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ABSTRACT

Background & objectives: Type 2 diabetes mellitus (DM) is a metabolic disorder that is common
throughout the world. Meta-analysis is a statistical technique in which the results of two or more
independent studies, with similar objectives, are mathematically combined in order to improve the
reliability of the results. The aim of this study was to compare the efficacy of metformin and
linagliptin in patients with type 2 diabetes.

Methods: To identify relevant studies, PubMed, 1SI Web of Science, Embase, Cochran library,
Scopus and Ovid databases were searched from January 2000 to August 2016. Mean difference
(MD) with 95% confidence interval (CI) for efficacy were calculated and pooled analysis was
performed using Stata V.12 and RevMan V.5.3 software.

Results: Four studies recruiting1260 patients with DM (682 patients in group linagliptin and 578
patients in metformin group) were included in this study. The MD of HbA1C outcome of 0.5 mg
linagliptin was effective (0. 7295, % CI = 0. 69 - 0. 75). The MD of fasting blood sugar (FBS) test
revealed that linagliptin was effective at 0.5mg (MD = 36.79, 95% CI = 35.20 - 38.38) and 5 mg
(MD = 12.65, 95% CI = 2.68 to 22.63) doses.

Conclusion: Our results suggest that some doses of linagliptin versus metformin may be an
effective treatment for DM2. However, the number of studies was limited, and further research is
needed.

Keywords: Linagliptin; Metformin; Type 2 Diabetes; Safety; Treatment


http://dx.doi.org/10.29252/jarums.18.1.21
https://ejournals.arums.ac.ir/jarums/article-1-1531-en.html

[ Downloaded from gjournals.arums.ac.ir on 2025-12-03 ]

[ DOI: 10.29252/jarums.18.1.21 |

\YAY Jle (Jsl ooleuds (PRI ©) 9 Jeal S5 5 Ia}l.colih.ibabpo\"\"

90 Nlio

Ol )3 e 9o by (sl Ul 59,18 (Sloyd w3l Aumglito
LTl 9 Suslodamams y9 o :¥ £95 waabid

£ Alipso dy9axo I allac ysol I ol 53U n0 o Mawl %' il pao sdlasl ! al pro Sgrasso ! it S LSy dsan

Ol 352350 GB9300 Siph Kby psle oltils wxsibl g 0aSlS wovollas 5518 (LIl 095
Ol ol (Jasol G5 3y pole olfisly wnblayy 03Kl (50 sac bl 05,5 .Y
Ol ol (Jns ol G5 3y e ole olisls ppdb ¢piSiite Olivs ped bl 55 o ¥
Ol 0lrg (o )len ollsls (b o5 pole 9 (3 w5 03,8 &
€brahim6337@gmail.com : Sy s il oy + EOFYOTYYIVY :juSls - EDYYOYYOYD :1pali .J shune 0 a9

~
VLY

A el ol T o) K 3ulliTlie sl gl Ol sl pas 03 a5 ol S gslio JMAI K ¥ g o5 eulys 1838 9 Ano)
Ol 381 1) b olisebol waulold b a3l ooub o 5 0L @) 500 4 Aline Slaal b Jiue agllae dia b 93 mbs 0T s
SV &9 by b pblow S (yae 94t 9 oS Uy sools Sk )3l auslio dsllon ¢l Jl Boa Laias

PubMed, IS Web of Science, Embase, Cochran _sledbl sla ol bows yo wlsllboe (lawlishs sl IS by,
Olizabol Aol b 1 (Silie w9l .30 )5 )13 gmima 3990 ¥r 17 cuwsST LY - - ayssl il library, Scopus and Ovid
asuus) ReVMaN 5 (1 aseus) Stata 158l o 55 b Gisdls Jalos 5 4255 9 3038 asmlme s 8l w0 2 12 (ClS) 740
b el (/Y

2918 05,5 )3 Jlap BYA 5 il L) (539018 05,5 )3 Jlap FAY) =obs & Mise Jlop VY7 - Jolids asllas pls L axdl
MD =-/Y¥,( 207 Cl=+/79--/Y3) Lo uSilae oo 3 lastimel wales w )y 03 .28 )5 )13 aallbs ¢yl )3 (o) siie
29085 Lobl s a8 9o )T ) .35y 5 yias )il PISSle <D )53 > il Uy (s9)ls aly) oSS oS 900 09T
0 5 MD=¥7/Y4,(07. CI=¥0/Y - -YA/YA) p )5 hun= /D j93 )3 cypuipalSLid (5915 3l olits L (pSilie oaud 3 )lasbiwl
D91 3350 MD=AY/£0,(0). Cl=Y/FA-YY/5Y) 0,5 Sho
ULQ)QMIO_{AQW),JJAL,A_ML@);ML@k_g;)lst_shz;)');)lu';)._‘«falauw@w%)fl:ks).ﬁft\:_qﬂ
Dbl se (5 b iz elal 4y Jls 9 0351 39350 0ab plosil wiallbe Slass Jls ol b bl obles Sl ulie

Ole)d (il ¥ £95 by (ya0) siio il L) 16395 5L o )lg

WWAS/VY/P - b xady VWAF/) /) sl s

Oo—ho VWY 3582 V- v Jlw s wobs & plbdise oo
SLAS 518l )8 Q& pac )0 )3 AT 035y His Golon ppSabb b aubs Sila wublage ple s
Y-V Jlw s oljae ol ol 5 6 Sy «awlio S o Ooslio & Jole aYlw a5 S5ls o pla )3 3a&
Eor [ V] o3l dalsn Giul 33l jas eslue Y77 & Slacss (le il ¢yl JLoT (bl p el gl s



http://dx.doi.org/10.29252/jarums.18.1.21
https://ejournals.arums.ac.ir/jarums/article-1-1531-en.html

[ Downloaded from gjournals.arums.ac.ir on 2025-12-03 ]

[ DOI: 10.29252/jarums.18.1.21 |

YY ubes 5 plads Lo)sues

wnsilo s ol il duslio

Slood oy 3L 5 diwd glops 4 3o jls
DBl S )8 Solaw ala o 5 5355 bl b uwlisie
DiS 5o JWs ) B 95 Sileys sl 0,5
wed 38 JpiiSs 9 LT il B,k s b @idle Glals
Jdob ol il 9 wa o S polg—c yidlw adgie
Sl slaoh Jl % (o0l pleos [7] vblen jec
D9 5o o gmxe yhlew o=l ulers V> 3L
ol sl & s (Hgls wenbs duo slagls
A .36 gus 50 o3laitwl =l olew s S I o3l
53l 35T aken I Lagils oyl aod pdgmil jn
b onlosliz 5 Sty S5 “liialaly 5 73465155
Lo T3 Sho M sulaslas)ls ol wl
5 9ty 50 030l jis (SS9 e julasus
Soa9 by ab slagils o Swbsl sla e slas
Al o 5 b bl oo S5 0 Dbl 5 Sl
SR wlsie & i S e site oIS [V] el 5 olesy
wobs phlew pleos V3 3 ) j3 5 pue slas)ls Jl
S ) 5o )l )3 oslaiwl 3)g0 a5 wuwl Lyl ¥ £o3
Ol 8l 5 5355555 oI5 GRS 5 b Jl (o) 580
03 Ligs &S LT J1LaiS o il 35 ol Lo b juo
Sl )s Ls bl 50 M50 w9l gl ) gaa
Pl LT eSSl slad sl Sl iy &5 ol y350
L 5 lass (yao) o-tie A S gub 50 g3 [LA] Akl
WJolow sliie slaocas o8 an il gmslJlasl = )a3
V] s 5o il 3D Shuxe slaess o5 s
iz il 9 il 03 Lzl Sl s 3y [ -
aL)oSilS guolS 900 wlire QR 2 b re) péie
VLt 58958 ~ 58 pse 5 S pe w5 /(HDALC)
3)9o slagils )l rol.\_Y:_._q.m Ja gl LVY] sssls
A5l auwilgis 9 Ablas e (SVeb il yil oslaimwl

23 Y] ailes slsl (ks walid) 9 (5051S Soup

? Exenatide

3 Liraglutide

* Pramlinitide

> Metformin

® Glycated Hemoglobin (Hemoglobin Alc)

393 Ylpl adon Jl ailo s adbio )3 Golow (1l
JLa )3 o) an J9) 39) (=l 5 0350 3o /Y
Miso b &y a5 o Sl Vo o Sl Lol 3l
SIS by A Sl 505 Slass ¢yl Sl (Sews 5 sl
)IUQ;I_TTro.\_cJ._._JoA._‘UL;‘;).\.)ﬁ-_Qd.gL’i\- pYy
wwd Jl) 398 gla T JpiS b 9 el
P wde & gl Vs )8 KAl Y 008550
A 3o 6y ol J)ius sy 5 wabs Jl 5alST
5 i gm JWAL 5o g5 'V £ 95 wubd L 3B o
wMode slad ol B33 )5 5o el 5 @l s Jls
Sl o gl Jl 3l 5 )350 Dok &2 ()9 5 3
V3= &S ize ol 4 [Y] 3diS oslaiwl 39 5 )Sec
asl Koo i 3 35 50 53 el Miso 358
5= 0T Usmoso Jlacie 3l god 13 ol sl enlale
A a3 slaal slaoas S Lol aubl i
OH 9Bl 31T 505 edadin )S 9 odub Polae oy guil
a8 plxil ) 353 aub Jleel 5 oadis sk 3l
SIS S99 oy yl Blh— s =i J e [Y]
oS A lb wazdy o=l Js )0 S sl sl
i O gl 93l )55 A5l poibie Syl
wnmlid ) (pudzmed €] S)las Solew (pl S 2 0

)ngmﬂgoaw_m)s CRY) u._gL')b.'i}.;).C).w
W 338 Vliae 90 ol Jl 3bise AL 55515 Jols
89 oS oo eulS nla pTas &S aisly Gl 33
ALBIS 399 VI VS W3e IS Y 38 Gl 38l -l
S )35 L s HY oSl g )Sae oI5 3BL
A do b 5o Sl Y S o) Vb sLaS)
5 pin Aall Ut Y aliske sldel Juslgs 50
Otel 381 b by ,5 G ew IS 8 )3 ) wlacl
13T .51 Sesime bli)l 89 re - 5 slasilon
L 33l s solews ol uo39) eusiis 5 5 8L e
350 B3 il I (5 sy 95 3ils3 0 Yy s
PLl b by (6,800 8 aized 9 (ousaids . 3ubl
Rles ublow [0] ol puwe 0o 338 Giulo )T

! Type 2 Diabetes Méllitus (DM)


http://dx.doi.org/10.29252/jarums.18.1.21
https://ejournals.arums.ac.ir/jarums/article-1-1531-en.html

[ Downloaded from gjournals.arums.ac.ir on 2025-12-03 ]

[ DOI: 10.29252/jarums.18.1.21 |

\YAY Jle (Jsl ooleuds (PRITD ©)9

Jud)l S 3y e sle olSiinls alzo YE

DLl s ailS L 9 e 9aie G901 53 il
lh_un U|)Lo.g .b.)|).m .)}.g‘._) kSI)-.’ ULo).) \T).NLLQ o}g_.ii.\
Bubbse ¥ gos wobs &

PLES LY
Lol Kl 9050 b boss ro wlallae plwlish sl
J10vid s Scopus libraryCochran .Pubmed
DB ) 2 )90 V17 i wgSTLY: -+ ayoil)
ol slaculen DS Swd ksgmwmmm;
acisle "oacit 8aluas il sl Tl wlslloe

slao S (izoen 5 Trid register Clinical Trial
Sl 913 o jlaw 5 wubs & bgy yo Slell a0

YOS o5 58950 03 w5 ) g0 (FDA) IS T
Sl o s azilia b aub sbul Monias plauia

G2 oo 33,5 e (G wVlie aslloo
3)ls Tyl &5 55 ol woVlae gilio w5 8 )l )3
Lojls 3ulS (ommima (Sl e 303 55 (S e b aslloo

b osleiwl MESN ulwl

D92 p) )90 & gz (S 33 il
#1 Linagliptin
#2 Sitagliptin Phosphate
#3 Tradjenta
#4 Trgjenta
#5#1 OR #2 OR #3 OR #4
#6 Metformin
#7 Dimethylbiguanidine
#38 Glucophage
#9 Metformin Hydrochloride
#10 #6 OR #7 OR #8 OR #9
#11 Type 2 diabetes
#12 Type 2 Diabetes Mellitus
#13 Diabetes Méllitus
#14 Diabetes
#15#11 OR #12 OR #13 OR #14
#16 #5 AND #10 AND#15

u.tsl_» GIH 03— k_,.)Lml.u» gSLQdJL0.0 a.\l.;.o -_uu).@

23 3,5 )8 )y S i wlsllbe

® Randomized Controlled Trial
" Google Scholar
8 Alert

4 el S3338 691 ' ulS U 59)1s Ll oyl
JLlw 03 5 0303,F 3 rme ¥ gos wubs ples sl
S0 (FDA) "5 poT o)l 5132 plojlus 31V 1)
Y 95 b 4 Mine phlew plons sl ) odlaiwl
6 20T 03 Ylie S uialS L) [V] 3905 3A
=T ol &5 sl "(DDP-4) € s Slousy Jaowin
aizumly S(GLP-1) ) oSLS o an g LisdlS acl
el oS0 03 Vs 98 V=l Ssbie ST S &
O 38 i85 ol Wy slad sduw Sy
el 9ol Gl el el 53 ) F S0 Jlow I S
Tobw 5 03b 35515 ay atuuly gl S 5
8] sas oo LS b gon b, )3 Sl IS
2l So9 )0 ) 22 03 ULSeR 5 5-S31)3 [N E
23 Joms il 5 9 odaid J S o piaadS Ll
2= e b sl ¥ gos ol & Mine plplen
S(FPG) linisl saaid s HDALC )3 bouws gio Linals
3535 T cuway agad YENY )l Gus wobd Soup 9
03— gl YHlSer 5 SSlol )5 Hiud s 5— [VV]
03 e b3 3 Ylgisy yuinlS Ui b 3l
byl b e ¥ g9 b oblaw )3 & Jloin
Sles S )5 6 e asllbe s [YA] 390 jubsgon
Y o5 b ubhlew > (uinlS Ui 5 (o) g—bio)
SO L duglie )3 RS JHHS 9 b JoS (950
as sabls HLBI Lol cemsaibsls i 95 ol S g0 Slevd
Al o 5 i sl Golew 2 Sl oS 3 ol
Vlginy Dil5i50 e saio b ol ped (piplSli) aolsi
Y e b L pblew Jl ol sl adsl pleps
oo sl s (Jls ol b V4] S aid ;5 5 )
SIS sl Ay s HuindS L sols (sl s
Son 9 pbs BMAI (e 9éie) wlolew oslaiwl 3) g0
5 iz 3l Auglie Gxizs (l pLsl 1 B 130 0)ls

! Linagliptin

2 Food and Drug Administration (FDA)
% Dipeptidyl Peptidase-4 Inhibitor

* Glucagon-Like Peptide-1

® Fasting Plasma Glucose


http://dx.doi.org/10.29252/jarums.18.1.21
https://ejournals.arums.ac.ir/jarums/article-1-1531-en.html

[ Downloaded from gjournals.arums.ac.ir on 2025-12-03 ]

[ DOI: 10.29252/jarums.18.1.21 |

YO ubhlKed 5 plads Lo )sues

wnsilo s ol il duslio

b9 L 35ls ol ls) aF ilallae alyb
5 30l 03,5 osliiwl Azl Alb cua awliel
B aslloo Jl Jwmd S gidie LG )5 g SIS
6L 93 bls a8 Slsdloe el S L3594 50
Ss3ub 3Tl 3)ls DS 9y (pao0) 9o 9 (yuinlS L

L 3woly

L aumlio ) uinlS L (59l (sibisy 31 (5w 3o
a HbAlc Uﬁ_o)'T = ol ).u“;l_s () 9iie (591
SIS sy 3l (s 20 5 &idsl 3ol lg—ic
2 0T 86 (e siio Gl b dumlio )3 (puinlS L
asllbo (ol )3 an 93l soly wlsic & FPG g0 )T
0,8 bl

leWol Z1 il

53 wnlsllbe Z9 ) 5 3505 sLlalie pulwl ,
wlallaoe 03uSs 5 wlgic Jaiwe =) g0 & )5 gl
o=l a8 Slalos el )s 353908 (w22 b
90 i A5 La 50 .03 ,8 3Tl S)ly a3aib
olsic & pows pi3 Sl 3ol 5o iy NI )T st
J— BMAl 9 el 9 ey Ly 9 3 oslaiwl ysls
sl Jlas sl 03wy 55 b : ol 2l paiie b 5o
pdlie 5 BMI pljse @ig0s pzms 31,81 (yan aslliae
b ]yl wlallaw 5 FPG 5 HDALC ausl

o Lol

Jlox % )ls el sJlbo (5l 2001 sl )

oslaiwl Cochrane Collaboration “Risk of bias”
RCT w¥lio wuass (bl e opized [YV] 3
Joliv Jluse ¢yl [¥Y] 2 oslaiwl slaa Hlse J
Dbl e Byl 9 sl sS (S93luas g_sLQrol).T
oobawl 50 &5 3L e O B\ oy Jlse ol )3 el yod
35 5o 35 el LT &5 (55 s)9 e

Lol Julxs 9 daj (o9,

wolas 3l (eal b Jl iz 3l A wwlxo (sl y—s
= s aub oslaiwl (MD) L ySile osubs plastil
O3S 740 yliselol alols b 5 (S83las Jaw (yulwl

Islise Jlade plo—ic &y /-0 Jl )ieS P olado .30k

a8 ;5 b s Silo) wdgaze wislloo (5 gzimn
PRISMA sLaitly (oLl s 1o gmima milis .2
VT i GiolS

e 1) gay (PICO) asb slialw Jlsw slial
(1) adslowe ¥ g9 il 4y Miso glholow «(P)
Aol (ppe 5810 b ((C) aulivo (yuinlSly) slas)ls
HDBALC yl e LidlS ;Lo el 3l ssly (O)
wWhlbow V> Lbl Yod 38 Yl e J )-8 wWihlew
&9 wblow V3 dicluwgs Yo 3id Yl jme HALS
S 4,8 515 ) (il ()T (D) asdlows
2=2) ol 4da 50 )3 asllbe 7953 9 3909 L Le
(0243 5 Ulgic olwl

L o po pue SLaGIlen b &5 Slallons wmases
5 g 5o DA bl 035 w2

Qblas [ ;15 3)5 0 alalswe a5 ilalloo :alalse
A3 g oo DI bl

Lo pbs5 3) 50 duglie 09,5 a5 Silallbs :aulie
5 g oo DA asdloe I 35l 03,55 w0

Lo asllows b dows jo sut  plasoly a5 lelloo :3weby
A3 gab oo BAa asdlbwe Jl Siibl 0355wz b
s )90 wldlbos ja wlallbs K0 gl i Alyb
g 5o S Lo

2=2) 293 4da o )3 dalllbe 795 9 3909 Sl )lre
(oS ¢yio anlloo  yuolunl

L o)ls )53 Elesl ow) p e &S Silallos resaen
LY o5 wnbs v o pbas Sogoe slagls Jl jue
Slllbe pizxed .38 g 50 B3 asdloe JI A5l azs)
el 03 plsl oLl Jl pue ) slaassS o) aF
5 gy oo D3 sl

as 33l 03,5 ol illew Jl a5 Silallae :alalswe
Aol po Blg3 50 95 it (55 sla)low 4 Miw
25 g 5o B3 2ubl JIAS 5T Lo asdlow

25 350 Sladuslioe Jl jue laduslio polw :duslis
asllow ¢yl )3


http://dx.doi.org/10.29252/jarums.18.1.21
https://ejournals.arums.ac.ir/jarums/article-1-1531-en.html

[ Downloaded from gjournals.arums.ac.ir on 2025-12-03 ]

[ DOI: 10.29252/jarums.18.1.21 |

\YAY Jle (Jsl ooleuds (PRITD ©)9

Ju)l oS g e sle olSiuls alze Y7

yaxdlL

aS 3539y oul i Saly allie AY'? alsl (s oziwn S
BFD Olgic 3 5s (S )55 aslllae PV wlass oyl Jl
Sl asdloo D) 9 8,5 JIS w0 3) 50 asllan
538 3539w asllloe (ol £9 g0 b bl s af
23 98,5 Jd Sw) s S)ge allie FE (o 330
CPY) diocid bl 3l Tle (sl o aslliae € el
olzawl sl ) PRISMA wolasls \ JSi (Y7
3230 obis e

fED Of recards
Identifled througn

912 s )loT (sl ws .o aid 8 s )y olel
3o wlallbe o Si%eals Ll sl Q-test
Ll o aSil an angs b s ;5 )3 oslasuwl
asllas 03 jl yieS ol wilsdloe HLisl )3 (5 puf g
e LSl DS i) 95 (Rlad)l 4 VLS il
5 'Stata sl e 5 1Y ez s)ly wlllas slaosls
Jtl=s 350 5 o " REVMaN 1331 o 5 O/Y asus

b 5 )l

! StataCorp LP, College Station, TX
2 Copenhagen, The Nordic Cochrane Center, The
Cochrane Collaboration,2015

1 ar additional
records ldentiflied

clatabase through other

scarching SOuUrccs

!

565 of recards after duplicates

remowved

06D of recards
screened

D501 of recards

G4 of full-text
articles assessed
tar elgibity

4 aof studies
included in
qualitative
synthesis

4 ul sludies
included in
quantitative
synthesis
(meta-analysis)

excluded

G0 of full-text
| articles exclided,
with reasaons

Dlalloo Bl 9 (w2 A39) .\ JSub

[caLz.'d V-0 LY-\Y sladls s oo 3)ly wlellas
ol ) wlelloos slboie | Joan 350 08 b

DR (50

3)ls wlellos )3 YB3 oS b Slass £ gozxo )
u.w.lfl_».d GoIld 05,5 )3 a3 ZAY) ) \V7 - 0ak

D399 (yae)s—sio SIS 09 T )> w3 OYA


http://dx.doi.org/10.29252/jarums.18.1.21
https://ejournals.arums.ac.ir/jarums/article-1-1531-en.html

[ Downloaded from gjournals.arums.ac.ir on 2025-12-03 ]

[ DOI: 10.29252/jarums.18.1.21 |

YY ubhled 5 plaas Lo ysues wsilod w3l aulie

39BTU &y 033 3)l5 lallos bosuive .\ Jogda

Number of

YEAR - Age BMI Hb A1C FPG
Participants
NCT00328172 2014
Ling 0.5 mg 58 58+9.4 30.9+3.8 8.2+0.62 185.2+34
Ling 2.5 mg 57 59.8+10.3 31.5+4.5 8.4+0.80 191.9+37.8
Ling 5 mg 55 56.6+9.6 31.2+4.3 8.4+0.80 188.7+40.1
Met 65 53.7+10.7 31.2+4.8 8.3+0.64 193.9+41.9
NCT00798161 2013
Ling 5 mg 142 56.2+10.8 28.95+4.67 8.70+0.97 195.3+£50.2
Met 144 52.9+10.4 28.92+4.83 8.66+0.90 191.2+46.9
NCT01708902 2015
Ling 5 mg 147 50.8+10.5 N/A N/A N/A
Met 145 52.1+9.6 N/A N/A N/A
Rosset al. 2012
Ling 2.5 mg 223 58.7+9.9 29.7745.23 7.96+0.78 164.1+41.8
Met 224 58.4+10.6 29.55+4.95 7.98+0.72 165.8+35.1

Met: Metformin, Ling: Linagliptin

o lwl o wlelloo waais Sw) @Lu\" Jdsaa 03ui d)ly olaUooe waasus” (b))
223 50 wlis ) slas Ss30b 3BT 3)ls as sl asllon pla wuins (bl
Cochrane Collaboration “Risk of bias ;b Jl

wmawl oaub oals Ylis ¥ JSh s oS s ,§ ) g0

Random sequence generation (selection bias) _

Allocation concealment (selection bias) _

Blinding of participants and personnel (performance bias) _:-
Blinding of outcome assessment (detection bias) _:-
Incomplete outcome data (attrition bias) _:-

Selective reporting (reporting bias) _:l

other bias (NN |

' ' ' ' ),

0% 25% 50% 75% 100%

| . Low risk of bias |:| Unclear risk of bias . High risk of bias |



http://dx.doi.org/10.29252/jarums.18.1.21
https://ejournals.arums.ac.ir/jarums/article-1-1531-en.html

[ Downloaded from gjournals.arums.ac.ir on 2025-12-03 ]

[ DOI: 10.29252/jarums.18.1.21 |

\YAY Jle (Jsl ooleuds (PRITD ©)9

Ju)l oS g e sle olSiuls alze YA

-~ | Blinding of participants and personnel (performance bias)

-~ ‘ . Incomplete outcome data (attrition bias)

@ ® | @ | ® | Random sequence generation (selection bias)

@ O | ® | @ |Alocation concealment (selection bias)

’ . N . Blinding of outcome assessment (detection bias)

N . ' . Selective reporting (reporting bias)

[%2]

8

o

g

5]

NCT00328172 ?
NCT00798161 = ®
NCT01708902 + ?
Ross . . ?

AT L 33 03uds 3,19 wolalloe casiuS ol yl .Y S

A Hlmo bl y3 03uh 3)ly wlalloo waisS (HLIVILY Jgdo

ol s wuslad Sl sS ol (533les Dbl Jlw Jsl oiuss pbs
4 1 1 2 2014 NCT00328172
4 1 1 2 2013 NCT00798161
4 1 1 2 2015 NCT01708902
4 1 1 2 2012 Ross

aasi b as MD=- 0.15 ( 95% CI=-1.31 to 1.01)

Ok ol Ylizebol abiold (pl )3 jaio 18,5 IS &
b 3l 3090 )3 e saie 5 S LY So)1s 9o
PS5 Gl 0 553 e auiis oxalive HDALC g 5T
O 98k (5915 Lo auplioe s uindS L ool
4 aass L MD=0.29 (95% CI=-0.10t0 0.69 )
53 o G5l plizelol abold (pl > Haio (4355 )13
iz )3 D) 50 S (yre) st 5 uinlS L sols

ks 038lie HDALC sl

Lo alio o uinadSUad (59018 (w53 149l Sl

HbALC sl s oT su3 (paer9dio 91
L aulio ) oaiaslSUia) 590l sk 31 ¥ S
) HBALC 505T o 0T 86 )3 (o siie ol
PI=S Hae /0 553 sl s )T oyl .33 50 i
0o 9o (591 Lo auslie s uindS L ool
asaags L MD=0.72 (95% CI=0.69 to 0.75)

93 oy 3ol Ylisebol alols ¢l )3 sao (yid 51,3

= 3l 3 )90 VS (o) g—iie 9 uindS L 59l
ae ¥/0 593 o .auiii oaalie HDALC (e )T

e 9die 591 b dulie )3 Gl ol e 5


http://dx.doi.org/10.29252/jarums.18.1.21
https://ejournals.arums.ac.ir/jarums/article-1-1531-en.html

[ Downloaded from gjournals.arums.ac.ir on 2025-12-03 ]

[ DOI: 10.29252/jarums.18.1.21 |

Y4 uhled 5 plaas Lo ysues

oo wlil auslae

Linagliptin Metformin
Study or Subgroup  Mean SD Total Mean SD Total Weight

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

1.1.1 linagliptin 0.5

NCT00328172 004 01 57 -0.68 009 65 11.1%
Subtotal (95% Cl) 57 65 11.1%

Heterogeneity: Not applicable
Test for overall effect: Z = 41.57 (P < 0.00001)

1.1.2 linagliptin 2.5

NCT00328172 024 01 55 -068 009 65 111%
Ross 046 005 214 028 011 43 111%
Subtotal (95% CI) 269 108 22.2%

Heterogeneity: Tau? = 0.70; Chi2 = 2322.56, df = 1 (P < 0.00001); |2 = 100%
Test for overall effect: Z = 0.25 (P = 0.80)

1.1.3 linagliptin 5

NCT00328172 028 01 54 -068 009 65 111%
NCT00798161 -045 008 135 -064 008 141 111%
NCT00798161 -045 008 135 -1.07 0.08 138 11.1%
NCT01708902 -1.29 008 141 -164 008 144 111%
NCT01708902 -1.29 008 141 -229 0.08 141 11.1%
Ross 052 005 221 028 011 43 111%
Subtotal (95% CI) 827 672 66.7%

Heterogeneity: Tau? = 0.24; Chi2 = 9821.82, df = 5 (P < 0.00001); I2 = 100%
Test for overall effect: Z = 1.46 (P = 0.15)

Total (95% Cl) 1153 845 100.0%

Heterogeneity: Tau? = 0.29; Chi2 = 14678.00, df = 8 (P < 0.00001); I = 100%

Test for overall effect: Z = 1.36 (P = 0.17)
Test for subaroup differences: Chiz = 6.61, df = 2 (P = 0.04), 12 = 69.7%
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linagliptin Metformin Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% ClI

2.1.1 linagliptin 0.5

NCT00328172 669 46 57 -301 43 65 11.1%  36.79[35.20, 38.38]
Subtotal (95% Cl) 57 65 11.1% 36.79[35.20, 38.38]

Heterogeneity: Not applicable
Test for overall effect: Z = 45.43 (P < 0.00001)

2.1.2 linagliptin 2.5

NCT00328172 452 47 55 301 43 65 111%  14.90[13.28, 16.52]
Ross 472 19 208 35 42 40 111% -13.70[15.03,-12.37]
Subtotal (95% C) 258 105 222%  060[-27.43, 28.62]

Heterogeneity: Tau? = 408.41; Chi2 = 714.45, df = 1 (P < 0.00001); I = 100%
Test for overall effect: Z = 0.04 (P = 0.97)

2.1.3 linagliptin 5

NCT00328172 -9.09 48 54 -301 43 65 11.1%  21.01[19.36, 22.66]
NCT00798161 -86 36 134 -158 35 136 111% 7.20[6.35, 8.05]
NCT00798161 -86 36 134 -322 36 132 11.1% 23.60(22.73,24.47]
NCT01708902 -15.03 225 140 -29.87 223 144 11.1% 14.84[14.32, 15.36]
NCT01708902 -15.03 225 140 -42.07 231 133 11.1%  27.04([26.50, 27.58]
Ross -213 19 213 35 42 40 11.1% -17.80[-19.13,-16.47]
Subtotal (95% Cl) 815 650 66.7%  12.65[2.68, 22.63]

Heterogeneity: Tau? = 155.13; Chi2 = 4788.65, df = 5 (P < 0.00001); I2 = 100%
Test for overall effect: Z = 2.49 (P = 0.01)

Total (95% Cl) 1130 820 100.0%  12.65[3.38,21.92]
Heterogeneity: Tau? = 200.89; Chi2 = 7433.77, df = 8 (P < 0.00001); 12 = 100%

Test for overall effect: Z = 2.68 (P = 0.007)

Test for subgroup differences: Chi2 = 28.11, df = 2 (P < 0.00001), 12 = 92.9%
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