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Figure 2. Methodologlcal quality graph: review authors' jJudgements about each methodological quallty
Item presented as percentages across all included studies.
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Gerrald KR, Van Scoyoc E, Wines RC, Runge T, Jonas DE.Saxagliptin and Sitagliptin in adult patients with type 2 diabetes: a systematic review and meta-analysis.
Diabetes Obes Metab. 2011 Nov 19. doi: 10.1111/j.1463-1326.2011.01540.x. [Epub ahead of print]

Shyangdan DS, Royle P, Clar C, Sharma P, Waugh N, Snaith Glucagon-like peptide analogues for type 2 diabetes mellitus. A. Cochrane Database Syst Rev. 2011 Oct
5;(10):CD006423. Review.

Zinman B, Schmidt WE, Moses A, Lund N, Gough S.Achieving a clinically relevant composite outcome of an HbAlc of <7% without weight gain or hypoglycaemia in type 2
diabetes: a meta-analysis of the liraglutide clinical trial programme. Diabetes Obes Metab. 2011 Aug 22. doi: 10.1111/j.1463-1326.2011.01493.x. [Epub ahead of print]
. Pinelli NR, Hurren KM. Efficacy and safety of long-acting glucagon-like peptide-1 receptor agonists compared with exenatide twice daily and sitagliptin in type 2
diabetes mellitus: a systematic review and meta-analysisAnn Pharmacother. 2011 Jul;45(7-8):850-60. Epub 2011 Jul 5. Clarifying the role of incretin-based therapies in
the treatment of type 2 diabetes mellitus. Campbell RK. Clin Ther. 2011 May;33(5):511-27. Review.

. Esposito K, Cozzolino D, Bellastella G, Maiorino M, Chiodini P, Ceriello A, Giugliano DDipeptidyl peptidase-4 inhibitors and HbAlc target of <7% in type 2

diabetes: meta-analysis of randomized controlled trials. Diabetes Obes Metab. 2011 Jul;13(7):594-603. doi: 10.1111/j.1463-1326.2011.01380.x.

. Shyangdan DS, Royle PL, Clar C, Sharma P, Waugh NRGlucagon-like peptide analogues for type 2 diabetes mellitus: systematic review and meta-analysis. BMC Endocr
Disord. 2010 Dec 9;10:20.

Waugh N, Cummins E, Royle P, Clar C, Marien M, Richter B, Philip S. Newer agents for blood glucose control in type 2 diabetes: systematic review and economic
evaluation. Health Technol Assess. 2010 Jul;14(36):1-248. Review.

. Fakhoury WK, Lereun C, Wright D. A meta-analysis of placebo-controlled clinical trials assessing the efficacy and safety of incretin-based medications in patients with
type 2 diabetesPharmacology. 2010;86(1):44-57. Epub 2010 Jul 12. Review.

. Chapell R, Gould AL, Alexander CM. Baseline differences in A1C explain apparent differences in efficacy of sitagliptin, rosiglitazone and pioglitazoneDiabetes Obes
Metab. 2009 Nov;11(11):1009-16. Epub 2009 Jul 13.

Kanazu S, Horie Y, Narukawa M, Nonaka K, Taniguchi T, Arjona Ferreira JC, Takeuchi M. Predicting steady-state HbAlc responses to sitagliptin in patients with type 2
diabetes mellitus. Diabetes Obes Metab. 2009 Aug;11(8):813-8. Epub 2009 May 19.

. Riche DM, East HE, Riche KD. Impact of sitagliptin on markers of beta-cell function: a meta-analysisAm J Med Sci. 2009 May;337(5):321-8.

. Richter B, Bandeira-Echtler E, Bergerhoff K, Lerch C. Vasc Emerging role of dipeptidyl peptidase-4 inhibitors in the management of type 2 diabetesHealth Risk Manag.
2008;4(4):753-68. Review.

Pratley REOverview of glucagon-like peptide-1 analogs and dipeptidyl peptidase-4 inhibitors for type 2 diabetes.. Medscape J Med. 2008 Jul 28;10(7):171. Review.

Starner Cl, Schafer JA, Heaton AH, Gleason PP Rosiglitazone and pioglitazone utilization from January 2007 through May 2008 associated with five risk-warning events..)
Manag Care Pharm. 2008 Jul-Aug;14(6):523-31.

. Xu L, Man CD, Charbonnel B, Meninger G, Davies MJEffect of sitagliptin, a dipeptidyl peptidase-4 inhibitor, on beta-cell function in patients with type 2 diabetes: a

model-based approach., illiams-Herman D, Cobelli C, Stein PP. Diabetes Obes Metab. 2008 Dec;10(12):1212-20. Epub 2008 May 12.

Richter B, Bandeira-Echtler E, Bergerhoff K, Lerch CL. Cochrane Dipeptidyl peptidase-4 (DPP-4) inhibitors for type 2 diabetes mellitus. Database Syst Rev. 2008 Apr
16;(2):CD006739. Review.

. Pham D%Nogid A, Plakogiannis RSitagliptin: a novel agent for the management of type 2 diabetes mellitus.. Am J Health Syst Pharm. 2008 Mar 15;65(6):521-31. Review.

e

@cﬂng[ P, Katzeff H, Davies MJ, Stein PPSitagliptin, a DPP-4 inhibitor for the treatment of patients with type 2 diabetes: a review of recent clinical trials.. Cu
Med Res Opin. 2008 Feb;24(2):489-96. Review.
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* HeterogenityMIR5E : EHEDNR D KESH B homogeneity THAEIMNEH
heterogeneity CHAOMEIRETT 5
— CochranMQ#EETE . Breslow-DayfRFEP{E :Study=K =/PNDREFREHAINELS
- P=(Qk+1)/Q

* Model: Heterogenity M fRIRENT-EFIERandom Effect Model DR A IFELLY
— Fixed Effect Model:  Mantel-Haenszelix [POFEELGY SN
o BStudylZBITAMEDKREINAHETHLIERTE
o [BStudyDFIRDKES] = [BEF+ [BRE]

— Random Effect Model: Der Simonian-Lairdix [R5
o BStudylZHBITHAMBDRESNAHE TIIEL NIYFEESATWSERTE
o [BStudyDFNRDRKES] = [EH]+ [StudyFDRY 1+ [RE]
o [StudyfDRY] ~X(0,7?) (ERZEH)
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Meta AnalysisD#5 &
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[Effect size meta-analysis !
-
Stratum o (-2 a Exact 95% Cl+
1 0.993407 -0 81877V -0 982532 0630453 Azschner2006+«
2 0997779 -0. 757613 -0. 977321 -0_536864 Goldstein2007+«
3 0.996441 -0.F56T5T -1.034259 -0 477395 Hanefeld2007+
4 0994922 -1.606061 -1.972885 -1.235222 Monaka2008+«
5 0.997447 -0 654634 -0.899205 -0 409307 Raz2006+
G 0996872 -0.993362 -1.259583 -0 725445 Scott2007+
¥ 0.999394 -0.¥38401 -0.938508 -0_537767T SPRITSJ+
-
-
Stratum M {exptl.) M {ctr.) o Approximate 95% Cl+
1 229 244 -0 817472 -1.008175 -0.62977 Aschner2006+«
2 175 165 -0.75593 -0 976069 -0.535792 Soldstein2007+«
3 106 107 -0.754064 -1.032037 -0 47609 Hanefeld2007+
4 75 75 -1.597906 -1.265511 -1.2303 Monakaz 008+«
5 193 103 -0 652952 -0.897843 -0 408082 Raz2006+
G 121 121 -0.990255 -1.25T7235 -0.T23275 Scott2007+
¥ 1132 107 -0. 737953 -0.938301 -0.537605 SPRITSJ+
)

Fixed effects (Hedges-Olkinl+

Pooled effect size d+ = -0.828549 (95% Cl = -0.9179299 to -0.739099)
L (test d+ differs from 0) = -18.15452 _F = 00007+

-

Mon-combinability of studies+

Cochran @Q = 21703291 (df=6) F =0.0014«

Moment-based estimate of between studies varnance = 0.039083+
? {inconsistency) = ¥2.4% (95% Cl = 21.6% to 85.4%) +

-

Handom effects (DerSimonian-Laird)}+

Pooled d+ = -0.870008 {(95% Cl = -1.044452 to -0.695565)

L (test d+ differs from 0) = -9, 774994 = 00007+

-

Bias indicators+

Begg-Mazumdar: Kendall's tau = -

= 0.2389 (low power)+

0.333333 . FE.
Egger: bias = 6406715 (95% Cl = -13.701354 to 0.887924) P = 0.0736+

LU L L
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Meta Analysis
Forrest Plot(BEE X EET L)

Effect size meta-analysis plot [fixed effects]

Aschner?00E I.
Goldstein2007 :

Henefald2007 L

MNonakz 2008 -

Raz2006 T =

oot 2007 i L

SPRITS .

[ [ [
-2.0 -1.6 -1.2 0.8 0.4
pocled effect size = -0.828549 (95% & = -0.9175953 fo -0.732099)
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+ 95%CI

square sizeccN

o Summary
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Meta Analysis

RITS-J
e —

(ZEEFNERET JL-DerSimonian-Laird model)

Effect size meta-analysis plot [random effects]

A=chner20086 —il

Goldstein 2007

Hensfeid 2007

Monzkz 2002 -

Raz 2008

Sooti2007 l

B + 95%CI

square sizeccN

AN
-~ * 1. I T T r 1 T r T T ] osummaw

-2.0 -1.6 -1.2 -0.8 -0.4
O pooled =ffect sike = -0.870008 (95% O = -1.044452 fo -0.695565)

SPRITEJ
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Meta Analysis#a SR D Biasd &1 D
Funnel Plot

Bias assessment plot
Efandard ermor
0.09-

0114

0. 12+

0157 ZDER [ZStudiesHNELY

] SHIRNAT ADEFE?
IJ.‘II’E C

013 T T T T T T T T | T T T T T T T T T |
-2.0 -1.6 -1.2 -2 -4

Effect size
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3DEC2011

Effectsize meta-analysis .

Stratum  J{MN-2) a Exact 95% Cl..

1 0.998407 -D.818777 -0.982532 -0.6230453 stratum 1.,

2 0.89897778 -D.75TE613 -0.977321 -0.535864 stratum 2.,

3 0.995441 -D.7THS5THT -1.034258 -0.477B285 stratum 3.,

4 0.994822 -1.80850851 -1.9T72885 -1.235222 stratunm 4.,

5 0.9897447 -D.554534 -0.899205 -0.4089307 stratum 5.,

[] 0.9895872 -0.993352 -1.259583 -0. 725445 stratum 6.,

T 0.987856 0427277 0.21577 0.6538295 stratunm 7.,

=1 0.988888 -0D.62152 -0. 784918 -0.45TE815 stratum & .,

=] 0.9878T4 0. 705422 -0.920458 -0.491488 stratum 9.,

10 0.989533Y -0.509501 -0.BETETH -0.330344 stratum 10.,

11 0.9989338 0.048534 -0.0570D48 0.1548886 stratum 11.,

12 0.9877 -0.828548 -1.15989458 -0.60532456 stratum 12.,

13 0.995441 -D.7THS5THT -1.034258 -0.477B285 stratum 13.,

14 0.999394 -0D.T38401 -0.938508 -0.537767T stratum 14.,
Stratum M {exptld M {cbri) d Approximate 95% Cl .,

1 2289 244 -0.817472 -1.008175 -0.628977 stratum 1.,
2 175 165 -0. 75592 -0.9760689 -D.65357802 stratum 2.,
3 106 107 -0.754064 -1.032037 -0.478609 stratum 3.,
4 75 TE -1.5979086 -1.96585811 -1.2303 stratunn 4.,
5 1893 103 -0.652962 -0.8897843 -0D.408082 stratum 5.,
[] 121 121 -0.9890255 -1.257235 -0D.7232T5H stratum & .,
T 175 17T 0.426361 0.2150654 0.637658 stratunm 7.,
=1 453 224 -0.§20829 -0.784301 -D. 457358 stratum & .,
=] 178 17T -0.704892 -0.9189333 -0.48908507 stratum 9.,
10 103 104 -0.60T7368 -0.886035 -0.3287 stratum 10.
11 5TS 555 D.048502 -D.067882 0.154B845 stratum 11.
12 153 174 -0.8265893 -1.048268 -0.604117 stratum 12.
13 106 107 -0.754064 -1.032037 -0.478609 stratum 13.
14 1132 107 -0. 737853 -0.938301 -D.537505 stratum 14,

Fixed affects (Hadges-Clkin)..

FPooled effect sizme d+=-0.500182 (935% Cl =-0.555545 to -0.44484).,
Z (test d+ differs fron 03 =-17. 711213, P =0.0001.,

Cochran Q=

12 (inconsistency) =984 8% [(85% Cl= 93 .2% to 95.9%) .

Random effects

i‘ﬁl:- n-combinability of studies..

=13y P-=0.0001.,
Morment-based estimate of between studies varnance =0.211362.,

ign-Laird}..

Pooled d+=-0.668142 (85% Cl=-0.907193 10 -0 . 4090092)..
Z (test d+ differs froon 0) =-5_ 179408 P =<0.0001.,

Biss indicators.,

- r: Kendsllfs tau b =

-

=0.4101.,

Bsaa:-Mazumdar
Egger bias =-8.919957 {85% C| =-16.859822 to -2 9800893} =0.0089.,
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RITS-J

(ZEEZIERTET JL-DerSimonian-Laird model)

Effect size meta-analysis plot [random effects]

strafivm 1 —l—:—
straivm 2 —I—é—
strafum 2 & i
sirsivm 4 - i
siratum 5 —+—
siraium 6 - E
siraivm 7 E
straivm 8 +
=trafum 9 —-—;—
sirafum 10 i »
strafvm 11 i
sirafum 12 —-—i—
=irafum 13 » :
stratwm 14 +
_$_
3! U

(O PV B U7 S A= R |

Cf pooled effect ske = -0.658942 [95% O = -0.807152 fo -0.40905.2)

0

.

+ 95%CI

square sizeccN

o Summary
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Funnel Plot

Bias assessment plot
Elandad amr

JEXFFA> StudiesfBl (&
o BBENEFEE?

CDER [ZStudiesHZELY
SHRNATADEFE?
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