“assaai Drug Evaluation Research 84255581 2019458 + 979 -

[ PEEAT 5 ]
JEDUIB S SRR A B BRBRFIATT EE L IRIBH Meta- 534

BUNRY, & aR', FREuk, SE, ok T
1SR Ry SE R B A T O R Bt GOIHEEE T Be R e pe) O W EL, Wik 35 435000
2. WA BEER O AE, L A 435000

W E: B PNE DA S S ORI R AT BEO 1 (CHE) 7 Mz &tk . ik MR E AR
S SCHUE R (CNKD 435 SCORER A I 4 SCH0HE 2 (VIP) . Hh [ AE W S 22 308 FE (CBMD 3 7 15 2% 1 1) 4 SO 808 T
Pubmed. EmBase, £rZHFFRA 200041 H—20184F 11 H o YT JLvb 4 & S0 R B¢ A FOIR IR 3% 76 97 CHF A I PR B BTG IR
W5t (RCT), KH Cochrane AU fha i PEAl T 2PN MAWI AR R E, T H M Revman 5.2 31T Meta-70 Hr. Z55R 3t
PN 14 T RCTs, il 1 184 4. Meta-7r Hr 45 R Bor: B T b 30 &S00 0 B IR IR 6 R B 35 328 3 R 2E (OR=2.08,
95%CI=1.63~2.65, P<<0.001), A 0EHIM5% (LVEF%) /K F (MD=7.73, 95%CI=7.27~8.19, P<<0.001), F&1%
FEEALOHER¥S (NYHA) 732 (MD=-0.56, 95%CI=-0.65~-0.48, P<<0.001), i =BF IRIRRZAR (T3) K
£ (MD=0.28, 95%CI=0.27~0.30, P<<0.001) FIHIREZE (T4) WHKE (MD=18.98, 95%CI=17.52~20.44, P<<0.001) 13
RF XA, AR RN RERTG %2R (OR=1.47, 95%CI=0.54~3.99, P=0.45). £5if JO U1y IH & S MR I
RIR R T2 35 0 CHF B O Ihasfadr, o RIS E K, B tiy.

IR JLIUPHA SR, HURIRER; EREO I BACE; Meta-7r b

FESES: RI2 YRR A TERS: 1674-6376 (2019) 05-0979-08

DOI: 10.7501/j.issn.1674-6376.2019.05.035

Meta-analysis of irbesartan/hydrochlorothiazide combined with thyroxine in
treatment of chronic heart failure

JIA Xiaofeng', YU Qiang', DU Gaobo', HUANG Jianming', ZHANG Dan’

1. Department of cardiology in Huangshi Central Hospital of Edong Medical Group, Affiliated Hospital Hubei Technology
University, Huangshi 435000, China

2. Department of cardiology in Aikang Hospital of Huangshi City, Huangshi 435000, China

Abstract: Objective To systematically review the efficacy and safety of irbesartan/hydrochlorothiazide combined with thyroxine in
treatment of chronic heart failure (CHF). Methods CNKI, VIP, CBM, WanFang Database, PubMed, and EmBase were retrieved
online to collect randomized controlled trials about irbesartan/hydrochlorothiazide combined with thyroxine in treatment of CHF
from January 2000 to October 2018. The Cochrane risk bias assessment tool was used to evaluate the quality of the study, and the
Meta-analysis was carried out with the statistical software Revman 5.2. Results A total of 1 184 patients were involved in 14 RCTs.
Meta-analysis results showed that the cure rates (OR=2.08, 95%CI=1.63 — 2.65, P < 0.001), improvement of LVEF% (MD=7.73,
95%CI=7.27 — 8.19, P < 0.001), decrease of NYHA grade (MD=-0.56, 95%CI=-0.65 — -0.48, P < 0.001), improvement of T3
level (MD=0.28, 95%CI=0.27 — 0.30, P < 0.001) and T4 level (MD=18.98, 95%CI=17.52 — 20.44, P < 0.001) in the irbesartan/
hydrochlorothiazide combined with thyroxine group were significantly better than control group. There was no significant difference
in the incidence of adverse reactions (OR=1.47, 95%C/=0.54 — 3.99, P=0.45). Conclusion Irbesartan / hydrochlorothiazide

combined with thyroxine can significantly improve cardiac function indexes in patients with CHF, and improve the level of thyroid
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hormone, and the safety is good.
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Table 1 Basic characteristics of included studies

(e RESE B n/fl Y3 /4 PR S NYHA >4 Sxu6  yrfed g R bR
X K 2017  XHEE 30 19 68.3+5.2 — 8 24 O@®@®
e 30 18 68.8+5.5 — 14
R 2016 XHHE 46 24 65.7+6.2 3.57+0.21 13 24 DOB®
e 46 25 64.245.8 3.61+0.25 17
MY 2017 X 64 — — 3.42+0.42 20 24 LRE®
R 64 — — 3.3240.42 24
ZEpkant? 2017  XHHR 48 34 70.0+4.5 — 15 24 LO®
Ry 48 34 68.3+5.2 — 20
FpgIEn 2015 AR 45 20 61~83 3.64+0.19 12 28 LOB®
e 45 22 63~83 3.63+0.21 27
FERREN 2016 W 63 46 60~79 — 19 24 LO®
R 63 50 60~78 — 29
A 2015 X 40 21 68.246.9 3.3240.12 7 28 LQEDE
¥ 40 23 67.9+7.3 3.38+0.14 16
i 2018 X 40 25 70.4+6.9 — 14 24 OROE)
¥ 40 23 69.4+7.2 — 22
CiEI R 2016  XJHE 39 22 67.2+6.7 — 11 24 LO®
w39 23 67.8+6.3 — 16
X e 2016  XfHE 37 22 70.4+6.3 — 15 24 OO®
wae 37 21 70.2+6.5 — 20
R 2018 X 34 19 70.6+2.5 — 14 24 L@@
¥ 34 20 71.5+1.5 — 23
BN 2015 XM 40 23 68.54+6.8 3.69+0.25 8 24 LW
R 40 22 68.4+8.3 3.56+0.19 16
F5 i) 2015 R 25 16 72.8+4.1 3.69£0.25 10 24 LOB®
e 25 15 71.7+3.8 3.55+0.19 13
B 2014 X 38 22 69.8+7.5 3.68+0.24 7 24 ORE®WE
e 38 21 68.8+8.4 3.5440.18 15

@O-134%, @-LVEF% 24, ©-NYHA 73 K, @-T3 Rl T4 W EEAEAL , @A KR A 56
(D-cure rate , @-changed of LVEF%,®)-changed of NYHA grading , @-changed of T3 and T4,®-ADR
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Table 2 Quality evaluation of included studies
ELPNTIT BEHL 7% 7 B FE ek Hik R H /T Hods e B HEFFEAR
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R BEMLE T RIE R K R K ENTNe & &
T BEMLH TR I%E R K R K ENT N & i
kit R R K R K R K 72 &
EgIEn R K R K R I PR/ & &
EREN R K KRR K ER/d PR/ & i
CanEi BEMLHC 7 RE R K KRR K Kk K & o
7 gk BEMLHC T RI% R K WE Rk K& & &
LR [N QIRPS R K Rk K Rk K & i
A P R K R K R K R K & i
bR 4507 R K R K R K U 72 &
B g R R R K ENT N 72 &
F gt BEHL 7% R K WE KK & i
o BEHL B 7% RIE L R K R K & 7
Experimental Control Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl I-H. Fixed, 95% CI
FER2017 14 30 8 30 47%  2.41[082 7.0 7
D016 17 46 13 46  90%  1.49[0E2, 3.59] -,
FEBA2OT 24 B4 20 B4 13.7% 1.32 [0.63, 2.74] -
FEhnn 2017 20 43 15 48 9.6% 1.567 [0.68, 3.63] T
TFEEE2018 27 45 12 45 A2%  412[1.649, 10.08] -
FrE2016 28 63 19 B3 11.2% 1.98[0.95, 4.10] —
FEmfE2015 16 40 T 40 4.6% 314112, 8.82) e
AEE2018 22 43 14 43 T.5% 2170491, 58.20] T
HIEAEA2016 16 ] 11 a8 T1% 1.77 [0.69, 4.56] T
HAAEZ016 20 ar 15 ar 7.8% 1.73[0.69, 4.34] T
EpEEE 2018 23 34 14 34 49%  2.89[1.11,8.0%] —_—
EhiEET2015 16 40 8 40 52%  2.67[098, 7.25 —
EiUEz018 13 25 10 24 a.2% 1.63[0.63, 4.98] -1
#|{E2014 148 38 7 38 4 % 2.89[1.01,8.23] .
Total (95% CI) 592 592 100.0%  2.08 [1.63, 2.65] L
Total events 272 173

Heterogeneity: Chi*=7.04, df=13 (P = 0.90); F= 0%
Testfor overall effect: Z=5.84 (P = 0.00001)
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P4 B I Meta-53 17 2R 4K B

Fig. 1 Meta-analysis of forest plot for effective rate between two groups
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Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
AEF2017 13 41 30 449 35 30 5.8% B10[EAF,1003] -
SEE2016 142 48 46 g2 ar 46 T4% B.O0[E.249, 971] -
FER20T 1891 42 i) 549 44 i) 9.6% 9.20([F.71,1069] -
Fafeap2017 144 47 48 5.8 37 48 7.9% 8.60[6.91,1029 -
FEEE2016 128 41 45 5.3 38 45 8.4% 7.20[5.61, 879 -
FRE2016 1489 41 63 71458 63 9.5% 7.B0[6.30,9.30] -
Ea®2014 131 44 40 44 48 40 54% B.70[E.71, 1069 -
w2018 153 BT 43 8.8 6.3 43 2.8% B.50[3.75 9.259] -
BiEARR 2016 121 349 39 6.1 38 39 V7%  B.00[4.33, 767 -
HAAE2016 119 438 kr 5.9 38 kr 5.9% 6.00[4.03, 7.97] -
RPgZ3 2018 147 23 34 BT7 22 34 120% 8.00[667, 933 =
shiEEr 2014 14 42 40 549 ar 40 T1% BA0[E.37, 983 -
EUE20145 1289 41 25 58 36 25 47% T70[4.96, 9.24] -
HMiE2014 131 43 38 58 ar 38 B.6% 7.30[5.50, 910 -
Total (95% CI) 592 592 100.0% 7.73[7.27,8.19] |

Heterogeneity: Chi*= 1508, df=13 (P =0.30); F=14%

Testfor overall effect £= 32.74 (P = 0.00001) 50 25 0 28 50

Favours [experimental] Favours [control]

E 2 P4 LVEF% K Meta-53 47 FR 4k B
Fig.2 Meta-analysis of forest plot for change of LVEF% between two groups

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
SEE6 -1.35 014 46 -0.75 019 46 149% -060[067,-0.63] -
FERZ01T -1.44 0.31 64 -0.75 034 64 126% -0.69[-0.80,-0.58] -
FrEE2015 -1.41 047 45 -0.79 016 45 149% -0.62 [0.69, -0.55] -
EolfH2015 -1.18 012 40 -0.49 014 40 154% -0.69[0.75 -0.63] -
ShiFErz01a -1.31 016 40 -0.86 0.1 40 143% -0.45[0453 -0.37] -
Hrlg2015 -1.33 0145 25 -088 0.1 25 133% -0.45[055 -0.35] -
Hix2014 -1.3 014 38 -0.86 019 38 146%  -0.44[-0.52 -0.36] -
Total (95% CI) 298 292 100.0% -0.56 [-0.65, -0.48] L]

Heterogeneity: Tau®= 0.01; Chi®= 48.83, df =6 (F = 0.00001), F= 38%

Test for averall effect: Z=13.30 (P = 0.00001) 4 - 0 2 4

Favours [experimental] Favours [control]

3 BWHANYHA 3 RENHE Meta-2 47 ZR 0K E
Fig. 3 Meta-analysis of forest plot for change of NYHA between two groups

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SO0 Total Mean SD Total Weight [V, Fixed, 95% Cl IV, Fixed, 95% CI
dEFE20T 0.3z 014 30 007 013 30 B1% 0.25[018 0332 -
SEE20e 0.36 019 46 009 015 46 5.8% 0.27[0.20,0.34] -
FEMRz0T 044 013 64 011 0.1 G4 16.4% 0.33[0.29 0.37] -
k2017 036 02 48 007 016 48 54% 0.29[0.22 0.36] -
FREEE201A 0.34 018 45 009 015 45 B1% 0.25[018 0332 -
FR:E2016 0.31 016 63 006 0148 63 9.8% 0.25[0.20, 0.30] -
ElofF2014 0.27 014 40 002 014 40 A% 0250019 0.31] -
HEZ2018 0.35 014 43 006 0.15 43 T1% 0.29[0.23 0.35] -
HiERRE 2016 0.3z 017 39 0068 018 39 53% 0.26[0.19 033] -
HAAE201G 04 014 kr 01 041 kr 8.9% 0.30[0.24, 0.36] -
REEA 2018 036 013 24 004 D14 34 BO%  032[0.26 038 -
EhEEr2014 0.3 017 40 009 D16 40 58% 0.22[015 0.28] -
FaTlE2015 0.34 017 25 003 015 25 3.6%  0.31[0.22 0.40] -
WiFE2014 0.34 0.16 38 003 014 38 6.3% 0.31[0.24 0.38] -
Total (95% CI) 592 592 100.0% 0.28 [0.27,0.30] '

Heterogeneity, Chi®=15.20,df=13 (F=0.23);, F=14%

Testfor overall effect 2= 32.82 (P = 0.00001) 1 05 0 05 !

Favours [experimental] Favours [control]

B4 FETIREZWNR Meta-53 47 ZR M E
Fig.4 Meta-analysis of forest plot for change of T3 between two groups
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Experimental Control

Mean Difference

Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
SEHZ017 244 127 30 44 1272 30 4% 20001370, 26.30] -
28016 208 129 46 1.7 144 46 6.8% 18801321, 24.39] -
FEAR201T 4.5 115 G4 149 103 G4 14.9% 19601582, 23.38] -
FEakop2017 211 128 45 37 1.4 43 Q1% 17.40[12.55, 22.249] -
FEEE2015 23.8 1341 45 4 135 45 TO% 19801430, 25.300 -
FmE2016 22 136 63 32 133 63 9.7% 18801410, 23.50] -
EoF2015 249 147 40 41 146 40 5.2% 20801438 27.27] -
AEEZ018 281 135 43 49 14 43 6.3% 20.20[14.39, 26.01] -
BBEFR2016 244 131 39 41 136 39 G1% 2030 [14.37, 26.23] -
#BAE2016 244 128 37 42 136 3T A59% 20.20[14.18, 36.27] -
RESE 2018 218 119 34 31 103 34 TE% 18.80[13.41,24.09 -
s 2014 198 13.1 40 34 136 40 B.2% 1610[10.25 21.95] -
FrxrlEz2014a 2445 128 sl 427 138 25 4.0% 20.30[1298 2762 -
{E2014 194 138 38 42 138 38 A6%  15.20[9.04, 21.36] -
Total (95% Cl) 592 592 100.0% 18.98[17.52, 20.44] L
Heterngeneity: Chi*= 4.04, df=13 (P = 0.89); F= 0% I f I !

. -100 -a0 a a0 100
Testfar overall effect: £= 2545 (P = 0.00001) Favours [experimental] Favours [control

B 5 PETIRETUH Meta-5 7 KR E
Fig. 5 Meta-analysis of forest plot for change of T4 between two groups
Experimental Control Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
EaEz015 3 40 4 40 5T6%  0.73[0.15, 3.49) —
EE2018 3 43 1 43 14458%  3148[0.31, 31.59)
W{E2014 4 3a 2 38 2TA%  212[0.36,12.37) 1
Total {95% Cl) 121 121 100.0%  1.47 [0.54, 3.99] -l
Total events 10 7
Heterogeneity: Chif=1.38 di=2 (P=041), F=0% 'D.D1 Df1 ] 1'0 1IZID'

Testfor overall effect. Z=0.75 (P =0.45)

6

Favours [experimental] Favours [control]

20 ADR LL B Meta-53 #T 2R # B

Fig. 6 Meta-analysis of forest plot for ADR between two groups

S

8@? le)
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Fig. 7 Funnel plot of effective rate
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K, I FLBE I SET 3R 30 d FF N Be S8 W1 R 3 i
B0 ) 38 (HF) 7 B 3
BEH EP@E[%?:HHLIEUH:E T3 HF S5 K 4d,

g
- =

3, JF H B

s
CE LK T3

B8 T3nERE
Fig. 8 Funnel plot of T3 levels
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