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Incretin-based Treatment for Type 2 Diabetes Mellitus
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Incretin hormones such as glucagon-like peptide-1 (GLP-1) and glucose-dependent insulinotropic polypeptide delay gas-
tric emptying, increasing satiety, and enhance insulin secretion. Two new classes of treatments related to incretin hor-
mones for the management of type 2 diabetes mellitus have emerged: GLP-1 receptor agonists (e.g., exenatide,
liraglutide) and the dipeptidyl peptidase-4 (DPP-4) inhibitors (e.g., sitagliptin, saxagliptin, vildagliptin, alogliptin), which
prevent the degradation of GLP-1. A MEDLINE search was conducted in order to evaluate the efficacy and safety of
incretin-based therapies and publications were reviewed. Data from clinical trials indicated incretin-based treatment
showed clinically significant reductions in hemoglobin Alc with low risk of hypoglycemia. Weight reductions were
observed with GLP-1 receptor agonists where as DPP-4 inhibitors are weight neutral.

[1 Key words - incretin-based treatment, glucagon-like peptide-1 agonists, dipeptidyl peptidase-4 inhibitors, type 2 dia-

betes mellitus

BL::&;;\ENO

|7t e 3 3 /‘]‘U]‘"a’“—‘
A8 732A7E b ok American Diabetes Associa-
tion (ADA)/European Association for the Study of Diabetes
(EASD)?] 7ho]| =gtelel M= #23) B SxjellAl A3k
s FAE7] Hsted ASdFH HAIR A
metformin®] AFE-& 12} FEXZ QY2 sulfonylurea”]
oFE9] AM-E 23} oFEXE LYo R Avsly gioh) e
v A GAAM BR FIEN RS FAIE SAl T
& ForeiA el AT Heist felabE), £3) AP 9

AF F7He A3 7)1 AL 194 f4A] &2 Aotk
7}o] =zfelol|A] A A3} sulfonyluread] oFa- o324l A&
T 3 AT S7HE 42715 =l metformin T3 ¥
g Ao $13le] XuH glot. ol2jst AEF E AF

Correspondence to : 713 o}
Agsa oreo)t
MEA] F2T Q705 28 (110-744)
Tel: +82-2-740-8548, Fax: +82-2-874-4169
E-mail: hyunah@snu.ac.kr

57

Z7= )] BoreT E
) ofsFS = 4 9},

A28 e FAHoz AaAHe Ao, fell
el AR A7) WEe A2} b P 5 Ak
Homeostatic model assessment of B-cell function (HOMA-

B) ol 23} metformin, sulfonylurea, thiazolidinedione
AL} 2 ATE dG7sHIES A7 2] 1d 9k

RaAFNT ) Az

Aol

1::0

B-cell 71%-S NAAA 71U A|7be] AUpiA] 2 7]%50] 7HAE
S eboh D B ALE S A 1

T AL L o] Foll = AR or S EE A o
i) o]2idt A7 AHEE Becell 7152 NS FAA
Z 4 e A2 dFsAzE 2edS AAIH =He
A717}F = 5iekd

=Y Z2Ee 7|ukst EA RS
71A& 71 dsial 2 st glek™ HEA Qo
"l Z2 2L glucagon-like peptide-1 (GLP-1)3} glucose-
dependent insulinotropic polypeptide (GIP)2-Z., 2] Aol HF-S-
ste] Aol A YA Fulgoh GLP-19} GIPE £54 9
A WAl LR qled WHE FHA7IAL S5
T AR ezA dgE Uy =3k 9 vl E(gastric
emptying) $E5 A A7, ERHE ST L2A A

=

==



7V 427 gtk 5AS 7R e A2
= 3xbelA] ladHe] B FFAE] Qe Hlow
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2ielell A <1z 7]uk oFE > A|23 P o] X 8o
el TEeW = g dAttAlele] W aow A
=3z 9leh?

FaLef| M= A AR Fol A dAAE T2l =R
71Mk oFE o W3t A=At 7 5] FEH EA H
Medline Aol w2 Wi+5 AT Aol sl dobr
azp st 53] 74 e fEAS A kW
T 5 g L0 Wste) AFe] Wl FHS T
A BT FrF W F ARG e H 7} EES
3] AHE 2AFsFG . v]= Food and Drug Administra-
tion (FDA)IA 3Egtk 241 SHAA ) A AR = 2AS)
At

N

“

d )y dlo 4 oft oy
r
(o]

Table 1. Comparison of Glucagon-Like Peptide-1 Agonists
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GLUCAGON-LKE PEPTIDE-1 (GLP-1)
AGONISTS

GLP-1 84 E5A41= GLP-1 3229 84S FH4
7|™, DPP-4 E40] o3kS o o =2A] A2y g 3
24e] A ZFAAZIEY fa) Yol GLP-1 Alde] <
E52 exenatide®} liraglutide?} 91t} Liraglutide:= exenatide
Hep AA 9] GLP-1 3229 o 77k 38hy 7525 71
I et F oFE BT I3ALR Fodshe falabeE 24
I AHFS doa 4= gtV GLP-1 -84 E%AlE= X%
T IA=F A3 EF 2] 27 NS Wl
Jded HHE M7 ER, AP S doql svEtal 1
A =7} ZAn)gt Ao}, vlzlr)e] xfo] wjFol exenatide:= 3]
5 7, liragluidet:= 37 b Foisie. Table 1941 7
GLP-1 84| &5A19] &%, Falake, Tk, rad s
H|aL8}ed el Al gl
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Exenatide

Pharmacology

Exenatide 3 2}E28 vl (Heloderma suspectum)2)
efdol| A MAH 248 FHAA B H x| =W
AR o)} ) m 8} AL F ok 2X)7F Foll peakell =,
YA} U= 344172 o has oF 5-7A17F Fll
Edgte). weEbA exenatide:= 37 T, obF ) #g Ax}

Exenatide

Liraglutide

Dose 5 meg SC within 60 minutes prior to morning &

evening meals (~ 6 hours apart)
Can increase to 10 mcg BID

Dose adjustment CrCl <30 mL/min: not recommended
No dose adjustment is recommended for patients
with hepatic impairment

Precautions Should not be used in patients with severe renal

0.6 mg SC once daily for 1 week
Can be increased to 1.2 mg SC once daily for 1
week; then to 1.8 mg SC once daily

No dose adjustment is recommended for patients
with renal impairment

No dose adjustment recommended for patients with
hepatic impairment

Should not be used in patients with a personal or

impairment or ESRD Should not be used in patients family history of medullary thyroid carcinoma

with severe GI disease

Drug interactions Warfarin: increased INR

Sulfonylurea: increased hypoglycemia risk

Adverse drug events

Nausea/vomiting, hypoglycemia, diarrhea

Should not be used in patients with multiple endo-
crine neoplasia syndrome type 2

May impact absorption of other medications
(delayed gastric emptying)
Sulfonylurea: increased hypoglycemia risk

Headache, nausea, diarrhea

Postmarketing reports: pancreatitis, increased INR, Anti-liraglutide antibody formation

hypersensitivity reactions

Changes of from baseline -0.7t0 1.5 %

HgA 1c (Monotherapy)

Immunogenicity-related events, including urticaria
Thyroid C-cell tumors in animals
Postmarketing reports: pancreatitis

-0.8to-1.1 %

SC = subcutaneously; BID = twice daily; CrCl = creatinine clearance; ESRD = end-stage renal disease; GI = gastrointestinal; INR = international

normalized ratio; Hg A1C = Hemoglobin A1C
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o] Aol Foigiet. A UFYel g Fodhs A&
exenatide (exenatide long-acting release: LAR) Z+3 ] AFA]
g o] z13Y= L 9lc}. Exenatide= A2 wjAdE B2 Z3
o]l HA~g-o] 30-50 ml/ming] AP A= FLJaA] AL
slodof 3, 27|82 Smeg 3F FHOZE A|gEoof
g}, = oleld A4 E 30 mUmin P)9Re] AlZEEE A3 7)
T2 £Aelvt 7] AA S 71l SRl A AR FAEH
2] 9F=t}. Exenatide®] wiAd-Z 77| 5el 2|4 0]A] ¢kow
2, ko2 YAtE = o EH AsAE-S /XA et bt
™, Exenatide:= ¢33 254 (gastric motility)oll °33FS F
7] Wtell Fek fsle] o oFEd AsAE-S doA
4= 9lv}. Digoxin, warfarin, statin?2] AF&2H8-S 73t of
2548 Ao Ao {20 1t AHE el
A ekgkehy

Clinical Studies

Diabetes Management for Improving Glucose Outcomes
(AMIGO) AT-= A28 %" 3kx}ol|A] exenatide®] F-EA
I AL 7] S13t HHor AREglen, FEk
WA, S, ol FAEEAA S ARt Skt wlast A
34 AN o] it 21 Zhke] A= o] A-el| sulfonylurea,
metformin, sulfonylurea/metforming AF&-3led = A= =] ¢
= AI2Y B 3RS Ak dle] 305 2t A EHA
ot Z47ke] ATellA exenatideE 305 TF FoddE A
slekat vlmale] Ao 2RE ] PR LS 77 -
0.86+-0.11%, -0.78+-0.1%, -0.8+-0.1% A E=H o= &
Aoz sl (p<0.001). = T2 ATE 5252 A
717t 21359 =d], o] H e sulfonylurea/metformin® 2 =
AEA] ok A28 Hx A 5014ES AL Z exenatide
9} insulin aspart®] &4 % PHAE wlwsigeY A7
73}, exenatidet: B3 A0} FEA] S A7)0
A58 b B3-S vehllom, A5 dd e gleiA
= insulin aspart®t} 5 Y& &35 el

AdFdo]] FH AFE3lE= X438 exenatide (exenatide
LAR):= 7]E9] exenatide 3+ FH 883 v|wsle] vl
g FEAe A4S Jepdoh %7 4579 A28 B g
A e Z 1555 A3 s TR vA, Sl 2
AH&-gt A24F 424A ol Al exenatide LAR 0.8 mg i
20mgs 4FYel s Foddhe A Ao IS
EAEA o2 FoXA A AL (0.8 mg: -1.4+-0.3%,
2.0 mg: -1.7+-0.3%), FIHINLE 7% w|REe2 frx|st 3
A52] vl EE 27t 36%, 86%AE" A28 e 2}
29598 AL S 2 exenatide LARZ} exenatides W]a3t 72t
uiA, AER], A3 JAAA e A= exenatide LAR-
305 o] F B4 Al sl TATHLE frolst A
= vehd e (37 -1.940.1%, -1.540.1%, 95% 41277+
-0.54% 10-0.12%; p=0.0023), FEdFe] Ha® 22 Az}
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Exenatide:= #|F Ftao] = @A IS T+ 702 v}
b} Slell A AF3 AMIGO ATolA FF AF FHae
Z+7} 16403 kg (p<0.05), -2.8+0.5kg (p<0.001), -1.6+-02kg
(p<0.01)°1 > o= B gJokra) vlwA] FA AR
Frolgt A3E vehllon, 53] metformin?t 3] H-8-8h=
A% A% 3 Axr) 74 ZE A0 Exenatide LAR A
L A8k A o 2 A% o) Barsgle) o

BE A Ao A exenatidest T 71 &3 AL
A A, TE, kel 22 9)A3A A gho)gloh 1Y e
o] HAAl TR AIS AT AR R o,
g2 A3 A HIEE FTMIFE AEGE =5
A e, Azket A AllE veRA] sk o
Fdoll g AE-31= exenatide LARS $]2Fol| v]3}e]
Ab H-$19) W] nimsA DA

FDAYE exenatide AHS-2} #H3ste] FAY == Z3A
ARDE 233 307 o)Ak FA AARS BasieY
g A Al FA S d2E TEI 2
Ao AF JdAE R e Ay dubges
A28 Far 3R AgEe] Hde] gt AR 3
vl o]Af F7hEe] e wEbA o] fES E-83ke Fet
A S-S FZAA ZUER sl of 31, =5k iz}
AT AAR S == FFE HeRithd, E] A
28 =1 FotsjoF 3o}, Exenatides w=3F 2] gFAA
Aol Al A1) 7)5el At 2 A AlAEAre] WA 3
Hde 7oz Ru=gah'y FA A7) 759} npis)
22, A= A% 715 ol A=AZ AF AAE 7HA
I 9l webA exenatide:= H7] AR SRS 7R AL Q)
E 3z == FFoleld A Eo] 30 mi/min mTkel Eab
NA AMEEIA] YE=F ghile] WA =] Exenatide:= =
goleld 4o 30-50 ml/mingl FA}el| Al = F2 )4
ARS-lod of 3l 27452 Smeg 31F FHO=Z A3E
o] of gt}

=

Liraglutide

Pharmacology

Liraglutide= GLP-1 8] %424 Q17k2] GLP-1 &
2ZO oln| At MATFZE2} 97% AR5, 53] A= A
HRAE 2912 DPP-4 FAvol 2)3h Hallol] AL spo=
A oFEe] AEA7HE AN TE EAS 7RI QY
Liraglutide:= I 35AF F 9-12A]17F Fof] peakS vfeplin,
- wiAd W)= 11-15A12be| o) 3 o] Fof| steady state
o =3l X8 HFrEt 24475 AT kA
liraglutidex= 17 gl A Afel] AAGlo] Foid o= SUt. oF
=2] A 717 ) 5o} A7) Fel o]EH el A ke mw 83F
ZAdo] FQ3A v} Exenatide®} PH7IA R FEAT 52}
43 FH3 AFE5ollA liraglutide™= atorvastatin, lisinopril,
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Clinical Studies

The Liraglutide Effect and Action in Diabetes (LEAD)
program-> 2w, o] T AW & ARSSH AR A3 o
A PR liraglutide TH58W = o A8 975}
Aele] W4awE sokra vlmg Zlojoh.*?) ojxe)
T8 APASIAI S FoIitA] o2 7462 A28 w4 3t
A= AFS 2. liraglutide S5 S glimepride3} ¥] 25}9]
o 52F F 3 40 W3- liraglutide 1.2 mg Tl
Al -0.84+-1.23%, liraglutide 1.8mg FoJ ol A -1.14+
124%2 2 glimepride -0.514-1.2%2} ¥ 2A] Aoz
XA Faskact. o1 -l glimepirides H-8-313 3=
104178 2] A28 <w" FAE 4= sk LEAD 1 A+
NAME liraglutides™2] 267 F T3P 40] Ho M= -
L1%Z, 912k (+0.2%, p<0.0001)e]1} rosiglitazones™ (-0.4%,
p<0.0001)7} ¥l A] FAZH o= Fo A FHasigl )
Liraglutide™> F3Fd 0 4> 3 ope} F5A] 9, 4§ &
Fo] W 3le] olelAE Skt rosiglitazonew 3} WA
AR FAUAl At o] el metforming:
4313 gl 109199 A28 @uH FAE YAtz 3
LEAD 2 AT7oME n)5=3t 222 vehioh?) Liraglutide?
9] 267 F 30 HF M3 -1.0%2, glimepride
I vt 2945 vepil e, 9% (+0.1%, p<0.0001)%+
vlmA] A ez fol oAl ZHadtsith. LEAD-4 A
=, metformin?} rosiglitazone®] WL 22 X F3lT Q=
A28 FxH 3} 533WS AR liraglutide 1.2 mg &=
+ 1.8 mgs F7Isle] Aok ey frady S 3
7Vt 267 F H I A] e 15% o= 9
oFF -0.5%cl vl3led frolAdlAl FHasid ek 3 FEA
¥ (12mg -40mgd, 1.8mg -44mgd)zt AF ot
(1.2 mg:-47 mg/dl, 1.8 mg: -49 mg/d)= $]F3F v]wA]
Al AHaskd et (p<0.001).2

$lellA o538 LEAD AFellA liraglutide 2 9] 22
v oA FAg A5 2ot AR 53 liraglutide
2} metforming W-8-FI8F 7% liraglutide®] TE5 &3
oA flek T metformin S5-I} v W3le] TF
2J3t AlF 7AF eSS (0.6 mg: -1.78 kg, 1.2 mg; -2.58 kg,
1.8 mg: -2.79 kg, p<0.001)>" Liraglutide T-55-¢8} 7-$-ol| =
At AF W3 12meell A 2.05kg, 1.8 mgell A -2.45kg
22 glimepiride?2] +1.12kga} H]XA] BAEH 2 Fo
g A= ey

Liraglutide’= &3] sulfonylurea”] <F&3} &7 E-83191S
o A A7 4z FokE 938 Hebd e Ex-
enatides} W7 FAI 2 71AF &3]t fral| Al eAloldlem A
249l 5 F7FR A ] fralAklE Ak o sl ag
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9] liraglutide:= FEA1§ A thyroid C-cell F-F A=)
1™ calcitonin®] Z717F #2= e} LiraglutideE
Wby Q)= Sk}l A thyroid C-cell #+¢)34] (hyperplasia)o] 1+
ebdeh. 22y} AACE @ FDA|AE thyroid cancer®] W3
o]} 7= o] 9l A2 A 93k liraglutideS Fol W=
ZER}ol| A calcitonin levels 2 E1Z 3}y thyroid ultrasound
2 Al A QA= @t oht Aol Al AR FoF
o] FA g FFol AAF] BA TS 8= AL Fas
Exenatide®} W] 5317 liraglutideol| A = #1343 o] Bar=] i),

Exenatide vs. Liraglutide

LEAD 6 A7+ o|He|| metformin =+ sulfonylureaS =
33 s A2Y 2 A 464 dAFeE
liraglutide 1.8 mg 3 3 Fo| 73} exenatide 10 meg 35
FH TS mlasidoh? 265 F 3l Ae] Wl
liraglutidex™ol| A -1.12%, exenatidex™ oA -0.79%% F - A}
ole] ATl FolAdS vehiH (p<0.0001). B3} A4
Z 7% n|gte 2 §A]sl= Ao v]g =31 liraglutidew-ol| A
54%, exenatide™oll M 43%= 23l ch (p=0.0015). F il
2] AF W3 liraglutideToll A - -3.24 kg, exenatideT
of| A} i -2.87kgol it 7u|gt A E 2 liraglutideT-ol| A
o AA WA e p=0.01), 247 22 $ATA FAt
#l] 3} liraglutideoll M 2 A 31siet?

Place in Therapy

AACE/ACE 7}o|=E2}qle] X8 ekare]Fol 2|3hd, 23
T X8e] dgdEAe 9le] GLP-1 E5AlE TS84
T o dEA ek oS A WS FHEA
olth!) GLP-1 E%A|: DPP-4 JAA| He} AsH ey, o
A AlgelA oS v A5 g 24 54 FAaE
ehl7] o]t ubd, ADA/EASD 7te]Egiel A& o3
ZFo A A23 FuwWe] s GLP-1 EFAE
metformin TH-22 ARG 4 9l 23} FE oo A
a3 9l o] GLP-1 E%5A1) AMEo2 whyd 4= 9l
A 2 felAbE (53] exenatideo] oS A &HoR

W)k g Yol das)y] wteld

DPEPTDYL PEPTIDASE-4 (DPP-4)
INHBITORS

DPP-4 JA|A| = <l=e=l 3229 GIPS} GLP-19] -3
£ WagezA el WHE FHAITIRE SRR
B2 ZaA0G? AHA A TFE DPP4 A
sitagliptin= 200651 FDA %-¢1=]%1.2n] &) oF 500 7l=F
9] £ol& W A8 g)u). Vildagliptind} saxagliptin
zbzy w53 felAM FelS WS DPP-4 A A o],
20119 59¥ol|= linagliptine] FDAo $-¢1= e}, Alogliptin
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2> A
o] &3,
ATt
DPP-4 SAA| & GLP-1 -84 E5A|5HE Ekzto|v} ¢
A3 SFA S FA ot wWEM GLP-1 4
A B5A 9} G2A AFe] W3tE doT|R]| gt Aol
Aol 3let. GLP-1 84 B5Al e FALR Foidhs ubd,
DPP-4 AA| = T2 548 5 vk A o] 9ot

XA Folt Table 201]A1b Z} DPP-4 A A
frafAbel, T2k, frEAS wlaste] Yehi

Sitagiiptin

Pharmacology

Sitagliptin> 7 72 F55™, DPP-4 840 FF& oF
80% <A1 gH1*? DPP A A= 50 mg G-l A 12412
E<F, 100 mg SN A 244175t Heppm e A Sk
100 mg 31 ghi ot} Steady statet °F 2% o] Foll =3t
o}. Sitaglipting F2 (79%) A4S Fdlo] wiAdE ==, A

A 7150l 4% e 87 4] desi $5E9
AR 715 ol A= 50 my/day, AR A &4 =
D7) 223 FAE= 25 me/dayR S-S FFAA AR g}

oF 16%2] Pl o2 YA ER, AF wr FEE
7HA Al FEEE ek o ks W] ok 7 )4\ 2 Az}

Aok, SR ENES DAL ATES S Py A A,
simvastatin, warfarin, digoxin, 73 7§ 3] k2] PK—E‘ L

714 skot, lovastatin #H] cytochrome P450 2% 2t-8-¢]
B 31E)9) o v cyclosporin® SAI AL sitagliptin®] FE-%
= gto] oFzhe] W HE vehi et

Table 2. Comparison of Dipeptidyl Peptidase-4 Inhibitors

Clinical Studies

A28 G 3l A sitagliptin®] FEA 2 S
H7yel7] S8 B oz AlsE FAReuA, o5 A, $1F
HE2ES ARSSE = AR -CIA sitagliptine A2
2 fFoAE Bl e ool £ A9E
Uehl o) B3], o) "l A4 A E Foke
Aol gl 109199 A28 Fx® 3Rl Al sitagliptin}
metforming 245 F<t W-8-F3 79 7 2 R4
o] 7+AZ Vit Sitagliptin 100 mg/metformin 2000 mg
W4Fol e X8 o 2 e Y3 LE 2.07%7HA] 3
A8 01 sitagliptin 100 mg/metformin 1000 mg 4 §-F-of 7
5 -1.57% A2A RS ol ABAA I vlaa] FA g 2
2 oS okdEl (P<0.001), ZH7He] whd 8= ]
WA] (metformin 2000 mgw-: -1.30%, metformin 1000 mg:
-0.99%, sitagliptin 100 mg¥-: -0.83%) 72|38k AFE vyely]
o} TL g 3R 5217900 A] sitagliptin Y 8 WS 375 ¢
A oA 18F & ol 4] W= ok v|uA| B
Ao F folgl e (sitagliptin 100 mg: -0.6%, sitagliptin
200 mg: -0.48%), 7419 2] IATS AL R 3 AT =37
247 F PN 0] Wshe okt vlA] A
2 o3} (sitagliptin 100 mg: -0. 79%, sitagliptin 200 mg'
-0.94%)2* 29 = AT BF sitagliptint- FEA] AFS f
A A AN HE B oYzl HOMA beta-cell functionZ}
proinsulin-to-insulin raticS A A]7]= AH}ZS e}
Td el A5 FeAA0] WM metforminte] W&
LR =32 kst ABAA S FIEN AT 25T,

Sitagliptin Saxagliptin Vildagliptin
Dose 100 mg once daily 2.5 mg or 5 mg once daily With metformin or TZD: 50 mg
BID
With SU: 50 mg once daily
Dose adjustment CrCl1 30-50 mL/min: 50 mg once CrCl 50 mL/min: 2.5 mg daily Moderate/severe renal impair-

daily
CrCl <30 mL/min: 25 mg
once daily

Digoxin: a slight increase in AUC &
Cmax of digoxin
SU: increased hypoglycemia risk

Drug interactions

Upper respiratory tract infection,
nasopharyngitis, headache.
Postmarketing reports: acute pancre-
atitis, acute renal failure, serious
allergic & hypersensitivity reactions

Changes of from baseline -0.5 to -0.6 %
HgA 1c¢ (Monotherapy)

Adverse drug events

CYP3A4/S inhibitors (e.g., keto-
conazole): 2.5 mg daily

Ketoconazole:
significantly increases saxagliptin
concentrations
SU: increased hypoglycemia risk

Upper respiratory tract infection,
urinary tract infection, and head-
ache

Peripheral edema
Hypersensitivity-related events

-0.4t0-0.9 %

ment or patients with ESRD: not
recommended

Hepatic impairment: not recom-
mended

SU or metformin: increased
hypoglycemia risk

Headache, dizziness
Postmarketing reports: pancreati-
tis, urticaria, hepatic dysfunction

-0.5t0-1.1 %

TZD = thiazolidinedione; SU = sulphonylurea; BID = twice daily; CrCl = creatinine clearance; ESRD = end-stage renal disease; CYP =
cytochrome; AUC= area under the curve; Cmax = mean peak drug concentration; Hg A1C = Hemoglobin A1C
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A 8A] G L0] ZEAE =2 F0F ePgT) oA
pioglitazoneS F-oJ 93l 9l A2y Fx 3a} 17542
o2 sitaglipting H-8-FoI3t DTN E 2 AHE
vl ow, X322 HE] 247 F i 4e] W=
A= -0.7% (95% AlZ]T-7F: -0.85 to -0.54; P<0.001), 35
o] wW3h= 17.7mg/dL (95% AlFF7F: 2243 to -11.0;
p<0.001)] 51 c}.>”

Sitagliptin-ol| /] A5 W3}l= 824 A7} v|wA] ¥H =}o]
7} 9gieh st a7 = metformIH S8 0 Foll A A=
Az vwA] AF FAaE 0.1-0.6 kgel k29 Sitagliptin
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