ks 91771 — T SUIIA Y 2 B FR A 037 2 5 2 M R 5
A

Aax h B ETA AKIL (LEAAFEXRMBEHBER, B 210008;2. FE AR A%
®,EE 210009)

hE 4SS R587.1 XHEFRER A
DOI  10.6039/j.issn.1001-0408.2014.28.20

XE4HS 1001-0408(2014)28-2647-05

W OE B RGN R ITIRES T ARG T 2 BB R R 6T A& At 77 ik 3t B AULE & PubMed . Cochrane B 45 48 |
EMBase . ¥ B8 F) A L HIEF T 7 B F X T HMI)ITHA ZF SING I7 2 248 JfAs 69 LT X 38 (RCT) , £ A Cochrane
A R 346 Rev Man 5.2 423+ R 4F 3E 47 Meta 541, 45 5% : EZAN 6 5 RCT, 4+t 10 730 4] &% . Meta 54745 R 27 , £ 4K &
FAE LR G KT @, RIS S xR AR S, 2 F R4 & L [WMD=0.02,95%CI(—0.05,0.09) ,P=0.56]; £ &K=
ML $E KT 5 @, XIS B A T AT IR, £ A 4t 5 L [WMD=0.35,95%CI(0.16,0.54) , P<<0.000); /£ AKAR SR & 75 @,

KIE R E T, £ F A %3 3 & L [WMD=—1.52,95%CI(—1.90, —1.14) , P<<0.000]; /£ fn 45 & % % 5 @1 , X Io 20 B
FAKT 2L, £ F A %3 % & X [RR=0.37,95%CI(0.15,0.90) , P=0.03], it : T iTHEA = F IR I7 2 B 4B SR A A
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Efficacy and Safety of Vildagliptin Combined with Metformin in the Treatment of Type 2 Diabetes Melli-
tus: A Systematic Review

LIU Jin-yong"*, LU Yao’, GE Wei-hong',ZHOU Chang-jiang' (1.Nanjing Drum Tower Hospital Affiliated to Nan-
jing University Medical School, Nanjing 210008, China; 2.School of Pharmacy, China Pharmaceutical Universi-
ty, Nanjing 210009, China)

ABSTRACT OBJECTIVE: To evaluate the efficacy and safety of vildagliptin combined with metformin in the treatment of type 2
diabetes mellitus systematically. METHODS: Retrieved from PubMed, the Cochrane Library, EMbase, CNKI and Wanfang data-
base, RCTs about vildagliptin combined with metformin in the treatment of type 2 diabetes mellitus were collected according to in-
clusion and exclusion criteria. References of included studies were also retrieved. Meta-analysis was performed by using Rev Man
5.2 statistical software provided by Cochrane netnork. RESULTS: 6 RCT were involved, including 10 730 patients. Results of Me-
ta-analysis showed that: there was no statistical significance in therapeutic efficacy of the improvement of HbA.c between trial
group and control group [WMD=0.02,95% CI( —0.05,0.09),P=0.56]; the improvement of FBG in control group was better than
in trial group; there was statistical significance [WMD=0.35,95%CI(0.16,0.54), P<<0.000)]; the improvement of body weight in
trial group was better than in control group; there was statistical significance [WMD=—1.52,95% CI(—1.90, —1.14), P<<0.000].
The incidence of hypoglycemia in trial group was significantly lower than control group; there was statistical significance [RR=
0.37,95%C1(0.15,0.90) , P=0.03]. CONCLUSIONS: Vildagliptin combined with metformin is safe and effective in the treatment
of type 2 diabetes mellitus. Its effect was non-inferior to that of metformin combined with sulfonylurea or thiazolidinedione. Vilda-
gliptin combined with metformin dose not show the similar effect on body weight gain as metformin combined with sulfonylurea or
thiazolidinedione and the incidence of hypoglycemia as metformin combined with thiazolidinedione.

KEYWORDS Vildagliptin; Metformin; Type 2 diabetes mellitus; Systematic review; Efficacy; Safety
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(Metformin, MET ) J& 221 W BRI 7 45 F HEXE 1) — IR T 24
P, WG AT B2 A YT TR LAt R 24 ) A IR S (SUs ) 5
WEME e TS (TZDs) %R Y, 4iAs 5177 (Vildagliptin, Vilda)
JE— Pl e 1 — AKIL AKEE ( Dipeptidyl peptidase-4 , DPP-4)
O ) 30 e R Bk £ ou 0T T B AT T 4 2 AR P R g A 4 o)
A, AT B4 H 4 Vilda B4 MET 5 MET B4 Hof 11
JIlZ % B 25 (Oral antihyperglycemic agent, OHA) i3 J7 T2DM [¥]
Meta 4387 , i BUA 1Y BEHLXT RS (RCT) X F Vilda G MET
1697 T2DM A RO A i LU AP A 25 5w o Rt 4B
FEi 1 X Vilda 64 MET 3497 T2DM 4 RCT #E17 Meta 23047,
TRIT I 21365 VA T7 T2DM A R0 R e 4k, DL i R4 31
PR AL AT S A B TR B2 27 -
1 ABREFE
L1 SANSHERRAE
LL1 WPt RCT; Joi 1 R 2 5 dh Al R by vh S
FIESL
L1.2 BRgE% AR >18 35 L WHO Bk 3 [FH bR 2 2
(American Diabetes Association, ADA ) FryfEIZ T A T2DM 19 i
s HERIANRR
113 TG R EH VildatMET; X} 2 4% MET+
— A A OHARYT . PRALE S 250 it ST AR
114 Z5)adets  IrRdEbn A OBE ML 1 (HbA e ) /K-
QzE I (FBG) K- OB AL . 22 AR IR @RI
115 HEBRbrE  OBFFEN 4 AE T2DM; @4E RCT 155 3
FL At DDP-4 1 il 770156 5 MET A5 2 % B4 3 @B 15 B 1] <12
Ji s @I BRI A S @ AR T 43 Iy K L) S/ 2R
B TCARE ST
1.2 XERKEE

LK % PubMed . Cochrane 8 45 7E .EMBase . 1 [E 1}
Tl SCHCHE 22 (CNKD) 7 77 Bcdls 128 0 5% T Vilda k45 MET i
J7 T2DM [ RCT, K 2R I BR ¥4 P 28 2013 48 12 1, JF38 1)
WA IS5 3CHR . AR AL HE — HBUIL” “Vilda” 2 %
BEPRIR " “ Il FRBFF 5T “type 2 diabetes mellitus” “type I diabetes
mellitus” “T2DM” “metformin” “vildagliptin” “vildagliptin- met-
formin combination” “dipeptidyl peptidase-4” “DPP-4 inhibitor”
“controlled clinical trial” “randomized controlled trial” “clinical
trial ,randomized” %,

LA PubMed Jy ], HARK A AT -

#1  diabetes mellitus or type 2 or type Il diabetes mellitus
or type 2 diabetes mellitus or T2DM or type 2 diabetes

#2  metformin

#3 vildagliptin or vildagliptin-metformin combination or
dipeptidyl peptidase-4 inhibitor or DPP-4 inhibitor

#4  controlled clinical trial or randomized controlled trial
or clinical trial or randomized

#5 #1 and #2 and #3 and #4
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1.3.2 GERMEEC R PHALTEM 530 ST 4% BN AT HEBR bR i i
TESCHR AR S S B PR IR A KA BT A8 AT
FEANE O — R, WIEE H VEE A k3R H IR
eV @ WFFTARAE , IR W TN 4 1 — NG 10 4% 20 B i i
Zen] FoE K T T s B &5 R 8An . Qi o is il i i s
P = VEH 5 0 25 D0 P R A R
14 SitZEFH=E

% FH| Cochrane B 42 ) Rev Man 5.2 48 -4 {4 k47
Meta 73#r.  THECFERER FIARXS MG (RR) , T VERER F N
%22 (WMD) , £AU0 1 L 95% n (5 X A (C) #Fs . 4%
YA IE L5 TR0 ) S v Ry R . R ASFSE R SR it
A FE(P=0.1 H 1°<<50% ) I, SR F [ 850w A6 50 44T Me-
ta 73BT s WS AT FE [ AF AR G T2 5 B (P<<0.1 B I°>50%)
10 73 0 V3 B G 3 W0 W R e 2R i 0] P = o e
Mr, 25 5 WF 5 (B AF AL GE T 28 5 e 1 TG PR 52 it sk 22 5 T
GiT2E R U, TSR FH AL AT HEA T Meta 2087 5 DR B 4H
[B) S5 o kA R s ek R SRR R T, SR R I 43 #T o
2 #R
2.1 MAHRERER

WIS A e SCHik 474 R . Horp, Cochrane B 4545 49 7
PubMed 162 5 , EMBase 229 55 , CNKI 15 55 , T3 Jr B4l g 19
o FEN S HERRAR R 2 T A, BN 6 T RCT, 4 Ry 9
SCCHR, Bt 10 730 il T, Hor, 33 RCT X R 41 MET
B SUS™, 315 RCT Xt HEZH 4 MET B4 TZDs" ™. 94 AT
FIAGEIENE L,
2.2 MAMRTEZREITM

YN 6 301 RCT 4% £ 5 A L2617 L 64T T 3B , 6 0T
RCT 4R FHIE R B9 BEPL 7 A3 e Beos 2=, 5 I RCT R T
WU 7k, 6 i RCT #1438 1 e 7ol ik oT 09 A BRI
YIRAITT 4307 o B 1300 RCT A7AE A RE Jf 27 XU 287, HoAd 5
T RCT &A= Al faf (049 AU 7 551K, g A BIF 9 1) Sk o 4
B,
2.3 Meta D HT&ER
2.3.1 HbA«c KV-254k 63 RCT ¥4IE T IGITHIJE HbAc
HKFE AR, &F 98 25 S (814 5 0 pE (P<<0.10 ,1°=81% ) , 2k
JABEHLR N BT T Meta 20T, T ILIE 1, Meta 43 745 5 2
7N, B 22 S s 24 L [WMD =0.02,95%CI(—0.05,
0.09) , P=0.56], Ut B 9 2 £E FAR A B HbA ¢ 7K T 7 R4 AH
2 MR F A X B — AT WA 0. (D5 SUs+MET
ZH A, A5 SRR 4 5 SUsHMET ZH7ER B % HbA ¢ /KTy
PR Y , 2R L5 T2 X [WMD=0.04,95%CI(—0.02,
0.11),P=0.21]; @5 TZDs+MET 4 b5, 45 Rk e 4 5
TZDs+MET £ £ F A1k HbA ¢ K5 IHITF AU 24, 22 % 041t
23 L [WMD=—0.00,95%CI(—0.16,0.16) , P=0.97].
2.3.2 FBG /KFEARMk 6 RCT ¥3IE TIGY7HI G FBG K
SEARAR, SRS LE R SR PE(P=0.01,1"=66% ) , K JH ki
HLE W SRS F Meta 437, HE LI 2, Meta 43 #r45 R R, i
B0 AEREAIC R FBG 7 B B AN X I, A L i = 5
it X [WMD=0.35,95%CI1(0.16,0.54) , P<<0.000],
PEAR R X IR AL — AT 4 . (D SUs+MET 4 kb4,
25 SUs+MET 4 7E P& H % FBG 7 T B THak3h 41, 2 5+
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x1 MNHAREXES

Tab 1 General characteristics of included studies

LB o T (¥ it HbAc, FPG A g3 »
y é D[ i il ! i) il Ll i k) éj:u Y 0
REF 1 i 2 kg/m’ i % mmol/L THiie ] Gt
Blonde L(2009)" wEA 1776 55301 10.50 32401 490 5.10£ 480 799£0.88 9341238  Vilda 100 mg,qd+MET =1 000 mg/d 0 1280
IREL 888 5620+ 10.20 3240 +5.10 520£4.70 797086 9331222 TZDstMET 21000 mg/d Y
Bolli G(2008)" R4l 295 5630+ 930 32201 5.60 640£ 490 840£1.00 1090£2.60  Vilda 50 mg,bid+MET =1 500 mg/d % 1289
R4 281 5700+ 9.70 3210 £5.10 640£5.20 840£0.90 11.00£2.70  Pioglitazone 30 mg, qd+MET=1 500 mg/d v
Bolli G(2009)” px e 295 5630+ 9.30 32201 5.60 640% 490 840£1.00 1090£2.60  Vilda 50 mg, bid+MET =1 500 mg/d 5 1280
WA 281 ST00£970  RI0£510 6404520 8404090 1L00£270  Pioglitazone 30 mg, qd+MET =1 500 mg/d -
Ferrannini E(2009)" %41 1396 57.50% 9.06 3180+ 5.27 571518 7311064 9.16£229  Vilda 50 mg,bid+MET =1 500 mg/d 5 1280
4 : B Ul
WA 1393 57461928 31694525 575503 730£065 9164223 Glimepiride 2~6 mgtMET=1 500 mg/d v
Filozof C(2010)"  iHdl 513 5920+ 9.90 31201 5.00 640% 5.10 8.50£1.00 1080£2.80  Vilda 50 mg bid+MET=1 500 mg/d 5 1230
Bpieil 494 59.70+ 1020 30.80 + 5.00 6.80£530 8.50£1.00 10.60£280  Gliclazide 80~320 mg+MET =1 500 mg/d -
Matrews DR(2010)"™ {4 1562 5750+ 9.07 31901 5.30 570£5.20 730£ 0.70 920£230  Vilda 50 mg,bid+MET =1 500 mg/d o 1289
WA 155 5750+ 9.09 3170 530 570£5.00 730£0.70 920£220  Glimepiride 2~6 mg+MET=1 500 mg/d v
Vilda+tMET4L Control Mean Difference Mean Difference Vilda+METH Control Mean Difference Mean Difference
%Cl IV, Random. 95%Cl Study or Subgroup _Mean SD Total Mean SD Total Weight IV, Random. 95%Cl 1V, Random. 95% Cl
1.1.1 Vilda+MET vs Control 2.1.1 Vilda+MET vs Control
Blonde L 2008 -088 081 1653 -067 085 825 19.1%  -0.11[-0.18,-004] - Bonde L 2009 4101 256 1653 -137 256 825 200% 0.36[0.15,0.57) -
Bolii G 2008 088 05 264 -098 0.06 246 20.0%  0.10[0.04,0.16] - Boli G 2008 14 162 284 -21 157 246 174%  070[042,0.8 .
Bolli G 2009 <08 114 283 -08 108 277 98%  000[-01801§ I B Boli G 2008 1279 293 416 283 277 108% 0.60[0.16, 1.04) —_
Ferrannini E2009  -044 067 1118 -053 0.65 1072 20.5%  009[0.03,0.15 - Ferannini£2009 101 201 1118 -114 196 1072 223%  0.13[-0.04,030] il
Filazof C 2010 081 118 386 -085 119 303 105%  0.04[-0.13,021) - Filazef C 2010 4131 275 386 -152 278 363 127%  0.21[-0.18,060 -
Mattews DR 2010 <01 08 80 -01 08 881 203%  0.00[-0.06 008 T Mattews DR 2010 05 292 850 -07 297 881 17.%  020[-0.08,04g ™
Subtotal (95%Cl) 4564 3694 100.0%  0.02[-0.05,009] > Subtotal (95%Cl) 4564 3604 100.0%  0.35[0.16,054] *
Heterogenetty: Tau® = 0.01; Ch* = 26.67, df = § (P < 0.0001); 1= 81% Hetercgeneity: Tau? = 0.03; Ch? = 14.78, ¢f = § (P = 0.01); 12 = 66%
Test for overall effect Z = 058 (P = 056) Test for overal effect: Z = 358 (P = 0.0003)
112 Vilda+ MET vs SUS+MET 212 Vilda+MET vs SUS+MET
Ferrannini E 2009 044 067 1118 -053 085 1072 435% 0.09[0.03,0.15] - Ferrannini £ 2008 4101 201 1118 -114 196 1072 648%  013[-004,030] =
Filozof C 2010 081 118 386 -085 1.8 303 135%  0.04[0.13,021) - Filozof C 2010 4131 275 386 -152 278 363 118%  021[-0.18,060] T
Mattews DR 2010 01 06 80 -01 08 881 430%  000[-0.06,008] - Mattews DR 2010 -05 282 850 -07 287 881 233%  020[-0.08,04g] ™
Subtotal (95%Cl) 2354 2346 1000%  0.04[-002,0.11] > Subtotal (95%C) 2354 2346 1000%  0.16[0.02,029] >
Heterogeneity: Tau? = 0.00; Ch = 4.98, of = 2 (P = 0.08}; 1= 60% Heterogenety: Tau? = 0.00; Ch” = 0.26, df = 2(P = 0.88), 1= 0%
Test for overall effect Z = 1.26 (P = 0.21) Test for everal effect: Z = 228 (P = 002)
1.1.3 Vilda+ MET vs TZDs+MET 2413 Vilda+MET vs TZDs+MET
BondeL 2008 -088 081 1653 -057 0.85 825 36.6%  -0.11[-0.18,-004) — Sonde L 2009 101 256 1653 -137 256 825 444%  036[0.15,0.57 -+
Bolii G 2008 088 05 264 -098 0.06 245 37.3%  (0.10[0.04,0.16] - Bolii G 2008 14 162 284 -21 157 246 356%  070[0.42,0.8§ -
Bolii G 2008 06 144 293 -06 108 277 261%  000[-0.18,0.18] — Boli G 2008 A4 279 293 16 263 277 201%  060[0.16,1.04 —
Subtotal (95%Cl) 210 1348 1000%  0.00[-0.16,0.16] e Subtotal (95%CI) 210 1348 1000%  053[029,077] &>
Heterogeneity: Tau? = 0.02, Ch? = 19,57, df = 2(P < 0.0001), 1= 80% Heterogeneity: Tau? = 0.02, Ch? = 384, df = 2{P = 0.15); 12 =48%
Test for overall effect: Z = 0.04 (P = 0.87) Test for overal effect: Z = 439 (P < 0.0001)
05 025 0 02 0§ B4 5 1 3

Favours [experimental] Favours [control

B 1 PHEEZE HbA c/KFH Meta 53 Hr 7Rk =

Fig 1 Forest plot of Meta-analysis of HbAic levels in 2
groups

HEitarE L [WMD=0.16,95%CI1(0.02,0.29) , P=0.02]; @
5 TZDs+MET 41 bb %%, 45 5 TZDs+MET 20 7E [ AIK 5 % FPG 7
TR 00 Tl ], g A 22 A it 8 L [WMD=
0.53,95%CI1(0.29,0.77) , P<<0.000].
2.3.3 PRBEAR L 6 U1 RCT ¥R TR T E MR ARk,
BT 45 AT F Pk (P<<0.000, 1°=179% ) , % FABGHLAM
IRIYED T Meta 387, FELIE 3, Meta 20 B4t SR 5, W92H [ 4
=S G E L [WMD=—1.52,95%CI(—1.90, —1.14) ,
P<<0.000], %Hﬂﬁty"éﬂfﬁkﬁ%\%w HARE Dy BT
IR LH o ARPEA [R5 BE 4 E— A7 W 2H 4. D5 SUs+
MET H AL, 45 R i 4 7E WEE%%‘MK AR Ry TR R
T SUstMET 41, W4 b 22 F AT Geit & L [WMD=—1.60,
95%CI(—1.84,—1.35),P<<0.000]; @5 TZDs+MET 4 %% ,
25 s 00 21 A B AIC AR 3 AR 0T A8 Ak T B 3 fL T TZDs+
MET 41, FI 40 L 22 A i i 27 X [WMD = —1.56, 95 % CI
(—2.36,—0.75),P<0.000],
2.3.4 RIMAEEESR 63 RCT ¥HE T 147 i 2 (% hobl
KA B ST A W A A A S R M (P<<0.10, 17=85% ) , >R
FRAILRS I A5 80 34T Meta 7047, TEVLIK 4. Meta 70 Bradti R oK,
D5 WL e E D B (AR aa o 3 o L R N =2
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Favours [experimental] Favours [control]

2 FIZHEE FBG /KR Meta 5>t 7R PR &

Fig 2 Forest plot of Meta-analysis of FBG levels in 2
groups
Vilda+MET4 Control Mean Difference Mean Difference
or re an Te ear Total Weight I %Cl IV, Random, 85% Cl
3.1.1 Vilda+MET vs Control
Blonde L 2003 02 614 283 28 514 277 10.7% -240[3.24,-156] -
Bolii G 2008 03 326 284 19 314 246 155% -160[-2.15,-1.08] -
Bl G 2008 -068 366 1653 033 316 826 20.7% -081[-1.18,-063] -
Ferrannini E 2009 -023 368 1118 156 393 1072 200% -179[-2.11,-147] -
Filezof C 2010 008 524 386 135 524 383 123% -128[-2.02,-054) -
Mattews OR 2010 -03 282 850 12 287 881 207% -150[-178,-122] -
Subtotal (95% CI) 4564 3694 100.0% -1.52 [ -1.90, -1.14] *
Heterogeneity: Tau? = 0.16; Ch? = 24.07, of = 5 (P = 0.0002]; I2= 78%
Test for overall effect: Z = 7.93 {P < 0.00001)
312 Vilda+MET vs SUs+MET
Ferrannini E 2008 -023 368 1118 156 383 1072 407% -178[-2.11,-147] =
Filezof C 2010 008 524 386 136 624 393 101% -128[-2.02,-054) -
Mattews DR 2010 -03 282 850 12 297 881 492% -160[-1.78-122] =
Subtotal (95% CI) 2354 2346 100.0%  -160 [1.84,-1.35] ¢
Heterogeneity: Tau? = 0.01; Ch? = 258, ¢f = 2(P =027} 1?= 23%
Test for overall effect: Z = 1288 (P < 0.00001)
3.1.3 Vilda+MET vs TZDs+MET
Blonde L 2003 02 514 283 28 514 277 278% -240[3.24,-18§) —
Bolli G 2008 03 326 264 19 314 246 338% -160[-2.15-105) -
Bl G 2008 -058 366 1653 033 316 826 384% -081[-1.18,-063] *
Subtotal (95% CI) 2210 1348 100.0%  -1.56 [2.36,-0.75]
Heterogeneity: Tau? = 042, Ch? = 1380, df = 2(P = 0.001); I* =86%
Test for overall effect: Z = 3.80 (P = 0.0001)

4 2 0 2 4
Favours [experimental] Favours [control]

B3 WMAREERELTLHE Meta 5T FRME
Fig 3 Forest plot of Meta-analysis of body weight in 2
groups before and after treatment
Gt X [RR=0.37,95%CI(0.15,0.90) , P=0.03].. ARy
[ Py %of B M — 2B A T2 A3 (D5 SUs+MET 4 LA, 25
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B B3 2 L [RR=0.16, 95% C1(0.08, 0.30) , P<<0.000]; @
5 TZDs+MET 4 H L, 45 R X 30 21 B IR bl & B R
TZDs+MET 20 AH >4 , W20 L4422 5w JEge i 8 L [RR=2.07,
95%C1(0.71,6.03),P=0.18] .

Vilda+MET4L Control Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M.H, Random.85% Cl M-H. Random. 85% Cl
4.1.1Vilda+MET vs Control
Blonde L 2008 14 1786 3 BTt 173% 2.31[067,8.03] T
Bolli G 2008 1 264 0 246 60% 280(0.11,68.32) -
Bolli G 2009 1 29§ 1 280 75% 0.95[0.06, 15.10] -1
Ferrannini E 2009 23 1389 224 1383 245% 0.10 [0.07,0.16] -
Filozof C 2010 6 510 11493 187% 053[0.20,141] -7
Mattews DR 2010 35 1553 281 1546 25.0% 0.12[0.08,0.17) -
Subtotal (95% CI) 5767 4813 100.0% 0.37 [0.15,090]
Total events 80 520

Heterogeneity: Tau?= 0.81; Chi?= 34.11, df = § (P <0.00001}; I> = 85%
Test for overall effect Z =2.20 (P = 0.03)

4.1.2 Vilda+MET vs SUS+MET

Ferrannini E 2009 23 1389 224 1383 38.0% 0.10[0.07,0.16] -+

Filozof C 2010 6 510 1 433 216% 0.53[0.20, 1.41] - T

Mattews DR 2010 35 1553 281 1548 404% 0.12[0.08,0.17] +

Subtotal (85% CI) 3452 3422 100.0% 0.16 [0.08, 0.30] >

Total events 64 516

Heterogeneity: Tau?=0.23; Chi?=9.08, df =2 (P =0.01) 12=78%

Test for overall effect Z =5.75 {P < 0.00001)

413 Vilda+MET vs TZDs+MET

Blonde L 2008 14 1786 3 871 738% 2.31[067,8.03] -

Bolli G 2008 1 264 0 246 112% 280[0.11,68.32] -1 -

Bolli G 2009 1 295 1 280 14.9% 0.95[0.06, 15.10] P

Subtotal (95% CI) 2315 1397 100.0% 2,07 [0.71,603] e

Total events 16 4

Heterogeneity: Tau? = 0.00; Chi? = 0.37, df =2 (P =0.83) 2= 0%

Test for overall effect Z=1.33 [P =0.18)
B
001 01 10 100

Favours [experimental] - Favours [control]
B4 WAHASERMEL LR Meta DT EREE
Fig 4 Forest plot of Meta-analysis of the incidence of hy-
poglycemia in 2 groups
3 itie

A RGN L5 R, VildatMET RE A 40854 T2DM 3
B LA , 25 A1 Hb A 7K \FBG 7K o 7ER#IK HbA ¢ /K -
7T, R 4 5 SUs+MET 4 8 TZDs+MET 47 %0AH 24, 25 57
Y I Ge it 2% 7 S 76 B A% FBG 7K F- 77 11 , SUs+MET 4 1§
TZDs+MET U B EMTIAB A, 2R A 5iFE . T
HbA ¢ Fll FBG eI 55415 H. FBG 5y 52 45 Filt Rl 22 52 0 5 | e T
BBl , LA HbA ¢ FIFBG M7 IWHE bR gl A —2L.

TE R T AR by T, 300 4 B 3 A F SUs+MET 41 8%,
TZDs+MET A, 25 5388 Geit Lo SR IE O, 6 0
RCTH, A 3 RCT B/ i 56 21 i (5 2 B0 T R IR R B A 44
R R RS, Hoftl 310 RCT B R iR IR 2 1Y s 2 B T 423
PTG NN, T SUs+MET 2 8, TZDs+MET 244 F it ¥ 3 1
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EGFR-TKI Combined with WBRT for NSCLC Complicating with Brain Metastasis: A Meta-analysis
WANG Yu',LIU Ru-ming”, XU Ying-ying',ZHANG Xiang-cai', WANG Huai-chong'(1.Dept. of Pharmacy, Hang-
zhou Red Cross Hospital, Hangzhou 310006, China; 2.Dept. of Clinical Pharmacy, The First Affiliated Hospital
of Kunming Medical University, Kunming 650031, China)

ABSTRACT OBJECTIVE: To evaluate the effectiveness of EGFR-TKI combined with whole brain radiation therapy (WBRT)
for NSCLC complicating with brain metastasis. METHODS: The inclusion and exclusion criteria were established. The literatures
were searched from PubMed, EMBase, Cochrane library, Science Citation Index, Chinese Biomedical Database, Chinese Journal
Full-text Database, Chinese Science and Technology Academic Journal, Wanfang Medical Digital Periodicals. RCT about EG-
FR-TKI combined with WBRT for NSCLC complicating with brain metastasis, cohort study and case-control study were included.
Meta-analysis was conducted by using Cochrane Collaboration’s RevMan5.0 software, and the heterogeneous data was analyzed by
descriptive qualitative analysis. RESULTS: 7 studies were included, involving 531 patients. Meta-analysis results showed that: com-
plete remission rate of trial group [OR=2.24, 95% CI(1.05, 4.77), P=0.04] was significantly higher than control group [OR=
2.98, 95% CI(1.92, 4.63), P<<0.000]; there was statistical significance. The incidence of erythra in trial group was significantly
higher than in control group [OR=12.27, 95% CI(2.58, 58.42), P<<0.05], and there was no statistical significance in the inci-
dence of other ADR between 2 groups. CONCLUSIONS: EGFR-TKI combined with WBRT is more effective than WBRT alone for
NSCLC complicating with brain metastasis, and doesn’ t influence ADR induced by radiotherapy. Due to low quality and
small-scale samples, more high quality and large-scale RCT are required for further validation of the conclusion.

KEYWORDS NSCLC complicating with brain metastasis; EGFR-TKI; Effective rate; Meta-analysis
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