525% 5 ABEBRLE B Vol. 25, No. 5
526 2019 4£9 H Journal of Tianjin Medical University Sep. 2019
MEHRES 1006-8147(2019)05-0526-05 o o
it ZF

BHEBRFESRAEFFRTREZCEFRABEREHE
Meta 43

g EIE"
(LR ER IR EE 2F B 25 P2E 22, R 300070 ;2. RS — b EE B 4B, RHE 300250)

WE Bl 245450 fe Meta 2477548 F 85 (TDF) 5 B4 5 (ETV )08 77 120 ZAUTF X (CHB) B, 2t B 2h a6 46 5
D ERE L F (eGFR) | oz JUBF (creatinine) | iz BF B2 2 (phosphate) 69 % %7 . 77 3% : 3+ F- ALtk & PubMed . EMbase . Springer. Cochrane
Library . ¥ B #AF) & LHIE B 7 7 5 B 2018 5 6 A Z AT 694 % TDF F= ETV i&77 CHB % & 48X Lk, 8 NOS #5474,
FMANLF R E, R Statal 2.0 AT Meta 27, LR ZMAFIE LK 9 5, €35 2346 4] &F, Meta 54745 R Z 7 TDF o
ETV 2477 CHB %% 24 A B, eGFR. S ILEF | 25565 SMD 251 %4 -0.07(95%CI: -0.31~0.16) ,-0.15(95%Cl : =0.46~0.17 ) ,
-0.37(95%Cl1: -0.66~-0.08 ) , 48 18] L & 24 F BF eGFR . o WL BF | B 69 %5 v 5 51 2 (1=2.48, P=0.056 ), (1=—1.98,P=0.105), (1=
1.41,P=0.252), #5i8:TDF 4= ETV £ CHB #7457 8, 3% 5 4k, 3 eGFR, e ILEF | fe B4 % vf 39 £ B F M £ 5+, TDF A=
ETV #&57 120 TAUF K B 409 B2 A4k,

KEER HagaaH g BT IR R K B Meta 947

RESES R512.62 MEPRERD A

A meta—analysis on renal safety of tenofovirdisoproxil and entecavir in patients with chronic hepatitis B

SU Pei'?, GAO Wei-Zhen'

(1.Department of Pharmacology, School of Basic Medical Sciences llege, Tianjin Medical University, Tianjin 300070, China; 2.Tianjin
Third Hospital Branch, Tianjin 300250, China )

Abstract Objective: To compare the effects on renal function including glomerular filtration rate (eGFR), serumereatinine and serum
phosphate of tenofovirdisoproxil(TDF ) and entecavir(ETV ) in patients with chronic hepatitis B(CHB ). Methods: Various controlled study
data before June 2018 through computer research were retrieved from PubMed, EMbase, Springer, Cochrane Library, CNKI, WanFang
database for TDF and TEV effect on renal function when treating CHB patients. The quality of the included articles were assessed according
to the NOS score criteria and the related meta—analysis was performed. Results: A total of 9 articles were included in the meta—analysis.
The results of meta—analysis showed that the effects of TDF and ETV on eGFR, serum creatinine and serum phosphorus were respectively
SMD-0.07 (95% CI: -0.31~0.16); —0.15 (95% CI: -0.46~0.17);-0.37 (95% CI: —=0.66 ~ —0.08). The effects of intergroup on eGFR, serum
creatinine and serum phosphorus were respectively (¢ =2.48,P= 0.056) ;(t= 1.98, P= 0.105); (1=1.41, P=0.252) in the treatment of CHB
patients in 24 months. There was a similarity between TDF and ETV for renal safety in patients with CHB. Conclusion: Both TDF and ETV
may affect the renal function of the patients with CHB. There may be no significant differences between the effects on eGFR, serum
creatinine, serum phosphorus when treated with such two drugs.
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Tab 1 Change in eGFR of patients with CHB underwent TDF or ETV therapy and related research papers

fE# R ERMX CURES TORETV B i S8R 352k (mlmin/1.73m?)  eGFR(mL/min/1.73m?)  NOS 743
Tsai M C® 2016  China/Taiwan Retrospective— TDF 37 53.6£12.6 0 78.3£11.6(byMDRD) 8
cohort 24 73.0£13.1
ETV 62 552:115 0 75.6£9.5(yMDRD)
24 79.3+14.2
Tsai M C® 2016  China/Taiwan Retrospective— TDF 82  51.8+11.9 0 109.6(in eGFR>90) 8
cohort 24 99.4
48 101
75 518119 0 79(n CKD stagell)
24 75

48 72.8
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Tab 1 Change in eGFR of patients with CHB underwent TDF or ETV therapy and related research papers
e AL /X BitHR  TORETV G Y %Q}HJ " (mL/m%jjlz.Bmz) (ml/n?i(r;il}.{nmz) %‘OS
ETV 61 52.8+12.4 0 106.4(in eGFR>90)
24 99.9
48 972
119 52.8:124 0 75.9(in CKD stage Il
24 80.7
48 80.3
Koksal A R 2016 TurKey prospective TDF 44 36(29~43.7) 0 84.7429.6(byCKD-EPI-CYC) 7
cohort 12 79.7£36.3
24 76.9£30.8
0 90.6£22.5(byCKD-EPI-Cr-CYC)
12 83.1£32.2
24 73.6£34.7
ETV 32 40(27.2~46.5) 0 90.0£24.1(hyCKD-EPI-CYC)
12 92.9+43.3
24 84.5+29.5
0 93.5+19.6(byCKD-EPI-Cr-CYC )
12 88.7+31.2
24 82.3+23.7
KoKlu S 2014 TurKey NR TDF 254 47.74+12.45 0 igﬁgfnﬁ;lzrr}(;‘):ri:;i"h”s“ and 8
12 96.11+24.42
24 96.72+25.67
19 0 106.61+21.80
(decompensated cirrhosis)
12 89.08+19.25
24 95.47+20.92
BV s st 0 O
12 94.30+23.80
24 95.94£23.85
27 0 98.75+27.73
(decompensated cirrhosis)
12 92.90+28.63
24 93.96+29.61
Par K J¥ 2017 Korea Retrospective-  TDF 73 56.4+8.5 0 98.18+11.68(byCKD-EPI) 8
cohort 12 95.77+11.75
24 93.11£13.71
ETV 162 55.6+8.4 0 92.73x12.77(byCKD-EPI)
12 89.5015.79
24 90.69+16.53
Hung"! 2015  China/Taiwan NR TDF 41 49.8+13.1 0 108 7
6 87
ETV 148 50.6+14.7 0 92
6 84
Rivero-Barciela M@ 2017 ~ Spain Observational ~ TDF 424 50413 0 908 g;DF)R ml/min mean
study 12 90.30(-71.9~48.6)
ETV 187 50+13 0 3812
12 79.00(-83.2~76.2)
Tien C™ 2014 USA Cross—Sectional TDF 42 49+12 0 108+29(byCockeroft-Gault) 8
(Asians) study 18 102+£29
ETV 44 5149 0 103£26(byCockeroft-Gault)
18 96+24
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2.2 TDF 1 ETV 73577 CHB &4 12 A i} eGFR
L#, P=77.0%, P=0.013 (SRR 2= 0.54, P=
0.590), KM RS, eGRFs & I J5 1) SMD
1 0.09(95%Cl1: —0.25~0.44 ) , LI IELRAG Frbhis i, %
Ak B Strownman $EUET Meta [RIE 38T, 4558 8
7 LRIV X eGFR 520 JE 4t 124 3 X (1=-0.60,
P=0.593). JAJT 24 AW} eGFR L4, P=58.0%,
P=0.068 ( 5 JF A K 2=0.62, P=0.536) ; SMD 4 -
0.07(95%CIL:~0.31~0.16 ) . X} eGFR $ZMIJCEtT2# 3
X (1=2.48,P=0.056), WLIK 2.

Study %
D WMD (95% CI) Weight
12months
KoksalAR (2016) 1320(3164,524) 826
KoKlu S (2014) — 1.81(-2.38, 6.00) 4446
ParkJ (2017) —— 6.27 (264, 9.90) 4127
Subtotal (--squared = 66.1%, P = 0.053) << 268 (-3.04, 8.40) 100.00
24months
Tsaill-C (2016) —.— £30(-1181,-079) 2676
KoksalAR (2016) _— 760(2129,609) 868
KoKlu S (2014) —_— 0.78(-3.53,5.09) 3172
ParkJ (2017) 242 (-1.63, 6.47) 3284
Subtotal (-squared = 60.7%, P = 0.054) 4130 (579, 3.19) 100.00
NOTE: Welghis are fom random effecs naisis

-31.6 0 31.6

[ 2 TDF #1 ETV i&77 12.24 1 AR eGFR 547 Meta 54 ZR K E
Fig 2 Forest plot for the eGFR level after treatment with TDF and
ETYV at 12 months and 24 months

2.3 TDF Ml ETV 7E3/97 CHB 3% 12 H B i JLEF
Fe#, P=77.7% , P=0.011 ( 5 MK 5 2=0.92, P=
0.359), 2% FHIFEAIL N A AR 1 WLEF & 3 )5 19 SMD
H7-0.16(95%CL:-0.51~0.19) . PAFEL AL M ihas &,
K E Strownman 1517 Meta [F1 55347, 45 5%
SR, 2H TA] RN 0T il AILET 52 i) JC 52 1127 7 S (1=—
1.27,P=0.295), 1GJ7 24 A w i JLEF H %, P=
79.6% , P=0.002 (5 B 56 2= 0.92, P=0.355) ; SMD
H}9-0.15(95%C1:~0.46~0.17) . Xt I ULEFEZ0A JCHEH
27 U (1=—-1.98,P=0.105), WLIE 3,

2.4 TDF fl ETV 7E3/Y7 CHB 3% 12 H B i i tb
5, P=74.2% ,P=0.027(z=2.64,P=0.008 ) , 3% JH i Bl
BN A phasphate 5 I J5 9 SMD 4 -0.43 (95%
Cl:-0.74~-0.11), DIFELME M ZE, RANRE
Trowman 31T Meta [BIHAMT, 2558 S, ZHIR]R0N
X} phasphate SR TCGET 5 L (1=1.04,P=0.375) . IR
J7 24 J WM B 8, P=67.8% , P=0.045 (2=2.46,
P=0.014);SMD 4 -0.37 (95% CI: -0.66 ~-0.08 ).,
phasphate 5211 JE4 1127 5 X (1=1.41,P=0.252), IL
K4,

Study %
D SMD (95% CI) Weight
12months

KoksalA-R (2016) _— -005(-051,041) 2531
KoKlu S (2014) _— 003(0.14,020) 4008
ParkJ (2017) —_— 047 (:075,-0.19) 3461
Subtotal (-squared = 77.7%, P = 0.011) <:> -016(-051,019) 10000
24months

No'voaSR (2016) —_— -0.38(-068,-0.08) 25.19
KoksalA-R (2016) —_—————— 022(023,068) 1924
KoKlu S (2014) o e 0.07 (-0.11,0.24) 2966
Parkl (2017) —_— 0.44(072,0.16) 2591
Subtotal (-squared =79.6%p =0002) =Tl T 0.15(-046,017)  100.00
NOTE: Weights are from random effects analysis

-0.75 0 0.75
3 TDF 1 ETV 847 12.24 4> A B} Creatinine 547 Meta %347
ARIRE
Fig 3 Forest plot for the Creatinine level after treatment with TDF
and ETV at 12 months and 24 months

Study %
D SMD (95% Cl) Weight
12month

KoksalA-R (2016) —_— 070(-1.16,-023) 2331
KoKlu S (2014) —_— 053(071,-035) 4164
ParKJ (2017) —_— -0.12(040,016) 3504
Subtotal (-squared = 72.4%, p = 0.027) <> 043(074,-0.41)  100.00

24month
KoksalA-R (2016) 072(119,-025) 2196
KoKlu S (2014) — -0.41(059,-024)  43.05

ParkJ (2017) —_—

NOTE: Weights are from random effects analysis

0.09(037,019) 2499

Subtotal (-squared = 67.8%, P = 0.045) 037(-066,-008)  100.00

T

T
-1.19 0 1.19

E 4 TDF #1 ETV i&7 12.24 4 A i Phasphate $5#x Meta 53> #f7
ARE

Fig 4 Forest plot for the Phasphate level after treatment with TDF
and ETV at 12 months and 24 months

2.5 iaH Egger’s il H & F ki, 24 HEF,eGFR,
Creatinine ,Phasphate 43 7] & (1=-1.38,P=0.301).
(t=—1.36, P =0.306) . (1=—0.02, P=0.984) , 45 5 WL /R TG
R
3 itig
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