessed for HoAlc only

* p<0.05,*p<0.001 dulaglutide treatment group compared to metformin

The rate of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and

metformin were 0.62, 0.15, and 0.09 episodes/patient/year, respectively. No cases of severe

hypoglycaemia were observed.

Combination therapy with metformin

The safety and efficacy of dulaglutide was investigated in a placebo and active controlled (sitagliptin
100 mg daily) study of 104 weeks duration, all in combination with metformin. Treatment with
Trulicity 1.5 mg and 0.75 mg resulted in a superior reduction in HbAlc compared to sitagliptin at
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52 weeks, accompanied by a significantly greater proportion of patients achieving HbAlc targets of
< 7.0 % and < 6.5 %. These effects were sustained to the end of the study (104 weeks).

Table 3: Results of a 104 week placebo and active controlled study with two doses of dulaglutide in
comparison to sitagliptin

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0 %(%) <6.5%(%) (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg 8.12 SL22FH | pO.grR | gp ekt | o ggest |3 g gt
once weekly (n=304) ' ' ' ' ' '
Dulaglutide 0.75mg | g 1 1017 | BEme | g1 oot | g7ee# | ggn
once weekly (n=302) ' ' ' ' ' '
Placebo (n=177) 8.10 0.03 21.0 12.5 -0.49 -1.47
Sitagliptin
100 mg once daily 8.09 -0.61 37.8 21.8 -0.97 -1.46
(n=315)
52 weeks
Dulaglutide 1.5 mg 8.12 -1.10" 57.6" 41.7" -2.38" -3.03"
once weekly (n=304) ' ' ' ' ' '
Dulaglutide 0.75 mg 8.19 -0.87" 48.8" 29.0" -1.63" -2.60"
once weekly (n=302) ' ' ' ' ' '
Sitagliptin 100 mg
once daily (n=315) 8.09 -0.39 33.0 19.2 -0.90 -1.53
104 weeks
Dulaglutide 1.5 mg 8.12 0.99" 54.3" 39.1% -1.99% -2.88"
once weekly (n=304) ' ' ' ' ' '
Dulaglutide 0.75mg | g 1 071" 44.8" 242" 139 2.39
once weekly (n=302) ' ' ' ' ' '
Sitagliptin 100 mg
once daily (n=315) 8.09 -0.32 31.1 14.1 -0.47 -1.75

T1 multiplicity adjusted 1-sided p-value < 0.025, for superiority of dulaglutide compared to sitagliptin,
assessed only for HbAlc at 52 and 104 weeks

multiplicity adjusted 1-sided p-value < 0.001 for superiority of dulaglutide compared to placebo,
assessed for HbAlc only

**p < 0.001 dulaglutide treatment group compared to placebo

" p < 0.001 dulaglutide treatment group compared to sitagliptin

Es

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and
sitagliptin were 0.19, 0.18, and 0.17 episodes/patient/year, respectively. No cases of severe
hypoglycaemia with dulaglutide were observed.

The safety and efficacy of dulaglutide was also investigated in an active controlled study (liraglutide
1.8 mg daily) of 26 weeks duration, both in combination with metformin. Treatment with Trulicity
1.5 mg resulted in similar lowering of HbAlc and patients achieving HbA1c targets of < 7.0 % and
< 6.5 % compared to liraglutide.
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Table 4: Results of a 26 week active controlled study of one dose of dulaglutide in comparison to

liraglutide
Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0 %(%) <6.5 %(%) (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg 1424 ) _9 90¢
once weekly (n=299) 8.06 68.3 54.6 1.93 2.90
Liraglutide™ 1.8 mg 136 ] i
daily (n=300) 8.05 67.9 50.9 1.90 3.61

* 1-sided p-value p < 0.001, for noninferiority of dulaglutide compared to liraglutide, assessed only

for HbAlc.

# p <0.05 dulaglutide treatment group compared to liraglutide.

* Patients randomised to liraglutide were initiated at a dose of 0.6 mg/day. After Week 1, patients
were up-titrated to 1.2 mg/day and then at Week 2 to 1.8 mg/day.

The rate of documented symptomatic hypoglycaemia with Trulicity 1.5 mg was
0.12 episodes/patient/year and with liraglutide was 0.29 episodes/patient/year. No cases of severe
hypoglycaemia were observed

Combination therapy with metformin and sulphonylurea

In an active controlled study of 78 weeks duration, dulaglutide was compared to insulin glargine, both
on a background of metformin and a sulphonylurea. At 52 weeks, Trulicity 1.5 mg demonstrated
superior lowering in HbA1c to insulin glargine which was maintained at 78 weeks; whereas lowering
in HbAlc with Trulicity 0.75 mg was non-inferior to insulin glargine. With Trulicity 1.5 mg a
significantly higher percentage of patients reached a target HbAlc of < 7.0 % or < 6.5 % at 52 and

78 weeks compared to insulin glargine.

Table 5: Results of a 78 week active controlled study with two doses of dulaglutide in comparison to
insulin glargine

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbAlc weight
(%) (%) <7.0% (%) <6.5% (%) (mmol/L) (kg)
52 weeks
Dulaglutide 1.5 mg 8.18 -1.08" 532" 27.0" -1.50 -1.87"
once weekly (n=273) ' ' ' ' ' '
Dulaglutide 0.75mg | g ;5 -0.76' 37.1 225" -0.87" -1.33"
once weekly (n=272) ' ' ' ' ' '
Insulin glargine®
once daily (1=262) 8.10 -0.63 30.9 135 -1.76 1.44
78 weeks
Dulaglutide 1.5 mg 8.18 0.90'" 49.0* 28.1% -1.10° 1.96*
once weekly (n=273) ' ' ' ' ' '
Dulaglutide 0.75 mg i 4
once weekly (n=272) 8.13 -0.62t 34.1 22.1 -0.58 -1.54
Insulin glargine”
once daily (1=262) 8.10 -0.59 30.5 16.6 -1.58 1.28

t multiplicity adjusted 1-sided p-value < 0.025, for noninferiority; T1 multiplicity adjusted 1-sided
p-value < 0.025, for superiority of dulaglutide to insulin glargine, assessed for HbAlc only

p < 0.05, #p < 0.001 dulaglutide treatment group compared to insulin glargine

Insulin glargine doses were adjusted utilising an algorithm with a fasting plasma glucose target of
< 5.6 mmol/L

#

+

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and insulin
glargine were 1.67, 1.67, and 3.02 episodes/patient/year, respectively. Two cases of severe
hypoglycaemia were observed with Trulicity 1.5mg and two cases of severe hypoglycaemia were
observed with insulin glargine.

56




Combination therapy with metformin and pioglitazone

In a placebo and active (exenatide twice daily) controlled study, both in combination with metformin
and pioglitazone, Trulicity 1.5 mg and 0.75 mg demonstrated superiority for HbAlc reduction in
comparison to placebo and exenatide,, accompanied by a significantly a greater percentage of patients
achieving HbAlc targets of < 7.0 % or < 6.5 %

Table 6: Results of a 52 week active controlled study with two doses of dulagltuide in comparison to
exenatide

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0% (%) <6.5% (%)  (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg tt - ook - Hok
once weekly (n=279) 8.10 -1.51%%, 78.2 62.7 -2.36 -1.30
Dulaglutide 0.75 mg t i it i i
once weekly (n=280) 8.05 -1.30%%/ 65.8 53.2 -1.90 0.20
Placebo (n=141) 8.06 -0.46 42.9 24.4 -0.26 1.24
Exenatide”
10 mcg twice daily 8.07 -0.99 52.3 38.0 -1.35 -1.07
(n=276)
52 weeks
Dulaglutide 1.5 mg 8.10 -1.36" 70.8" 57.2% -2.04% -1.10
once weekly (n=279) ' ' ' ' ' '
Dulaglutide 0.75 mg 8.05 -1.07" 59.1% 48.3% -1.58" 0.44"
once weekly (n=280) ' ' ' ' ' '
Exenatide”
10 mcg twice daily 8.07 -0.80 49.2 34.6 -1.03 -0.80
(n=276)

T1 multiplicity adjusted 1-sided p-value < 0.025, for superiority of dulaglutide to exenatide, assessed
for HbAlc only
11 multiplicity adjusted 1-sided p-value < 0.001 for superiority of dulaglutide compared to placebo,
assessed for HbAlc only
* p<0.05 **p<0.001 dulaglutide treatment group compared to placebo
*  p<0.05, *p < 0.001 dulaglutide treatment group compared to exenatide

Exenatide dose was 5 mcg twice daily for first 4 weeks and 10 mcg twice daily thereafter

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and
exenatide twice daily were 0.19, 0.14, and 0.75 episodes/patient/year, respectively. No cases of severe
hypoglycaemia were observed for dulaglutide and two cases of severe hypoglycaemia were observed
with exenatide twice daily.

Combination therapy with prandial insulin with or without metformin

In this study, patients on 1 or 2 insulin injections per day prior to study entry, discontinued their
prestudy insulin regimen and were randomised to dulaglutide once weekly or insulin glargine once
daily, both in combination with prandial insulin lispro three times daily, with or without metformin. At
26 weeks, both Trulicity 1.5 mg and 0.75mg were superior to insulin glargine in lowering of HbAlc
and this effect was sustained at 52 weeks. . A greater percentage of patients achieved HbA1c targets of
<7.0% or <6.5 % at 26 weeks and < 7.0 % at 52 weeks than with insulin glargine.
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Table 7: Results of a 52 week active controlled study with two doses of dulaglutide in comparison to
insulin glargine

Baseline Mean Patients at target Change in Change in
HbAlc change in HbAlc FBG body
HbA1lc weight
(%) (%) <7.0% (%) <6.5% (%) (mmol/L) (kg)
26 weeks
Dulaglutide 1.5 mg 8.46 164 67.6" 48.0° 0.27* 0.87"
once weekly (n=295) ' ' ' ' ' '
Dulaglutide 0.75 mg 8.40 -1.59" 69.0" 43.0 0.22% 0.18"
once weekly (n=293) ' ' ' ' ' '
Insulin glargine®
once daily (1=296) 8.53 -1.41 56.8 375 -1.58 2.33
52 weeks
Dulaglutide 1.5 mg 8.46 -1.48'" 58.5" 36.7 0.08" -0.35%
once weekly (n=295) ' ' ' ' ' '
Dulaglutide 0.75mg | g 4 142" 56.3 34.7 0.41* 0.86"
once weekly (n=293) ' ' ' ' ' '
Insulin glargine”
once daily (n=296) 8.53 -1.23 49.3 30.4 -1.01 2.89

t1 multiplicity adjusted 1-sided p-value < 0.025, for superiority of dulaglutide to insulin glargine,
assessed for HbAlc only

p < 0.05, *p < 0.001 dulaglutide treatment group compared to insulin glargine

Insulin glargine doses were adjusted utilizing an algorithm with a fasting plasma glucose target of
< 5.6 mmol/L

#

The rates of documented symptomatic hypoglycaemia with Trulicity 1.5 mg and 0.75 mg, and insulin
glargine were 31.06, 35.66, and 40.95 episodes/patient/year, respectively. Ten patients reported severe
hypoglycaemia with Trulicity 1.5 mg, seven with Trulicity 0.75 mg, and fifteen with insulin glargine.

Fasting blood glucose

Treatment with dulaglutide resulted in significant reductions from baseline in fasting blood glucose.
The majority of the effect on fasting blood glucose concentrations occurred by 2 weeks. The
improvement in fasting glucose was sustained through the longest study duration of 104 weeks.

Postprandial glucose
Treatment with dulaglutide resulted in significant reductions in mean post prandial glucose from
baseline (changes from baseline to primary time point -1.95 mmol/L to -4.23 mmol/L).

Beta-cell function

Clinical studies with dulaglutide have indicated enhanced beta-cell function as measured by
homeostasis model assessment (HOMA2-%B). The durability of effect on beta-cell function was
maintained through the longest study duration of 104 weeks.

Body weight

Trulicity 1.5 mg was associated with sustained weight reduction over the duration of studies (from
baseline to final time point -0.35 kg to -2.90 kg). Changes in body weight with Trulicity 0.75 mg
ranged from 0.86 kg to -2.63 kg. Reduction in body weight was observed in patients treated with
dulaglutide irrespective of nausea, though the reduction was numerically larger in the group with
nausea.

Patient reported outcomes

Dulaglutide significantly improved total treatment satisfaction compared to exenatide twice daily. In
addition, there was significantly lower perceived frequency of hyperglycaemia and hypoglycaemia
compared to exenatide twice daily.
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Blood pressure

The effect of dulaglutide on blood pressure as assessed by Ambulatory Blood Pressure Monitoring
was evaluated in a study of 755 patients with type 2 diabetes. Treatment with dulglutide provided
reductions in systolic blood pressure (SBP) (-2.8 mmHg difference compared to placebo) at 16 weeks.
There was no difference in diastolic blood pressure (DBP). Similar results for SBP and DBP were
demonstrated at the final 26 week time point of the study.

Cardiovascular Evaluation

In a meta-analysis of phase Il and 11 studies, a total of 51 patients (dulaglutide: 26 [N = 3,885]; all
comparators: 25 [N = 2,125]) experienced at least one cardiovascular (CV) event (death due to CV
causes, nonfatal M1, nonfatal stroke, or hospitalisation for unstable angina). The results showed that
there was no increase in CV risk with dulaglutide compared with control therapies (HR: 0.57; CI:
[0.30, 1.10]).

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
dulaglutide in one or more subsets of the paediatric population in the treatment of type 2 diabetes
mellitus (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption
Following subcutaneous administration to patients with type 2 diabetes, dulaglutide reaches peak

plasma concentrations in 48 hours. The mean peak (Cp,sx) and total (AUC) exposures were
approximately 114 ng/ml and 14,000 ngh/ml, respectively, after multiple subcutaneous 1.5 mg doses
of dulaglutide in patients with type 2 diabetes. Steady-state plasma concentrations were achieved
between 2 to 4 weeks of once-weekly administration of dulaglutide (1.5 mg). Exposures after
subcutaneous administration of single dulaglutide (1.5 mg) doses in the abdomen, thigh, or upper arm
were comparable. The mean absolute bioavailability of dulaglutide following single-dose
subcutaneous administration of single 1.5 mg and 0.75 mg doses was 47 % and 65%, respectively.

Distribution
The mean volume of distribution after subcutaneous administration of dulaglutide 0.75 mg and 1.5 mg
at steady state in patients with type 2 diabetes mellitus were approximately 19.2 L and 17.4 L.

Biotransformation
Dulaglutide is presumed to be degraded into its component amino acids by general protein catabolism
pathways.

Elimination
The mean apparent clearance of dulaglutide 0.75 mg and 1.5 mg at steady state was 0.073 L/h and
0.107 L/h with an elimination half-life of 4.5 and 4.7 days, respectively.

Special populations

Elderly patients (> 65 years old)
Age had no clinically relevant effect on the pharmacokinetic and pharmacodynamic properties of
dulaglutide.

Gender and race
Gender and race had no clinically meaningful effect on the pharmacokinetics of dulaglutide.

Body weight or body mass index

Pharmacokinetic analyses have demonstrated a statistically significant inverse relationship between
body weight or body mass index (BMI) and dulaglutide exposure, although there was no clinically
relevant impact of weight or BMI on glycaemic control.
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Patients with renal impairment

The pharmacokinetics of dulaglutide were evaluated in a clinical pharmacology study and were
generally similar between healthy subjects and patients with mild to severe renal impairment

(CrClI < 30 ml/min), including end stage renal disease (requiring dialysis). In clinical studies, the
dulaglutide safety profile in patients with moderate renal impairment was similar to the overall T2DM
population. These studies did not include patients with severe renal impairment or end stage renal
disease.

Patients with hepatic impairment

The pharmacokinetics of dulaglutide were evaluated in a clinical pharmacology study, where subjects
with hepatic impairment had statistically significant decreases in dulaglutide exposure of up to 30 % to
33 % for mean C,,x and AUC, respectively, compared to healthy controls. There was a general
increase in tmax of dulaglutide with increased hepatic impairment. However, no trend in dulaglutide
exposure was observed relative to the degree of hepatic impairment. These effects were not considered
to be clinically relevant.

Paediatric population
Studies characterising the pharmacokinetics of dulaglutide in paediatric patients have not been
performed.

5.3  Preclinical safety data

Non-clinical data reveal no special hazards for humans based on conventional studies of safety
pharmacology or repeat-dose toxicity.

In a 6-month carcinogenicity study in transgenic mice, there was no tumorigenic response. In a 2-year
carcinogenicity study in rats, at > 7 times the human clinical exposure following 1.5 mg dulaglutide
per week, dulaglutide caused statistically significant, dose-related increases in the incidence of thyroid
C-cell tumours (adenomas and carcinomas combined). The clinical relevance of these findings is
currently unknown.

During the fertility studies, a reduction in the number of corpora lutea and prolonged oestrous cycle
were observed at dose levels that were associated with decreased food intake and body weight gain in
maternal animals; however, no effects on indices of fertility and conception or embryonic
development were observed. In reproductive toxicology studies, skeletal effects and a reduction in
foetal growth were observed in the rat and rabbit at exposures of dulaglutide 11- to 44-fold higher than
those proposed clinically, but no foetal malformations were observed. Treatment of rats throughout
pregnancy and lactation produced memory deficits in female offspring at exposures that were 16-fold
higher than those proposed clinically.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium citrate

Citric acid, anhydrous

Mannitol

Polysorbate 80

Water for injections

6.2  Incompatibilities

In the absence of compatibility studies this medicinal product must not be mixed with other medicinal
products.
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6.3  Shelf life
2 years
6.4  Special precautions for storage

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in original package in order to protect from light.

In use:
Trulicity may be stored unrefrigerated for up to 14 days at a temperature not above 30°C.

6.5 Nature and contents of container

Glass syringe (type I).

Each pre-filled syringe contains 0.5 ml of solution.

Packs of 4 pre-filled syringes and multipack of 12 (3 packs of 4) pre-filled syringes. Not all pack sizes
may be marketed.

6.6  Special precautions for disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

Instructions for use

The pre-filled syringe is for single-use only.

The instructions for using the syringe, included with the package leaflet, must be followed carefully.
Trulicity should not be used if particles appear or if the solution is cloudy and/or coloured.

Trulicity that has been frozen must not be used.

7. MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Grootslag 1-5, NL-3991 RA Houten, The Netherlands.

8. MARKETING AUTHORISATION NUMBER

EU/1/14/956/009

EU/1/14/956/010

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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