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Abstract

AIM: To compare the efficacy and safety of infliximab
(IFX) and azathioprine (AZA) combination
therapy vs monotherapy in moderate to severe
inflammatory bowel disease (IBD).

METHODS: A comprehensive literature search
was performed in MEDLINE, EMBASE, PubMed,
Ovid, Google, Wanfang database, Vip database,
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China National Knowledge Infrastructure
database (CNKI) and the Chinese biomedical
literature database of randomized controlled
clinical trials about IFX and AZA in IBD. Data
of the included studies were extracted and their
quality was evaluated to conduct a meta-analysis.

RESULTS: Based on the inclusion criteria, 6
prospective randomized controlled clinical
studies were included in this study. Clinical
remission rate and endoscopic remission
rate were significantly improved in the
combination group when compared with IFX
or AZA monotherapy. However, there was
no significant statistical difference in overall
adverse reactions between the two groups.

CONCLUSION: For patients with moderate to
severe IBD who failed the first-line treatment,
combination of IFX and AZA is superior
to monotherapy. Combination therapy can
improve clinical remission and endoscopic
mucosal healing efficacy, although overall
adverse reactions show no significant difference
compared with monotherapy.

© 2015 Baishideng Publishing Group Inc. All rights
reserved.
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R

BBy &3t XA F(infliximab, IFX)5 5%
v vZoh(azathioprine, AZA)BRA A 2h 5 ¢ 2%
%7 P EE K I JA(inflammatory bowel
disease, IBD)#) J7 2L % &4, A VA$EFIBD
Moy T nE.

Ji%: AMEDLINE. EMBASE. PubMed.
Ovid. &3k, 77 7 % ¥ . + B 482 %
B, P E s YRR T B AN EF
BRECE Tt R A RIFX 5 AZATR A & 2534
JTIBD# FEAUAT R 3. FF 2T AN Lk 84T
i B3R o 3B HR AT Meta i 47

R mBNARE, EHN6KE AT
MOXIE L ak, Metan T2 R B+ IFX S
AZABEA A 5657 IBDW I K& K% @
F(RR = 1.33, 95%CI: 1.13-1.56, Z = 3.40,
P =0.0007). A4t A % FE(RR = 1.29,
95%CI: 1.05-1.58, Z = 2.43, P = 0.02)3 1%
FTIFX$E 25, famaa kR R R M (RR =
1.01, 95%CI: 0.91-1.10, Z = 0.11, P = 0.91)
EZFAGITFENL. BHMAHEITIBDIE R
JERZE M F(RR = 1.84, 95%CI: 1.53-2.20,
Z = 6.54, P<0.001). M4t m A 2 £(RR =
2.06, 95%CI: 1.65-2.62, Z = 5.96, P<0.0001)
R TAZARY, (24 E SKRRER K
(RR = 0.94, 95%CI: 0.86-1.03, .72 = 1.34, P =
0.18) £ 5% R4 it 3 & L.

it T —Z&08 97 £ady P EEIBD, IFX
S5AZABES R SR TIFXRAZAREIT.
BRARAGATIEREM. NEAEBRTESHA
P R0 TR, BERRR L a7 AR
ER o Rl
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PanaccioneZ""2014 80/78/79 38/38.5/40.7 PHEEUCES
L é mannZ"2"2006 57/0/56 27/0/28 hEECDES
RuffoloZ5"92010 169/169/170 34/35/35 hEECDES
EBREE2013 8/8/8 35.4/34.4/36.2 hEBECDES
BRE"2014 12/12/12 38.7/30.6/35.6 hEEUCES
FERE2014 35/35/35 >21/>21/>21 hEECDES
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(odds ratio, OR) /% H:95%1] {5 [X [i](confidence
interval, C)ZRR, 1HEERER bR $E
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BEAT VRS AR A BUBEE 4 A LG 4RGN 3L

Beishideng®  WCJD | www.wjgnet.com

IR tos 45 SR BV A R 35 RS R O STRR, 9 PR
ISR AIARERNE, FRAT TR A A 3R M Al 135 X6 T
NNSCIREAT 15, IR H M E g gert 36
FIBegg Bt AT VAN, ot M Asr s LAP<0.104K
NEFRBAGIER L, FRIA G HERTLL
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AZAIRITIBDIEE AT e R SCHR, 2B NIE
PriE, JEE6RAN, H A5 CBRIADAD-7>
=347, J& T i SCHR, SCERRFIE SR 1.

2.2 BRAA 2 BIFXE 25 hdx MetaZr AR W HX
A F 24 4L L B TR XA K AR S IR 2 i S5 W I
BEERR = 1.33, 95%Cl: 1.13-1.56, Z = 3.40, P
= 0.0007)(El1). BtAHZEITIBDIE NS R AL
TETT ORI R L HIFX PR A 2, £ R
BB G L (RR = 1.29, 95%CT: 1.05-1.58,
Z=243,P=0.02)(K2). BEEHAHTERR
SN R AR RAL T R HIF Xy, 2R A
it 23 L(RR = 0.60, 95%CI: 0.39-0.93, 7 =
231, P =0.02)(EI3). Bt FH 2 B AR A R W
KA 2 B TR Xt 2 ()4 LA 2 G vt 22
SRR = 1.01, 95%CI: 0.92-1.10, Z = 0.11, P =
0.91)(&4).

23 REMBEAZAR S G HZULL
FHAZAH G RAEIR Z2 i 26 B 3 =1 (RR = 1.84,
95%Cl: 1.53-2.20, Z = 6.54, P<0.00001)([&]5).
K& 259097 IBDAE A B2 K A il v6 o7 2R
R R HAZAERN, Z5FHA R
B X (RR = 2.06, 95%CI: 1.63-2.62, Z = 5.96,
P<0.00001)(El6). BEA 2R EA R R MK
R BACT HHAZA, ZRBA G2 L RR
= 0.56, 95%CI: 0.38-0.84, Z = 2.81, P = 0.005)[&17).
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Study IFX+AZA IFX Weight Risk Ratio Risk Ratio

or Subgroup Events Total Events Total (%) M-H, Fixed, 95%CI  M-H, Fixed, 95%CI

Ruffolo%"*2010 96 169 75 169 60.4  1.28[1.03, 1.59] ——

PanaccioneZ'""72014 31 78 17 77 13.8  1.80[1.09, 2.97] e

EFFE2%572013 7 8 6 8 48  1.17[0.72, 1.88] —_——

ERE"2014 11 12 1 12 8.9  1.00[0.79, 1.27] .

FERE"2014 20 35 15 35 121  1.33[0.83, 2.15] —t—

Total(95%Cl) 302 301 100.0  1.33[1.13, 1.56] <P

Total events 165 124

Heterogeneity: Chi® = 7.12, df = 4(P = 0.13); I” = 44% ‘ ‘ L
05 0.7 1.0 1.5 2.0

Test for overall effect: 27 = 3.40(P = 0.0007)
Favours[experimental] Favours[control]

B 1 BRXERH5SAEXRNASHIBRERRIIMetaDAT. IFX: SRAIE; AZA: FliEie.

Study IFX+AZA IFX Weight Risk Ratio Risk Ratio

or Subgroup Events Total Events Total (%) M-H, Fixed, 95%CI  M-H, Fixed, 95%CI
RuffoloZ"9'2010 47 107 28 93 35,6  1.46[1.00, 2.13] — .
PanaccioneZ'"""2014 49 78 42 77 502  1.15[0.88, 1.50] —|—
EBREZE2013 7 8 6 8 7.1 1.170.72, 1.88] —_—t—
FE=ZE2014 9 20 6 20 7.1 1.50[0.66, 3.43] .
Total(95%Cl) 213 198 100.0  1.29[1.05, 1.58] <P
Total events 112 82

Heterogeneity: Chi® = 1.39, df = 3(P = 0.71); I’ = 0% (R E—

0.5 0.71.0 1.5 2.0
Favours[experimental] Favours[control]

Test for overall effect: 27 = 2.43(P = 0.02)

B 2 BERAS5PHRAEXAFSRAENEHRIIMetaDHT. IFX: FAIE; AZA: s

Study IFX+AZA IFX Weight Risk Ratio Risk Ratio

or Subgroup Events Total Events Total (%) M-H, Fixed, 95%CI  M-H, Fixed, 95%CI
Ruffolo®5'"*2010 27 179 39 163 89.1  0.63[0.41, 0.98] |
PanaccioneZ"7'2014 0 80 1 78 3.3  0.33[0.01, 7.86] .

EEE%E92013 0 8 1 8 33 0.330.02 7.14]

FEREY2014 1 35 2 35 44 0500005 527] —"t—
Total(95%Cl) 302 284 100.0  0.60[0.39, 0.93] L 2

Total events 28 43

Heterogeneity: Chi* = 0.35, df = 3(P = 0.95); I’ = 0% ‘ ‘

0.01 0.1 1.0 10.0 100.0
Favours[experimental] Favours[control]

Test for overall effect: 7 = 2.31(P = 0.02)

B 3 KEABH5EARRNBENTERNRRNAZETIMetaDHT. IFX: FIFE; AZA: rliEae.
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Study IFX+AZA IFX Weight Risk Ratio Risk Ratio

or Subgroup Events Total Events Total (%) M-H, Fixed, 95%CI  M-H, Fixed, 95%CI
Ruffolo%5"'?2010 161 179 145 163 81.1  1.01(0.94, 1.09] [
PanaccioneZ""2014 30 80 26 78 141  1.03[0.74, 1.72] —t—
EE2%5°2013 2 8 2 8 1.1 1.00[0.18, 5.46]

FEREY 2014 3 35 7 35 3.7 0.43[0.12, 1.52]

Total(95%Cl) 302 284 100.0 1.01[0.92, 1.10] ¢

Total events 196 180

Heterogeneity: Chi* = 2.03, df = 3(P = 0.57); I’ = 0% ‘ ‘ ‘ ‘
Test for overall effect: 7= 0.11(P = 0.91) 0.2 05 1.0 20 5.0

Favours[experimental] Favours[control]

B 4 RKEABHSPAERNBERSHARNRRNALENIMeta 4. IFX: SFIAIE; AZA: Gk,
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Study IFX+AZA AZA Weight Risk Ratio Risk Ratio
or Subgroup Events Total Events Total (%) M-H, Fixed, 95%CI M-H, Fixed, 95%CI
RuffoloZ"92010 96 189 51 170 47.8  1.89[1.45, 2.47] ——
L ¢ mannZ2"2006 31 54 15 52 144  1.99[1.23, 3.23] —_—
PanaccioneZ""2014 31 78 18 76 17.1  1.68[1.03, 2.73] —
ERE2%92013 7 8 5 8 4.7  1.40[0.77, 2.54] —t
ERE"2014 11 12 7 12 6.6 1.57[0.95, 2.61] R
FEREY2014 20 35 10 35 9.4  2.00[1.10, 3.63] e
Total(95%Cl) 356 363 100.0  1.84[1.53, 2.20] <@
Total events 196 105

e E— |

Heterogeneity: Chi* = 1.52, df = 5(P = 0.91); I’ = 0%

Test for overall effect: 7 = 6.54(P<0.00001) 05 0710 1.52.0

Favours[experimental] Favours[control]

5 BXESA%5SBAEMMIEISISRERRIIMetaDHT. IFX: HEFFE; AZA: FMLIENS.

Study IFX+AZA AZA Weight Risk Ratio Risk Ratio

or Subgroup Events Total Events Total (%) M-H, Fixed, 95%CI M-H, Fixed, 95%CI

RuffoloZ"9'2010 47 107 18 109 284  2.66[1.66, 4.27] —a—

L é mannZ2"2006 19 30 8 25 13.9 1.98[1.05, 3.73] —

PanaccioneZ!"72014 49 78 28 76 452  1.71[1.21, 2.40] —

EZE252013 7 8 4 8 6.4  1.75[0.83, 3.67] e —

FEREY2014 9 20 4 22 6.1  2.48[0.90, 6.80] 1

Total(95%Cl) 243 240 100.0  2.06[1.63, 2.62] <&

Total events 131 62

Heterogeneity: Chi* = 2.65, df = 4(P = 0.62); I’ = 0% ‘ . ‘ ‘
0.2 05 1.0 20 5.0

Test for overall effect: 27 = 5.96(P<0.00001)
Favours[experimental] Favours[control]

6 BREAHS5EMAMEIRISARNERERIIMetaD . IFX: HIAE; AZA: HldEis.

Study IFX+AZA AZA Weight Risk Ratio Risk Ratio

or Subgroup Events Total Events Total (%) M-H, Fixed, 95%CI  M-H, Fixed, 95%CI

RuffoloZ"92010 27 179 43 161 83.4 0.56[0.37, 0.87]

L é mannZ2"2006 3 57 3 56 5.6 0.98[0.21, 4.66] —

PanaccioneZ""2014 0 80 179 2.8 0.33[0.01, 7.96] -

EFF25292013 0 8 2 8 46  0.20[0.01,361——71—

FERZE 2014 1 35 2 35 3.7 0.50[0.05 527 ——————F——

Total(95%Cl) 359 339 100.0 0.56[0.38, 0.84] . 2

Total events 31 51

Heterogeneity: ChiZ = 1.10, df = 4(P = 0.89); I = 0% : ‘ ‘ :
0.2 0.5 1.0 20 5.0

Test for overall effect: 27 = 2.81(P = 0.005)
Favours[experimental] Favours[control]

7 BEAB5ERRBRISTERRRMNALENIMetaD . IFX: JEFFIE; AZA: Hldsis.

A 250 AR R R R R SR HAZA
ZEZER LG %2 X (RR = 0.94, 95%CI:
0.86-1.03, 2 = 1.34, P = 0.18)(IX8).

2.4 BAN R K F A 24T AR FH R R MR
{%ﬁﬁﬁéw@cﬁkl&ﬁfrﬁ, HEwa RERE
1 &Egger[Al 18 & Begght I 2 R ¥ L4 i
B, ToH SR R A A, kU B AR SO A

S5 R BA — AT EEE (9, 10).

3171E
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PE. ST K BT 20 65 SCHRIEAT R4t
AN, 2R F Uy st 73 61 ),
4551 T CDINIT R L7500 3, 4
~, IFxﬂ%é\AZAttiﬁﬁﬁtﬂﬁﬁ%%ﬁ#ﬂ&ﬁ
e UM EP i
EETW&%#K?UJEHM TTH&F‘E@H?%
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Study IFX+AZA AZA Weight Risk Ratio Risk Ratio
or Subgroup Events Total Events Total (%) M-H, Fixed, 95%CI M-H, Fixed, 95%CI
RuffoloZ"*'2010 161 179 144 161 659  1.01[0.94, 1.08]
L é mannZ52"2006 29 57 28 56 123 1.02[0.71, 1.47] —r
PanaccioneZ"""2014 30 80 41 79 17.9  0.72[0.51, 1.03] —a
EBEE%5"2013 2 8 5 8 2.2 0.40[0.11, 1.49] 71—
FERE"2014 3 35 4 35 1.7 0.75[0.18, 3.11]
Total(95%Cl) 359 339 100.0  0.94[0.86, 1.03] ¢
Total events 225 222

J

Heterogeneity: Chi® = 7.49, df = 4(P = 0.11); I’ = 47%
Test for overall effect: 27 = 1.34(P = 0.18)

® 8

A Egger's publication bias plot
10 1

Standardized effect

0 2 4 6 8
Precision
B Begg's funnel plot with pseudo 95%CI
2.5

2.0+

1.0

0'57 T T T
0 0.2 0.4
s.e. of: RR

B 9 KREAASERNBREBERAUANRARLER
BRI, A: Egger[BIIHiE, P = 0.21; B: Begglii~ &2, P =
0.13.

EREAR, Wb FARIGTT ML, FEAKIBDIES)
TaA, P AT R, FIRIBDRISE T AR
AR SEEAR. H R M TG A2 1 TR BA A (AT B R 4
IEIFXECE AZALERRRTT . SOl A HRE Wig
H, IFXYERFAIT IRV, ORFETONE B R I
PRGEME . Zh R A & J2 C I 80 28 K P IE 3 3
A2 LR A5 FHIFX, 4k DL G e i R 4E R 1R T
AHIT T AT L R 2R P RE S M IF X S AZA
9730, W E RS . R E A N RTE
RS, AR — BT 4 B i
AT gy NBISCHR R, H38 LSS LRI IR

2008

0.2 05 1.0 20 5.0
Favours[experimental] Favours[control]

xSRI 5 2RREIRI SARRE A EFIMetaD . IFX: ELFE; AZA: MG,

A Egger's publication bias plot

10
g
% 54
©
I
B
g 07
c
©
»n
-5 l T T T
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Precision
B Begg's funnel plot with pseudo 95%CI
3 i
a4 o
[a'4 o o
1
0 ) T T T T
0 0.2 0.4 0.6
s.e. of: RR
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