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Qe AP HEREOA Hululo] BatEa 23
2 AYAE )E AFste] FRE PH =TS 595
zwgo] AEWR o5 Ash, ofe £HeIMe] HEg tA Ast W ZelHe Ted A4 F7t Fo

Qe @F mEel ksl et Zutolth. BN B L st 120mg/dl ol 4%

S A7t EEAW A4d AP FuPldl olutt WY ke 9% EEY bES §AUT

AR AFEEY Qe ERASHlE A AFAT FAAR Ueeth A Aol Jded ZHE SXAT=
2182 St sulfonylureas % metiglitinides, ZFelAo] ZE S AAAZIL Tx & g4 AA
AlZ1= metformin, FTHANA ©43t=0] 4 AAISE a —glucosidase AA, ded HFAdS F2
/WA 7= thiazolidinediones, Q1T Y S 2E-& 0|83t DPP-4 JAA|, AlAA ZLr} Ag+E AA6I=
SGLT-2 9AIAl 5ol At Eg FAAlCl= et 13" 2229 FARE GLP-1 484 2847}
At

SGLT-2 SAAIL Fgold 4139 d3te] 73 wora Ageld L= AB5e] Holsts Az
Ao AE|gdch, AT SCLT-2 AAASS TUA Bt ohet th2 7149 dgaiAst 242 ol
WA Az AR §do= HASIT otk SGLT-2 oAAl: okt 7188 S wishs A9 Ty
SAEelA J1E opAlsh sty 71K TR oAl F7bde
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53] glado] HENOR AEID2 Fuy A HEAE V5o WAl ALY & AL A
g3 2o 9ol Aok BMS JKL Qck. SGLT-2 AHAIS ol 5 AH§71He 7hAn
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ofH AT FAZE CFE opEct SUstRe A AE Holxt ghet,

e T oSS T Z10e So el A2F Fud FASA AE oHSI ApEsielel
sabo] sk Amo] £go] @ Aolet B B3] ado] vojEHor Aty gy #xol

HEHHIZ Z]5ol BAgle]l 282 4 i AETd 2 Yol Ave FHe 7ML 9

FAEEZSH

(m] Ql=HAA]

Jled2 19219 Banting®t BestZt 7H HdelA Qlaeds FET & 192245 H &3 =Hdek 19364
Haegedorn2 ZF-8-A17HS A%AIZI NPH insuling 7HEskleh. 19709 o] de] Alxd Ql&adle A =29

Aol A FEot] FAT Aoz 2 ES-ES THotal AUt BE4EE+ proinsulin, led FHAE
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A =2 B ofya}t glucagon, somatostatin, = % polypeptide 5
o]l =9 Q& EA FoA B chain®l carboxyl ol 2= alanine& threonine 2 X|EA|A
= v AR Qled(human insulin)o] 7= Glet. 19909 ©]% DNA Axg 7|&s o]&sto] A4
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A
el
il
R
R
rO

= =
AL St &5 7ML led HA dado] Hlsto] msteAq o] F47 w=il 2FgA|Tto] tha

ol

e AL wolnl FA Aol 4

=

Tlo
&)

? ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000



A2 2= (Type |l Diabetes Mellitus) (3) ﬂ

ISSUE &
TREND
Hol Wy Qlad FAF 9 oot Qled HIogo] g7 ARREIAL Stk
U GAolA o]l gEE Ao fiREo odEdL Imlof| 100units?] ¢l&ado] FaHo] A1, d&edg
FAZ & dff2o] 100e-9foll SA AztEo] FgF=ir ot
» FA 23~ 4% (Langerhans islet)
2] Q& @ (Prandial Insulin)
1-1. 84 [Rapid-acting) & FAH
1) Insulin Lispro(1&%: Fu}2 1, Humalog®)
1 FDA SQl=Elen w4

d SARIEA 1996
<% B chain 28
152 Aol

rapid-acting ¢l&

Escherichia coli2 ©]&3to] DNA Ax 7|<o] 25 AR <l HA otu|i At proline©]
lysine© 2 X231 B chain 29¥1 ofn|lic4t lysine©| prolineC =z X|&HH <

Aol 2-1(nsulin—-like Growth factor—1, IGF-1)9] Fx=2

FrlRals %z

=Y A A4

&ela) ugt Q)
Qe 2 Qad 58

Insulin Lisprot= ¢l&
TE Zetste] JNESHAl = IGF-12
o 8Aete] st o] Qledy}t FUsith

Aleke] ko] w2 ¥ insulin

lispro= Ql&

: LRI E, NovoRapid®)
E ©]&3sto] DNA

™ Saccharomyces cerevisiae(baker's yeast) & ©|

2) Insulin Aspart(A&93
o ded fAF

LHEIo == 20008 ©] FDA £}
<% B chain 289HA ofu]lit  proline©] aspartic acidZ A

Az 71eell ofs) A ?

Aolct.

: =g}, Apidra®)
sto] DNA Azxg 7<)

3) Insulin Glulisine(]=9
¥4 2] Escherichia colig ©]-&3%

ofmEgf= 2004 v FDA SQIE%lom ©
2l B chain 3HA otu|iil aspargine©] lysine®2 Z]@=|3 B chain 29% ofd|i 4t lysine©]

ofal A 1%

glutamic acid2 |2 Q&= FAHA o]t
735 Fdl & B Aol 247k o]Foflof YEhtER A% udY
T A

whebA regular insulin2 | SFFEARS]
4 3080 FAFSloF sk EWol Qe HHH rapid-acting insulinE-2 &7t

A5 §1ste] A%
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=
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o &7l ol AAb A™AS5ZEe W)l FASHHE "ot OBz A% nddo] A7 HAY AEHo]

uIs] WASHe Abgel A avbaold,

Sdloltt. o] °fAlE

iy
>
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N
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e
e
i

fAE ded 7 712ASd FHolH EFAE LR, regulsn)olzls 22X 2 BAZL H

2
6547 AE Z1gotn olF WAHOZ ofsl WolAth of oAl $F AFOIH FUIAR A 4

= Regular insulin
= Rapid-acting insulin aspart

= Insulin aspart, insulin lispro
and insulin glulisine

Al

240 3!%:0
Time (min)

MNature Reviews | Endocrinoloc

18l 21. Pharmacokinetic Action Profiles of Rapid-Acting Insulins

<3 (Short acting insulin)

2 regular insulin(RDo]2}1= 5t Human Regular(A&9: FEH & F)o] 2t} o]
o]

BE WeEAb A] 308 AR Fof 2ol AZEo]

Roew Qled HEgork AMGHL

2. 71A 91&H(Basal Insulin)

<9 (Intermediate acting insulin)

278 <9 Haegedorn©] zincd} protamined E%oto] A XS NPH(neutral protamine

Haegedorn) insulin® 2 2§ AJ7to] Z-2 RIS T3-S Hekslo] motFAL Al RIETH AA5] S50 2§

Q&dlolth. TAAL AN)olehe 22 LA o] glu Wao] Bekgr gololct. s

% Zhgo] Uehts] Alzste] 5-8A1%F T A marh dehte 1842 AR wsh
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2-2. AA7F X149 & (Long acting insulin)

714 ded ¥E 2¥or 7Eo] Wol AHgEHYE ded2 NPH, Ultralente(=Hol= f15) S°1 AUA]
gFoolefet Qled AAle 1 A-GAIZte] Ml A AU dFsko] WIS Asto] 24417 Fete] d9

ol HESH HAZF A&y Q&= 0l FDAOJA 20009 insulin glargine UIO0O(AIETE: SHEA
Lantus®), 20059 insulin detemir(A|Z9: #8|u]o], Levemir®)o] 4% <kA7} 9itt, E3F 20159 insulin

glargine U300(A1&%: A2, Toujeo® 2} insulin degludec(F&: EAJH}, Tresiba®o] &<l=¢lct.

1) Insulin Glargine UL00(A&9: &E XA, Lantus®)

HAEALE 19929 AL HEE o A &Y Jded GARACIth o] SHAlE v YA
Escherichia coli& ©]835t DNA A3 7|&o) sl AF 2&@l A chain 21H#A] opu] Akl asparagine©]
glycine© 2 x|gx]o] Qlal, B chain®] &k HEo| 2709] arginine©] & U= Fxo|ch

olg|gh ofmicit A9l Wal= AYd pHolA Q] ekAe] 84S TAAA BEfE AAA7= FES
qttt, o] FAF ERIRHE HdXHoz {ojA7|a S Aol &) 2FgA|Tto] ARFE|o] FEARA] FAFQ]

AN 714 dadA™ oF 24X dA} FEE FAT + AUk

8T FEE FAStE 540l Utk o] AE o8t ¥ Eo| P2 I8z NPH &3 ot

2) Insulin Glargine U300(A|Z=4: £412, Toujeo®)

20 Exgog HEAVF Iml B 100units® ¢l&EH-E ESHSH= 9 HS| 1ml T 300units

E E
T T
o W% 4P TP 9tk o] oAl wEio] Bl 1) Y] R FEATHGEAIDE AT gof
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M=o, 714 dedoezA o FgHoli

WEATolAM o] fAlE dFaelt st At 9 AT L HkolA frofRt Aozt YIAIRE oft

AFG ol fosh Wwe Aoz etk A28 FuPol A9 of SHAE BE2e] vls) A&HA B
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3) Insulin Detemir(A1Z4: Hu]o], Levemir®)

#l#u]o]= Saccharomyces cerevisiaeS ©]-85t0] DNA Axg 7]&of o5 ARt €@ B chain 30HA
ofu] 1. A2l threonine®] AFA|E|1l B chain 29¥#o] C14 fatty acid chain©] &9°] Q&= FXo|th

o] ofl= T4 pHE 7ML Qla, Hstz F4% Fof 4 dFY AFE o] AAs] ZeHo=H

ZF8 A7 ] xS TPt ZEAITRS oF 20417 HER insulin glargineo] H|S] thA oo 1YU 23]

¢

At "ag 4 9t

4) Insulin Degludec(A|=: E#HAH}, Tresiba®)

EAHLe} 2l 2EA(Ryzodeg®, AEW: insulin degludec/insulin aspart)= 2013d G% EMAQ} 20144
U ol A 1Al o] Aofel A 9l oA Wit X='oF RloA o Tt Amof 7 5l
3t} o]%F u] FDAE EZAERe] HAA QL A% 1ddel it 71 A4S 24sHHA Selo] HRsictrt

20159 9 FAHUAY. A A EAN S 2HAF 100units/mLo] 270% 31 it

Insulin degludec= phenol®} zincg ZE&stY] dihexamer FEfS] HFH ez A =W mstFEA &
phenolo] #27] Zsi=o] multi-hexamer FEZ2 FUFLIoNA A& (depot)stAl o] Aiegtogo] F4
£ AAA7IaL A7 IR Foket), o]F zinco] AAS] AAEHA dimertd monomer FE = Z5fH o
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3.s — NPH insulin (12-16h) — Insulin glargine U300 (~32h)

= = Insulin glargine U100 {~24h) — Insulin degludec

E 4 = Insulin detemir (~20~24h) U100 and U200 (=42h)

g

<

&

£

ee
| |

0 2 q i 8 10 12 14 16 18 20 27 24
Time (h)

Nature Reviews | Endocrinology]

&l 22. Pharmacodynamic Action Profiles of Long-Acting Insulins

3. A 249 e A (Pre—mixed Insulin)

B 14. 3 Ql=2INKN e

EEE 9 e BRI
Al
AZAD A% 2 §% re Az 2 Azt

1. AA 9l&d(Prandil insulin)

Futz21 & #HEF 100 [U/mL

(Humalog Kwik Pen Inj) 300 IU/3 mL AR A A5 o)

Fobe 1 7EERA] 3 100 1U/mL 2 A AR
Lispro (Humalog Cartridge Inj) 300 IU/3 mL . ) 3.5-4.75
(Lily) AL A (5% o | 107158 | 1m2ARE

FHtE1 5 100 TU/mL Hiele Z2 A AR 2154
(Humalog Inj Vial) 100 TU/mL 1000 TU/10 mL | =3} g1&d F<¢] H=

EL g 24 AP

E ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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LH#N= EgA9 2 100 [U/mL AAE A (158 oW
(NovoRapid FlexPen Inj) 300 TU/3 mL 5o XA} A&
Aspart AAF A (158 ©
P R AL ASE ST g jsn | sisag | 3-saz
(Novo) LRuE F 100 IU/mL 52 A A% 2154
(NovoRapid Inj Vial) 1000 1U/10 mL st e T HE
= AW FAF 7V
ofml=at F &2 28 100 [U/mL AAE ZA (158 oW
Glulisi (Apidra Inj Solostar Inj) 300 IU/3 mL 5o AAb B
(S:nl(jge ofmtgt = Hpo]d 100 IU/mL A A (152 o) | 107155 17L3AZ | 3542
PR se A A5, A
(Apidra Inj Vial) 1000 TU/10 mL o AL
1-2. A7+ (Short-acting) J&H(E)
_ A1 302 oldie]l T8k,
o2 oFr =%
Human Regular | #2830 & % 100 IU/mL 28, Huy 24 | 308 -3 | 6.542
(Lily) (Humulin R Inj Vial) 1000 IU/10 mL i P
2. 7] <1<&3(Basal insulin)
2-1. FAZr¥ (Intermediate—acting)
F2d A # WF 100 U/ml
H NPH (Humulin N Kiwk Pen Inj) 300 1U/3 mL Al 308 o ]3] 18A|17F
uman Cmn 1 ~ et =t 1-3AF | 5-8A1%F ]
(Lily) FE <1 F 100 IU/mL At 7]
(Humulin N Inj Vial) 1000 IU/10 mL
2-2. AA2+4 (Long—acting)
TEL F ERAE
U100 (Lantus Inj Solostar) 300 IU/3 mL 9032 oo 24
Clared FE2 F vholgd 19 18] 348 & o= | s b
. argl;)e (Lantus Inj Vial) 1000 TU/10 mL Hats Eof 7
anofi
U300 EAQ F &2 AF 647t ae 36417t
(Toujeo Inj Solostar) 450 1U/3 mL v = ol
Detemir fnjo] E A F£100 IU/mL 14 1-29] 8% F 905 ge 24X7F
(Novo) (Levemir FlexPen Inj) 300 IU/3 mL oL wigtr Fo 7B
Degludec EgAHp ZHAE A F 100 [U/mL 19 13] 5% & oj- 60902 o0, 42 A1 7F
(Novo) (Tresiba FlexTouch Inj 300 1U/3 mL mete Eo] 7hs N o] A}
3. A &9 <3 (Premixed insulin)
LEgs 30 ZF2Ad F 100 [U/mL
Aspart 70/30 (Novomix 30 FlexPen Inj) 300 1U/3 mL 19 1-33] A4+ AA
(Novo) LREA 50 EEAW 3 100 U/mL | 32 A 25
(Novomix 50 FlexPen Inj) 300 1U/3 mL
173(:/g3h$dec [ ASpart ] o cw meagA 2 100 1U/mL 191 18] F5 AJxjep
(Novo) (Ryzodec FlexTouch Inj) 300 IU/3 mL A
v
Fut2 e A 25 9 £ 100 [U/mL Holgh = Wy ¢lad <tof] 114
7525 (Humalog mix 25 Quick pen Inj) 300 IU/3 mL H&9 ol&do] Ao 9= FE
Lispro Fut2 a9~ 25 7FEEA] F 100 1U/mL 191 1-33] AxF Zd (&84 oz T &£§A4 olud
(Lily) Q{u}mialog s 5 Lwrdge ) JOUB L 5o a4 43 KA F09 4ol ERAH)
Su BA=1PaS Ad = m = i =
50/50 (Humalog mix 50 Quick pen Inj) 300 [U/3 mL
Futza9A 50 FFEFA] F 100 [U/mL
(Humalog mix 50 Cartridge Inj) 300 [U/3 mL
NPH / Regul _
0730 | g2 70/30 #W 2 100 U/mL 19 1-28]
(Lilv) (Humulin 70/30 Kwik Pen Inj) 300 1U/3 mL | A% 30& #
11y,

9 ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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o Al ol Qlad EH5o] 50% olst= AstEe] glon 6d FoE

weba] 2 AE 2] e AFdAct 1@ ot Sl S Ak Jdedawo] sty T H
/444 (uncompensated) 7HE2to] FHIE A9 Jd&ed AmgE A= 1IHS|oF st HEAFM, HEF, F4

dge] Fhh e Aox ded AmE AS aHdjof etk

m] GLP-1 =84 Z-8A4|

GLP-1 484 #-8A°l+= exenatide, lixisenatide, liraglutide, albiglutide, dulaglutide ] ith. o] <FA|
=°l= A GLP-13F ¢F 53%9] 4&/d(homology)e 7FA™ DPP-49] Esfof A4S 7= otHle 7t
E ol (Gila monster)2] EFMoA S5t exendin—4S 7|¥te 2 JRHrE exenatide®} lixisenatide S©] Q11

At GLP-1E 7]§te =2 /% liraglutide, albiglutide 5©] At

o] A =T exenatide®} lixisenatidet= 19 1~23] FSIFAME slof gtk HolA] AREC Agto] Qltt,
olof wret ZHgAITE AFAZI= A7 AA F AR ARG dRYolY oug FEACl A9t
AA HotFAL & FHE A= T AelA 9 sidE AAX 7= FHol HaAEI. o]E Fl

liraglutide, exenatide LAR, albiglutide, dulaglutide 5] 7H'&= St

A28 Frge ol AL HANA HEAES Jlse] AskH Qe AFHol ALHE Aol

Q7] W] 44 |7to] AolAss APFYFSARE ARe] BA} QS > Atk Bb] GRS TH

oPAol A2F P BAE B9 A& Bu] s)so] FaHE A7t GoUE Fgo] kS W AT
BHE F7hIYE J18S JHD Qe GLP-1 484 48A1E Solstd @9 7t vt o w4 vet

T

L A

Aom I

wetA o] A EL 29 Tt FHAFoA metformin, sulfonylurea T thiazolidinediones E-835F1 QU
AY metformin?t sulfonylurea W& QW TE+= metformindt thiazolidinedione W& Qo2 Xz &

4G @gzde] Fx gt Ao AgE



ISSUE & A2 Y= (Type Il Diabetes Mellitus) (3)

TREND @_

AnHos QAT Sk GLP-1 484 A8AE FAAEY AeAA R ALY DSl
E W Ak 5o 9T Rarg wae o A ek uetd

GLP-1 874 ZH§AL 13 221§, Fopulgo] v B3o] AAT AFL FAA7TL APFe M=

» Short—acting GLP-1 48] 84|
1. Exenatide(A]&%: vlo]oJEl F, Byetta®)

Exenatide #%9] GLP-1484 Z8A2 v]= Sxuopio] oA @AHE Me =o|ct, 39749] ofnji
Ao w FAEo] glom, QIZHe] GLP-13 97| Fe] 53% FAMd= ZHeh o] ofAl= A2Y Tt &3}
oA 3057t exenatide® 10ug F95t9S o 0.8~0.9%2 TsEMA A D 1.6~2.8kgo] ASH4E 4
AS HAoh o] oAl B AE 82 Spge 19 280 ot & 10uge 19 232 FFdto] #4

o Bagos 7o, FE U 48747t sy Esit,

ret

2. Lixisenatide(A1=9: g41]o} F, Lyxumia®)

Lixisenatidet= exendin—49] C WHEE HPsto] ZEAIZHE 53 exendin—4 FAHAT) o] SFAl= 2~4

2 A8Y u b £ BHS Uehith AFDTNA 07~0.9%0] FetEML Aa wik D ofn] gl

AL BHE HYor, T U TE S oF 20% AN ey,

» Long-acting GLP-1 &3] 284
1. Dulaglutide(A=%: E&2Al€, Trulicity®)

Dulaglutider= GLP-1& 1gG49] Fc fragmento] ZA3A|A DPP-4 7teEelof] AFstesE whsEojd 7|

Bl

28 GLP-1 fAHllz 5 19]8o|ty. 53] FAF #Hl2 His(needle) BHA 9 E2 oA Hyte] ZHEo]

R Qalgolt. o] AL F 151 Fof % M FePWoR qAPEs ople nme) ArhEe] A ¥
oge ATt AHATNA 1.52%9] FotEML i Eob D 2~25ke®] AFHLE BPon A
§08 79, A4, BRgue] AT S gnk.

[5) ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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2. Liraglutide(A|Z9: 9IER F, Victoza®)

Liraglutide®] HEto]= HAAE= Saccharomyces cerevisiae®llA] DNA A=
GLP-19] 34 H9]of lysine& arginine2 2 thA|sto] A GLP-13F 97%¢°l f-AFsttt. liraglutide= ¥
o] oFA|l= Tst

A 261

#44 5 FAE

_l
w

45 WE7lE 9~14A3tolth 23] &%

Aoz widsA] ¢

3. Exenatide LAR(H=

B9 lysineol glutamic acid spacer®t &7 palmitic acidE F2FAIA AZHL}

1l TSk
5

1.6%°]1 305 o 2

& 7

kgol AFol gt

% vl e %)

&+, Bydureon

= AAECH

olde] 715 Aol Al Hide] dFE = & Urk. Bk HbAle #a

@_

Ak

AgtElo] B47) AAEHA 19 13] A7} 7Fs6lch GLP-13F 97%9] AFEALS 74
o 0.6mgoE AZsie] mjFE ZFste] o 1.8mg7tA ARSI

Exenatide LARE= exenatide®] wFo]=Z =2 JAF(microspheres)E D, L lactic—co—glycolic acidel= F&HA ol

RAA T34 F A4 E

4. Albiglutide(A=

Albiglutidel= 917

SEE2 e opolt, Wl 490l 15 18] 2mgS

: o|H| 27 3, Eperzan®)

GLP-1 o]&AHE <1zt

Fogiet.

_,4
U
1
rl:l
=
i)
il
ol
o
£
v
ae]
"U
_p
=
2L
od

o
mlo
A
1
Ju
=
Lk
i,

Y7l = 6~8Yoltt. &= vt @A Bt gloem F3o] P &5 WAstal WH], ER
TE Fol 4T 4 Utk
H 15 L GLP-1 8K =EX A
BE AET
2 AM&H
(G ET) A3
1. Short—acting
Hlo H= 10 _ B oo
i (g 1= TOOH o mgaaml | 12 281 642 o 0718 S0 945 § 23
I - F0 AU A 1A Rl A 85 5 igS
t il ug _
strazeneca Byerta pen;j) 03 mg/l2 mL | Aoz 1747 Fo] F 10 o 2% /b5
21~ =
N (ﬂLT“M o 20)”g 03 mg/3 mL 19 18] A4 107 A AE 89 10S
ixisenatide Xumia pen inj = 5
oo STolol 9% 10 % 149 59 Fol 3 87 879 20 o
i ) 0.15 mg/3 mL =% 7t
(Lyxumia pen Inj)
2. Long-acting
EEEREIRE
Dulaglutide 1.5 mg/0.5 mL 1.5 mg/0.5 mL F 18] N7 §He 0.75 mg/F AlFste
(Lily) (Trulicity pen Inj) L5 mg/F7HA] % 75 AAeE BAgle]
_]::‘_E A l_llﬂz =
TEAE A 0.75 mg/0.5 mL =
0.75 mg/0.5 mL
=]

[ ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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(Trulicity pen inj
0.75 mg/ 0.5 mL

19 13], Axeb BAQle] Fo %3] 0.6
mg/¥, 15Y o4 7+AL T3 1.2 mg/

4, A 1.8 mg 5% 75

BlEZ HSF 6 mg/mL 18 mg/3 mL
(Victoza pen Inj)

Liraglutide 1) 7] BMI 30 kg/m2 ©]4el H|qt
- Sy Ak A
(Novo) AT [ 6 me/ml ZLBMI 27-30 i{g/mz + 0}11:. \_1_74]; |
s d ) 18 mg/3 mL 29 Gy, 1Y, o AXAEEE F
axenda pen lInj 2] o]AH3 mg/°1 1278 5% oA A=z
StelH o)

-

ol

Exenatide LAR Hol R 2 mg, 4 mg

= 18] 2
(Lily) (Bydureon Inj) 7 121 2 mg
Albiglutide olf|l2%& & 30 mg, 50 mg )

Z 18] 50 =% 7Fs
(Glaxo) (Eperzan Inj) T 1 mg 5% 7Hs

m QlEH+AA GLP-1 84 284 2|
» &2 3o} 100/33 F((Soliqua®, A2 : 100units insulin glargine/33mcg lixisenatide, Sanofi Aventis)

& Fohs 1l FDASE sHioflA] "1 6029 olste] 7Adled Ee HAMNYECER F45 SEH

28 5 fle A9 g A s €3 a2 2EE JHAs] s Aolaw ¥ 2-F] ¥

AFQ1 insulin glargine(FFF2)3 GLP-1 484 28491 lixisenatide

)
o
2,

B
Ir
)

>
N

N
ogl
=

o
o

(TR %

r

Jo

19 13] #olFARRitt, o] Al & 9l A] 2] -2 HA < (pancreatitis)

FEe 7 e @Al diside A EA Al e FRefAIE AEsiof ot A <led

AR
(prandial insulin)¥¢] W&o WA ATEA] Attt Al T T2 FrHHA AEAS(diabetic
ketoacidosis) ol A= ARE&SlA= Qt=al, 91 HH](gastroparesis) fHAFo|Al= HAI5HA] b=t} o] M= o
gagola 7P dkEsA e 2282 9, HJIFA, AL AR AES 2 AEE Soldth

o] okA|e] EoJA] WA o2 7|A ed&Holy} lixisenatide: ETA|IZITE o2 7]7] ¢&d 309y X
lixisenatideo] F835] FHdo] otxle= AS &g|Fob 100/33 159Y(15units insulin  glargine/5mcg

lixisenatide)2 19 13] =5tFAF

ok
v/
HH
rol,

P 2IA el 30~60D9ollM 2Eo] tHEe B¢ &Fot

100/33 30$1(30units insulin glargine/15mcg lixisenatide)& AH&3Het,
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# 16. 3 7IN =2 +GLP-1 =&KX HEH SH F

e . AEY
Sk Al
AZAD o AW 9 8 e
Insulin  Glargine 0 IU/mL =2 Forl 10-40
. ) / 50 wg/mL (Soliquapen 10-40) 3 ml ol 18] AAL A 1417} =
éSLrllmfssnaude 100 TU/mL Za]=tot3l 30-60 19 13] AAF A 1ARE o]ujof Fof
ano / 33 ug/mL (Soliquapen 30-60) 3ml
AlOF
LR

m ZE1] 100/3.6(Xultophy®, AE: 100units insulin degludec/3.6mg liraglutide, Novo Nordisk)

ZEu+ 20169 11¢¥€ 7] FDACIA 1Y 5099] olste] 7[#4Ql&d = 19 1.8mg ©|ste] ==t F&
olEr FAS T AT & Qe Al2Y dH A S5 9 A 2E8S VNS S8 Aol
a8 3 250 WP Folste HX WA AU, ol oFd AR gtk rl=olA= Al
F1go] otoldl g 2t(IDeglLira)oltt.

ZEIE A A 949 GAR insulin degludec(HEH: EFAHE, Tresiba®) 1 glucagon-like
peptide—1(GLP-1) &5 A9 liraglutide(H&%: WEZR, Vyctoza®) o] 14 &2F AR 1Y 13] 1stFA}
=g

o] ofAlE & IR A e A (pancreatitis) HES 7M1 Y= SAto] disiAE AFIF HA gt

v#sfop ek, AA Q& (prandial insulin)o] W&o tisiME ALEA] oFgtt.

Ald gy I3 oA AEAE(diabetic ketoacidosis)o|AE AR Ay otx]1,  AmbH]

(gastroparesis) Ao Al= @EAL6HA] gk=th o] ofAlE Aol 7P HlEEA Sube BAAge Fo,
HIQIF4, AAL A7 Ads 2 99 Folaith

o] oA FoAl WA 2 7]A A& T2 liraglutides FHAIZITH AlZHgFe SE1 100/3.6 16T

$(16units of insulin degludec and 0.58mg of liraglutide) 1¥ 13] malFASE g3k 5099

(50units of insulin degludec and 1.8mg of liraglutide)©]tt.

m eAD majde Jl1—,—(Ozemp1co B AutaFERo] &, semaglutide, Novo Nordisk)

QAT (Ozempic®2 7] 243 (ong-acting) GLP-1 484 #8412 20179 129 || FDASIA ‘A2

d Pugo] Az AR Fjelis obx AMEA oteh. o] SHAlE 4% F 13] 0.25mg WaHE
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& FERth wteF BRI dgxdo] "astH 45 & ImgltA| SHE
g Qleh ERE = 237F "WQst A 48A%F A T ARRE 4 Qloh o] ofAle AEE HElo] e
A Al AFEA Ao, A1F Gt A F= FhAlEAS(diabetic ketoacidosis) SAfollA <l
Aol tiA|ste] AFES 4 gloh E3E AR R (rodents)ol| A &5 9&EA, AB7|F &G A C-HA=E F

% (thyroid C-cell tumors)e] YEFGTIIL sty It

VINTS A2P T BAE GO FIoFF EE P2 ¥ OZEMPIC BEaY £i Hgey
(OZEMPIC/Metformin, OZEMPIC/Metformin/SU, OZEMPIC/Metformin/TZD, OZEMPIC/TZD,
OZEMPIC+basal insulin)7te] F&A4dol tid} A7t A=At o] kAo fFaAde Yo H&EsH

sitagliptin, exenatide extended-release(ER) %! insulin glargine¥} B]xsFETH.

o] Ao OZEMPICS] €32 0.5mg¥ 1mgo] B7}=9T, exenatide ERS 1mg S8F0 =2 Hriw]glct.
bRl AAx, OZEMPICE YA o= 9ok thH] HbAlcA7t 71X Rt ZHastqlon, A, 4,

U=, AE, 7121219 BMIL, Bd 3717, AB71534d A=l 2sle HbAle Aol Fade] .

[} =3
oY =T,

’

1 Aol @ g5avon RAdsA ANE BAIH OZEMPIC HERYH ok2utel vl

AN

3070 A2, OZEMPIC 0.5mg¥ 1mg Foiit2 floft vl HbAlcrl BAACc=z fofqt +

Fsaet.

ot

o=

o

o

Table 3. Results at Week 30 in a Trial of OZEMPIC® as Monotherapy in Adult Patients
with Type 2 Diahetes Mellitus Inadequately Controlled with Diet and Exercise

Placebo OZEMPIC® 0.5 mg| OZEMPIC® 1 mg

Intent-to-Treat (ITT) Population (N)a 129 128 130
HbA1z (%)

Baseline (mean) 8.0 81 8.1

Change at week 300 -01 -14 -1.6

Difference from placebo® [95% Cl] -12[-15,-09]° | -1.4[-1.7,-11]°
Patients (%) achieving HbAs; <7% 28 73 70
FPG (mg/dL)

Baseline (mean) 174 174 179

Change at week 300 -15 -4 -44

T he intent-to-treat population includes all randomized and exposed patients. At week 30 the primary HDbAs endpoint was
missing for 10%, 7% and 7% of patients and during the trial rescue medication was initiated by 20%, 5% and 4% of patients
randomized to placebo, OZEMPIC® 0.5 mg and OZEMPIC® 1 mg, respectively. Missing data were imputed using multiple
Imputation based on retrieved dropouts.

®Intent-to-treat analysis using ANCOVA adjusted for baseline value and country.

tp<0.0001 (2-sided) for superiority, adjustad for multiplicity.
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Fsiet.
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Table 4. Results at Week 56 in a Trial of 0ZEMPIC® Compared to Sitagliptin in
Adult Patients with Type 2 Diahetes Mellitus In Combination with Metformin and/or

Thiazolidinediones

0ZEMPIC® 0.5 mg| OZEMPIC® 1 mg Sitagliptin

Intent-to-Treat (ITT) Population (N)2 409 409 407
HbA1c (%)

Baseline (mean) 8.0 8.0 8.2

Change at week 56° -1.3 -15 -0.7

Difference from sitagliptin® -0.6 -0.8

[95% Cl] [-0.7,-0.4]¢ [-0.9,-0.6]°
Patients (%) achieving HbAss <7% 66 73 40
FPG (mg/dL)

Baseline (mean) 168 167 173

Change at week 56° -35 -43 -23

The intent-to-treat population includes all randomized and exposed patients. At week 56 the primary HbAq. endpoint was
missing for 7%, 5% and 6% of patients and during the trial rescue medication was initiated by 5%, 2% and 19% of patients
randomized to OZEMPIC® 0.5 mg, OZEMPIC® 1 mg and sitagliptin, respectively. Missing data were imputed using multiple
imputation based on retrieved dropouls.

bintent-to-treat analysis using ANCOVA adjusted for baseline value and country.

¢p<0.0001 (2-sided) for superiority, adjusted for multiplicity.

Figure 5. Mean HbA1 (%) over time - baseline to week 56

Observed mean HbA1c at scheduled visits and retrieved dropout multiple imputation (M) based estimate at week 56 with standard error

8.54  0ZEMPIC®05mg  m OZEMPIC®1mg  » Sitagliptin
8.0
< 754
=~ X
5 70
3
6.5 I
6.0- i
56 (M)
, Week post randomization
Number of patients
OZEMPIC®0.5mg 409 383 382 409
OZEMPIC®1img 409 378 387 409
Sitagliptin 407 387 384 407
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Tahle 5. Results at Week 56 in a Trial of 0ZEMPIC® Compared to Exenatide 2 mg
Once Weekly in Adult Patients with Type 2 Diabetes Mellitus In Comhbination with
Metformin or Metformin with Sulfonylurea

0ZEMPIC®1 mg | Exenatide ER 2 mg

Intent-to-Treat (ITT) Population (N)? 404 405
HbA1 (%)

Baseline (mean) 84 8.3

Change at week 56b -14 -0.9

Difference from exenatide® -0.5

[95% Cl] [-0.7,-0.3]¢
Patients (%) achisving HbAj; <7% 62 40
FPG (mg/dL)

Baseline (mean) 191 188

Change at week 56° -44 -34

The intent-to-treat population includes all randomized and exposed patients. At week 56 the primary HbAs endpoint was
missing for 9% and 11% of patients and during the trial rescue medication was initiated by 5% and 10% of patients randomized
to OZEMPIC®1 mg and exenatide ER 2 mg, respectively. Missing data were imputed using multiple Imputation based on
refrieved dropouts.

*Intent-to-treat analysis using ANCOVA adjusted for baseling value and country.

°p<0.0001 (2-sided) for superiority, adjusted for multiplicity.

4. o]Ao| metformin ¥ Metformin/SUS &

glargine Fo]73o] v

& A29

3057+l A4, OZEMPIC 0.5mg & lmg Fowe A4
o oiH] HbAlc7l BAHCR ot 5 0=2 HAastgnt

Z2EZ e

Table 6. Results at Week 30 in a Trial of 0ZEMPIC® Compared to Insulin Glargine
in Adult Patients with Type 2 Diahetes Mellitus In Combination with Metformin or
Metformin with Sulfonylurea

0ZEMPIC® 0.5 mg| OZEMPIC®1mg | Insulin Glargine

Intent-to-Treat (ITT) Population (N)a 362 360 360
HbAc (%)

Baseline (mean) 81 8.2 8.1

Change at week 30b -1.2 15 -09

Difference from insulin glargine® -0.3 -0.6

[95% Cl] [-0.5,-01] [-0.8,-0.4]¢
Patients (%) achieving HbA1e <7% 55 66 40
FPG (mg/dL)

Baseline (mean) 172 179 174

Change at week 30° -35 -46 -37

aThe intent-to-treat population includes all randomized and exposed patients. At week 30 the primary HbA endpoint was

missing for 8%, 6% and 6% of patients and during thetrial rescue medication was initiated by 4%,

3% and 1% of patients

randomized to OZEMPIC® 0.5 mg, OZEMPIC® 1 mg and insulin glargine, respectively. Missing data were imputed using

multiple imputation based on retrieved dropouts.
*Intent-to-treat analysis using ANCOVA adjusted for baseline value, country and stratification factors.

£p<0.0001 (2-sided) for superfority, adjusted for multiplicity.
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5. o] basal insulind]| metformin AF§SHAY AMESEA] 92 Aol A OZEMPICO] B mat 9jofEte

3057k A4ZAT, OZEMPIC 0.5mg E+= 1mg Folwt2 fJof ti¥] HbAlcrt SAF =2 folat =&

Table 7. Results at Week 30 in a Trial of 0ZEMPIC® in Adult Patients with Type 2\
Diabetes Mellitus In Combination with Basal Insulin With or Without Metformin

Placebo OZEMPIC®0.5mg| OZEMPIC® 1 mg

Intent-to-Treat (ITT) Population (N)a 133 132 131
HbA1c (%)

Baseline (mean) 8.4 84 8.3

Change at week 300 -0.2 -1.3 -1.7

Difference from placebo® -11 -1.6

[95% Cl] [-1.4,-08]¢ [-1.8,-1.3]
Patients (%) achieving HbA1c <7% 13 56 73
FPG (mg/dL)

Baseline (mean) 154 161 153

Change at week 300 -8 -28 -39

aThe intent-to-treat population includes all randomized and exposed patients. At week 30 the primary HbA4; endpoint was
missing for 7%, 5% and 5% of patients and during the trial rescue medication was initiated by 14%, 2% and 1% of patients
randomized to placebo, 0ZEMPIC® 0.5 mg and OZEMPIC® 1 mg, respectively. Missing data were imputed using multiple
imputation based on retrieved dropouts.

®Intent-to-treat analysis using ANCOVA adjusted for baseline value, country and stratification factors.

cp<0.0001 (2-sided) for superiority, adjusted for multiplicity.

6. A28 T34 OZEMPICS] A3@F A3HSUSTAIN 6)

10457 A9 A48y, 8 AITA 28 (major adverse cardiovascular event, MACE)Q! A&+

A A, Aol obd AT, AgAol obd HEF LAl F 3,297F OZEMPIC FoliolA 6.6%

f

(¢}

Qefatoll A 8.9%0lH o MACE gt = S7h= W= A gttt

§i

m 78 A (Qtern®, AEY: dapagliflozin+saxagliptin, AstraZeneca)

12

FE(Qtern®2 SGLT-2 AAIAIQ dapagliflozin® DPP-4 A4 saxagliptin®] HFAAZ 20174 1
5] 248 4 ¢l7v 37 dapagliflozin}

saxagliptin®] 2|27 o] e A Al 29 B e 28T FHor 4ol ¥ 2eaW ¥

9 b] FDA9JA 'dapagliflozin®] A z= &+t F

o
o
of
Sl
[e]

Pt HxaWA ol SAdEAL THole ob2 &M EA] ekekrt
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%= Eolzz7te] HbAlco HWalE =Astrt 2437 Q7483 saxagliptin Smg Sol7-e ok oyl
HbAlc7t EAALSRE §oJst &0 2
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¥

Tahle 7. HbA1c Change from Baseline at Week 24 in a Placebo-Controlled
Trial of Saxagliptin as Add-on to Dapagliflozin and Metformin§

Saxagliptin 5 mg Placebo
(N=153) (N=162)

In combination with Dapagliflozin
and Metformin

Efficacy parameter

HbA1c (%) at week 24"
Baseline (mean) 8.0 7.9
Change from baseline (adjusted mean*) -05 ~[.2
95% Confidence Interval (-0.6, -0.4) (-0.3, -0.1)
Difference from placebo (adjusted mean) -0.41
95% Gonfidence Interval (-0.5,-0.2)

« Analysis of Covariance including all post-baseline data regardless of rescue or treatment
discontinuation. Model estimates calculated using multiple imputation to model washout
of the treatment effect using placebo data for all subjects having missing week 24 data.

T N is the number of randomized and treated patients.

* |east squares mean adjusted for baseline value.

§ There were 6.5% (n=10) of randomized subjects in the saxagliptin arm and 3.1% (n=5) in
the placebo arm for whom change from baseline HbA1c data was missing at week 24. Of
the subjects who discontinued study medication early, 9.1% (1 of 11) in the saxagliptin
arm and 16.7% (1 of 6) in the placebo arm had HbA1c measured at week 24.

1 p-value <0.0001
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m ~HZSERZ H(Steglatro®, AEW: AEZEZ2Z, ertugliflozin, MSD) / AlZZRHE

A(Segluromet®,  AEZW:  ertugliflozin+metformin, MSD) / AHZEZ A (Steglujan®,

ertugliflozin+sitagliptin, MSD)

20179 129 ®] FDAE AHZZHER H(Steglatro®), MZFEWE AH(Segluromet® @ AHZZZH
(Steglujan®)E "4 A23 Gty Fxto] FFe2dE MAT £ ]

O Ao A 2ERWH YL 1
QAR SASYT Fol ok 2/4EA esteh. Al AL Zhe SGLT2 SlAIA 94, SGLT2 ©f

A A +metformin E¢HA 2 SGLT2 JA|A|+DPP-4JA|A] EghAo]ct,

PRABL A% Fuy BAE GAo joFF Ei v oju] STEGLATRO B5ay Ei wg

QW (STEGLATRO/metformin, STEGLATRO/metformin/DPP-4 A|A 2 STEGLATRO/DPP-4 AA|A])
of e QA FEY AT Bl AFHA. ofed FEES AVl £ A2 G B

Ao 2 STEGLATRO dAHA A7: Zei =] et

AFAT}, AvkE oz STEGLATRO T2 ot = thx+t tiH] HbAlc7b 4okt S A
2, A, JF, 1%, AF, 714X BMI dd Y7, FTE AR &4 HEof ogt HbAle #ak

wEEA o

1. STEGLATRO®] ©= Q¥H(monotherapy)

STEGLATRO ©=Q %7} ofiy}o] Hlw

265771 A2y}, STEGLATRO 5mg & 15mg 5 Foli2 okt tfH] HbAlc7 A2 &

ofHAl fAaskrt. TR HbAle (7%= 4% vk o &4 Uetylth
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Table 4: Results at Week 26 from a Placebo-Controlled Monotherapy Study of STEGLATRO in
Patients with Type 2 Diabetes Mellitus*

Placebo STEGLATRO 5 mg STEGLATRO 16 mg

HbA1c (%) N =153 N =185 N =151
Baseline (mean} 8.1 82 8.4
Change from baseline (LS mean’) -0.2 07 -0.8
Difference from placebo (LS mean’, 95% Cl) -0.6%(-0.8,-0.4) 0.77(-0.9,-04)

Patients [N (%)] with HbAlc <7% 26 (16.9) 47 (30.1) 59 (38.8)

FPG (mg/dL) N =150 N=151 N =149
Baseline (mean) 180.2 180.9 1791
Change from baseline (LS mean’) -11.6 -31.0 -36.4
Difference from placebo (LS mean®, 95% CI) -19.4%(-27 6, -11.2) -24.8%(-33.2, -16.4)

* N includes all randomized and treated patients with a baseline measurement of the outcome variable. At Week 26, the
primary HbA1c endpoint was missing for 23%, 11%, and 16% of patients, and during the trial, rescue medication was initiated
by 25%, 2%, and 3% of patients randomized to placebo, STEGLATRO & mg, and STEGLATRO 15 mg, respectively. Missing
Week 26 measurements were imputed using multiple imputation with a mean equal to the baseline value of the patient.
Results include measurements collected after initiation of rescue medication. For those patients who did not receive rescue
medication and had values measured at 26 weeks, the mean changes from baseline for HbA1c were -0.1%, -0.8%, and -1.0%
for placebo, STEGLATRC & mg, and STEGLATRO 15 mg, respectively.

T Intent-to-treat analysis using ANCOVA adjusted for baseline value, prior antihyperglycemic medication, and baseline eGFR.

¥ p=<0.001 compared to placebo

Figure 3: HbA1c (%) Change Over Time in a 26-Week Placebo-Controlled Monotherapy Study of
STEGLATRO in Patients with Type 2 Diabetes Mellitus®

0.2

0.1

0.0-—
-0.1
0.2
0.3
0.4
-0.5
-0.6
0.7
-0.8
0.9
-1.0

-1.1
A2 O Placebo # Ertuglifiozin 5 mg ¥ Ertuglifiozin 15 mg |

HbA1c (%) Mean Change from Baseline

BL 6 12 18 26 26-MI
Week
Placeba (N) 153 137 124 105 89
Ertuglifiozin 5 mg (M) 155 143 140 140 136
Ertuglifiozin 15 mg (N) 151 144 142 134 123

* Data to the left of the veriical line are observed means (non-modei-based) excluding values occurmng post glycemic rescue. Data
to the right of the verical line reprasent the final Week 26 data, including all values regardless of use of glycemic rescue
medication and use of study drug, with missing Week 26 values imputed using multiple imputation {26-M1) with 2 mean equal to
the haseline value of the patient (see Table 4).
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2. STEGLATRO®] #3grQ¥(combination therapy)
1) STEGLATRO/Metformin B3\l QJofitto] vlw

26770 AFAT}, metformin®® A5 xHo| tEE ATl 702 STEGLATROES Fo

st 2 $Jok tiH] HbAlcrlt BEAA R golstA Zastect Eat HbAle (7%S 94 HRE o
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Table 5: Results at Week 26 from a Placebo-Controlled Study for STEGLATRO Used in
Combination with Metformin in Patients with Type 2 Diabetes Mellitus®

Placebo STEGLATRO5mg | STEGLATRO 15 mg

HbATC (%) N =207 N =205 N=201
Baseline {mean) 82 81 81
Change from baseline (LS mean*] -02 07 -0
Difference from placebo (LS mean', 95% CI) 0.5 (-0.7,-04) 0.77(-09,-05)

Patients [N (%])] with HbA1c <7% 38(18.4) 74 (36.3) 87 (43.3)

FPG (mg/dL) N =202 N=199 N=201
Baseline {mean) 1691 168.1 167.0
Change from haseline (LS mean*] 8.7 -30.3 -A0.9
Difference from placebo (LS mean', 95% ClI) -21.6%(-27.8,-15.5) -32.3%(-385,-26.0)

* M includes all randomized and freated patients with a baseline measurement of the outcome variable. At Week 26, the
primary HbA1c endpoint was missing for 12%, 6%, and 3% of patients, and during the irial, rescue medication was initiated hy
18%, 3%, and 1% of pafients randomized to placebo, STEGLATRO 5 mg, and STEGLATRO 15 mg, respectively. Missing
Week 26 measurements were imputed using multiple imputation with a mean equal fo the baseline value of the patient.
Results include measurements collected after initiation of rescue medication. For those patients who did not receive rescue
medication and had values measured at 26 weeks, the mean changes from baseline for HbATc were -0.2%, -0.7%, and -1.0%
for placeho, STEGLATRO 5 mg, and STEGLATRO 15 mg, respectively.

Intent-to-treat analysis using ANCOVA adjusted for baseline value, prior antihyperglycemic medication, menopausal status
and baseline eGFR.

= p=0.001 compared to placebo.

2) STEGLATRO/Metformin ¥ 2WH 1 Glimepiride/Metformin H3 8 7+ S x#+ A

527F3ke] A2, metformine® A5 2Ho| ¢hEs @AM F7HE ez STEGLATRO= F

rsk

T2 glimepiridee Fo3t tiH] H] &5 (non—inferior)dr 232 YERSITE

Table 6: Results at Week 52 from an Active-Controlled Study Comparing STEGLATRO to
Glimepiride as Add-on Therapy in Patients with Type 2 Diabetes Mellitus Inadequately Controlled
on Metformin®

Glimepiride STEGLATRO 5mg | STEGLATRO 15mg
HbA1c (%) N =437 N =447 N =440
Baseline {(mean) 78 7.8 7.8
Change from baseline (LS mean*] -0 -0.5 0.5
Difference from glimepiride (LS mean®, 95% Cl) 0.2°(0.0,0.3) 0.17(-00,02)
Patients [N (%)] with HbA1c <7% 208 (47.7) 177 (38.5) 126 (42.2)

®

M includes all randomized and freated patients with a bassline measurement of the outcome variable. At Week 52, the
primary HbA1c endpoint was missing for 15%, 20%, and 16% of patients and during the trial, rescue medication was initiated
by 3%, 6%, and 4% of patienis randomized fo gimepiride, STEGLATRO 5 ma, and STEGLATRC 15 mag, respectively.
Missing Week 52 measuraments were imputed using multiple imputation with a mean equal to the baseline value of the
patient. Results include measurements collected after initiation of rescue medication. For these patients who did not receive
rescue medication and had values measured at 52 weeks, the mean changes from baseling for HbA1c were -0.8%, -0.6%,
and -0.7% for glimepiride, STEGLATRO 5 mg, and STEGLATRO 15 mg, respectively.

Intent-to-treat analysis using ANCOVA adjusted for baseline value, prior antihyperglycemic medication and baseline e GFR.
Mon-inferiority is declared when the upper bound of the two-sided 95% confidence interval (Cl) for the mean difference is less
than 0.3%.
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Table 7: Results at Week 26 from an Add-on Study of STEGLATRO in Combination with Metformin
and Sitagliptin in Patients with Type 2 Diabetes Mellitus®

Placebo STEGLATRO 5mg | STEGLATRO 15 mg

HbA1C (%) N =152 N =155 N=152
Baseline (mean}) a0 8.1 8.0
Change from baseline (LS mean*) -02 0.7 -0.a
Difference from placeho (LS mean®, 95% CI} 0.5 (-0.7,-0.3) 0.6°(-0.8,-0.4)

Patients [N (%:)] with HbAlc <7% 31 (20.2) 54 (34.6) G4 (42.3)

FPG (mg/dL) N =152 N = 156 N =152
Baseline (mean) 165.6 167.7 177
Change from hasaline (LS mean”) 6.5 =257 =321
Difference from placeho (LS mean’, 95% CI) 1927268 -116) | -256%(-33.2 -18.0)

-

N includes all randomized and freated patients with a baseline measuremeni of the ouicome vanable. At Week 26, the
primary HbA1c endpoint was missing for 10%, 11%, and 7% of patienis and during the trial, rescue medication was initiated
hy 16%, 1%, and 2% of patients randomized to placebo, STEGLATRO & mg, and STEGLATRO 15 mg, respectively. Missing
Week 26 measurements were imputed using mulliple imputation with a mean equal to the baseling value of the patient.
Results include measurements collected after initiation of rescue medication. For those patients who did not receive rescue
medication and had values measured at 26 weeks, the mean changes from baseline for HhA1c were -0 2%, -0 8%, and -0.9%
for placebo, STEGLATRO 5 mg, and STEGLATRO 15 mg, respectively.

Intent-to-treat analysis using ANCOVA adjusted for baseling value, prior antinyperglycemic meadication and baseline e GFR.
p=0.001 compared to placebo.

5) STEGLATRO/Sitagliptin®}9] %7] ¥ Q H(intitial combination therapy)¥} $¢JoFt1}o] H|w

265719 ATAT, SFoNt HolawoR W 2Mo| et FAFNM BN STEGLATRO

Smg T 15mg FolF WEOA ekt oH] HbALh BAMeR folgt Szoe asidrt.
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dA AFEGHoHA EFARZE metformin®l| sulfonylurea, a —glucosidase A|A|, thiazolidinedione,

DPP-4 AAIA] == SGLT-2 AAIAI7F &5 oFAlet DPP-<{A|A|€} thiazolidineo] ¥ 2FA17F Ut
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o} DPP-4jAAete] EAls A2 o E 7]He] A 2A b2 EFAET andyd Aozt oidsta gl
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Q&Y NPT, Lolsw BAGe] SPHOE BYL FAAYT, DPP-4 AL EEg EHOR %Y
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ote] EitAR ZET(Xultophy®, A9 insulin degludec/liraglutide) S 4-91519ich. o] oFAl= AA7HY
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