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Abstract

¢ AIM: To evaluate the efficacy and safety of ganciclovir
combined with traditional Chinese medicine ( TCM) in
treatment of herpes simplex keratitis (HSK).

¢ METHODS: All randomized controlled trials (RCTs) of
ganciclovir combined with TCM for HSK were searched in
CNKI, VIP, Wanfang, PubMed, Cochrane Library and
EMbase database. The clinical endpoints of the total
effective rate, relapse rate, heal time, and adverse
reaction rate were collected to assess the drugs’ efficacy
and safety. The improved Jadad Scale was used to
evaluate the methodological quality of
literatures. The RevMan5. 3 software and Stata 12. 0 were
applied for meta-analysis.

¢ RESULTS: We finally included 15 RCTs involving 1 285
patients. As for the total effective rate, relapse rate and
heal time, significant differences were noted between
ganciclovir combined with TCM group and ganciclovir
alone group. For the total effective rate, RR and 95% C/
were 1. 23 (1. 15 ~ 1. 31) according to the number of
patients and 1.18(1.02-1.38) according to the number of
diseased eyes. For relapse rate, RR and 95% C/ were 0.25
(0.17-0.36). For heal time, MD and 95% CI/ were -7.58
(-10.89 to -4. 26). No statistic difference of adverse
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included

reaction rate between the two groups was observed [ RR=
0.53, 95% C/(0.23-1.22)].
groups were mild and could be relieved by themselves.

¢ CONCLUSION: The ganciclovir combined with TCM can
improve the total efficacy, reduce the relapse rate, and

The side effects in the two

shorten the course of treatment for HSK with good safety.
e KEYWORDS: ; ganciclovir; traditional Chinese medicine;
herpes simplex keratitis; systematic reviews
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A Experimental Control Risk Ratio Risk Ratio

Study or Subgroup _ Events  Total Events Total Weight M-H, Fixed, 95%Cl Year M.H, Fixed, 95% CI
FF 2007 28 30 20 28 76% 1.31[1.01,1.68] 2007
J|ASE 2010 37 40 29 40 107% 1.28(1.03,1.57] 2010 e
W= 2013 32 34 24 34 88% 1.33[1.06,1.68] 2013 —
WE 2013 33 33 239 30 11.3%  1.04[0.85,1.13] 2013 T
Fa% 2015 62 68 51 68 18.8% 1.22[1.04,1.42) 2015 —
EfR 2015 36 38 29 37 108% 1.21[1.00,1.45) 2015 I
PF3L 2016 45 46 38 46 14.0% 1.18[1.03,1.36) 2016 o
F3& 2017 25 26 20 26 7.4% 1.25(1.00,1.56) 2017 T =
B/E 2017 38 41 29 41 107% 1.31[1.06,1.62) 2017 ————
Total (95% CI) 356 350 100.0% 1.23[1.15,1.31] <
Total events 336 269

= = = R = + + + +
Heterogeneity: Chi*= 15.33, df= 8 (P = 0.05), F= 48% 05 07 15 2

Test for overall effect: Z= 6.40 (P < 0.00001) Experimental Control

B Experimental Control Risk Ratio Risk Ratio

Study or Subqrou Events Total Events Total Weight M-H, Random,95%Cl Year M-H, Random, 95% CI
F¥ 2007 28 30 20 28 75% 1.31[1.01,1.68) 2007 = oF
B®mASE 2010 37 40 29 40 8.0% 1.28[1.03,1.57) 2010
3k3€ 2010 75 78 68 7 91% 1.09(0.99,1.19] 2010 —
\|AE 2011 23 24 18 24 76% 1.28(1.00,1.63) 2011 I
WE 2013 33 33 29 30 91% 1.04[0.95,1.13] 2013 T
&g 2013 44 48 35 47 8.2% 1.23[1.02,1.49] 2013 o
®F 2014 33 36 24 34 76% 1.30[1.02,1.65] 2014 —
PREE 2014 35 36 31 36 87% 1.13(0.98,1.30) 2014 T
FErh 2014 109 109 108 108 9.4% 1.00[0.98,1.02] 2014 1
Ff 2015 36 38 29 37 83% 1.21[1.00,1.45) 2015 =
BF3L 2016 45 46 38 46 87% 1.18[1.03,1.36) 2016 — 5
BE 2017 38 a1 29 41 7.9% 1.31[1.06,1.62) 2017 e
Total (95% CI) 559 548 100.0% 1.18[1.02,1.38] g
Total events 536 458
Heterogeneity: Tau®= 0.06; Chi*= 237.51, df= 11 (P < 0.00001); F= 95% o5 o7 3 3

Test for overall effect: Z= 2.16 (P = 0.03) Experimental Control
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T IR IR + EE AR YT 37 37 34.3 28
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ST IR 46 46 46.9 21
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight M-H. Fixed, 95%Cl Year M-H, Fixed, 95% CI
FF 2007 2 25 5 15 64% 0.24(0.05,1.09] 2007 e
ok3€ 2010 5 67 13 54 148% 0.31[0.12,0.82] 2010 T,
R/EE 201 0 19 3 14 41% 0.11[0.01,192 2011 &———————1—
&g 2013 2 26 6 15 78% 0.19[0.04,0.84] 2013 fomm—— - m—
WE 2013 1 14 1 12 11% 0.86(0.06,12.28] 2013 —
R85 2014 4 20 8 13 9.9% 0.33[0.12,0.86] 2014 AL o
FEdh 2014 8 50 1" 26 148% 0.38(0.17,082] 2014 —
Efik 2015 3 30 8 20 98% 0.25[0.08,0.83] 2015 —
PF3L< 2016 2 40 1" 25 139% 0.11 [0.03,0.47] 2016 e T,
=®¥ 2017 2 23 1" 18 127% 0.14[0.04,056] 2017 e
F3& 2017 1 18 4 14 46% 0.19[0.02,1.55) 2017 =
Total (95% ClI) 332 226 100.0% 0.25[0.17,0.36] <&
Total events 30 81
Heterogeneity: Chi*= 4.77, df= 10 (P = 0.91); F= 0% b t t i
Test for overall effect: Z= 7.24 (P < 0.00001) 0.01 ngenmental e 10 100
2 EEEFBAEHREGEIT HSK EX XK Meta H &R,
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean _ SD Total Mean SD_Total Weight IV, Random, 95% CI _Year IV, Random, 95% CI
gk 2010 12 586 78 15 1012 77 19.6% -3.00[-5.61,-0.39] 2010 b ]
e 2013 755 036 48 1335 0339 47 223% -5.80 [-5.95,-5.65] 2013 .
PR85 2014 1532 356 36 2765 4.82 34 207% -12.33[-14.32,-10.34] 2014 S
2 2015 1474 858 38 1968 871 37 17.0% -4.94-8.85,-1.03] 2015 —&
BFE 2017 152 45 41 265 54 41 204% -11.30[-13.45,-9.15] 2017 %=
Total (95% CI) 241 236 100.0%  -7.58 [-10.89, -4.26] -
Heterogeneity Tau®= 12.84; Chi*= 70.42, df = 4 (P < 0.00001); F= 94% Zitl 150 0 150 250
Test for overall effect Z= 4.47 (P < 0.00001) B Ex;;enmemal Control
B3 FEEEEFEHESTHIET HSK AR EM Meta D TER,
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H. Fixed.95%Cl Year M-H, Fixed. 95% CI
ZFF 2007 1 30 0 28 3.4% 2.81[012,66.17) 2007
B|RASE 2010 3 40 3 40 20.0% 1.00[0.21, 4.66] 2010 R
|R= 2013 2 34 4 34 266% 0.50[0.10,2.55) 2013 S TR
PREE 2014 0 32 1 32 10.0% 0.33[0.01,7.89) 2014
PRl 2016 1 46 6 46 40.0% 0.17[0.02,1.33] 2016 — &
Total (95% CI) 182 180 100.0%  0.53[0.23,1.22] -~
Total events 7 14
Heterogeneity: Chi*= 3.00, df= 4 (P = 0.56); F= 0% I t + J
Test for overall effect Z=1.49(P=0.14) 0.01 ETpenmental Control 10 100
4 FEEFBRAEPHETT HSK AR R ZEEK Meta HITER,
AO _ SE(log[RR]) , B 0 _SE(log[RR])
or N
AN
0.05r 0.05 o
! D
! P,
0.1F 0.1 °
[
0.15F 0.15 °
0.2 L : .E I'- L RR, 0.2 i L L ‘I‘\‘ RR,
0.01 0.1 1 10 100 "0.005 0.1 1 10 200
B5 XRFREEFRESIE A SA8FE;B.EKE,
*2 JAREEMNERES LR Gt L (P>0.05, 17 =0) , PHIHCSR 18T 280107 4 80 3k A 7
. SERHE K Bt Meta 4M47 , 2 F-45 S WTHK 45 377 4100 R BL IR % 2 3%
r P MD(95% CI) XML, 225 T8t B L[ RR=0.53,95% CI
JEUR Meta BF5% 949% <0.00001 -7.58(-10.89,-4.26) I
(3K 3% 2010 95% <0.00001 -8.68(-12.71, —4.65) 0.23 1'_2,2) ], ol 4 S5 o A VRN
(BIBR) %545 2013 92% <0.00001 -8.02(-12.59, -3.46) 2.2.5 WRHERH ABIORIE B CHRAT /785
S 3 o N -8. -12. -3. N
. ’ 1% 4 S P B S SR AN IR A [R] 4
(AR Brig 2 2014 90% <0.00001 —-6.37(-9.42, -3.32) %Jﬁ Mert; ﬁjﬁtpﬁﬁ#ﬁﬁ T%EI’J; ﬁiiszf] ‘“‘jn’”
(B F ik 2015 96% <0.00001 ~8.12(-11.95, -4.28) ﬁﬁﬁi&@ﬁ*ﬁo G R B AOR: AR X
s A [22 23t B e PNE TN -
(B B 2017 93% <0.00001 —6.63(-10.24, —3.01) S5 2RI R B 3 AR, A IR A SRR DL AR Ak

RIS XT IR b, B EE A TP 25 iR YT 413G & HSK
R F R R4, 2R A58 X[ MD=-7.58,95%
CI(-10.89 ~-4.26) ], WK 3,

2.2, 4 REMWHS IS FSGR P IRE T AR R
N, EEAFEIR S Pl 2R T i AR R L
RN, AR E Sa @, HREAEEAR KN, 5
AR IR 25 AR TR 2 IS TN B e A 0 5 o 1

[ BIEHT .= 95% ,RR=1.18,95% CI(1.02 ~1.38) ;4
)5 . =39% ,RR=1.19,95% CI(1.13 ~1.26)],£WHTE
TR AR ST S B ORI A R A A
BF ]« S bR A B — e SCHR TS5 Meta 43 BT 45 5 0 i 3 25 55
(2), B G I AR AT S5 R 5,

2.2.6 ERRBEmHW  LHLEABORME LRI E s
F( 5), [6 B B Statal2. 0 X 50 48 £ 1T Begger's #
Egger's # 06, 25 R £ W, B 3 K. Begger's K I P =
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0. 0629 , Egger’s #:56 P<0. 0001, & % % . Begger's K P=
0.2183 ,Egger’s #: 4 P =0. 1903, 454 U 3 K Al P {45
R NN BARCRAFAE R R RT , 5 R R TR A
3 it

AR AT R i R | LA SR % Y HSK B8R L,
ZPIRE SMis R ) % N R S BRI G T A fi
HLIR G 2 58 15 TR AR 119 995 2 18] o i R R o k2 o
G HA Z R 2 BUE T B0 i A BT 75 LR A T AL
PR Gy 0y ] AT AR 3 L H A AR 2 SCRkRGE T
FIS TS P 250 HSV IRYT, AT LUK 5 A 2 A0 H00% 25 fE
3,52 0 AR AT i 2 e SO0 AT IE B 2 TR AR

ASCEYCRH] Meta 73BT 5 X B I8 B HRG P 2500
J7 HSK WA R R A VEHEAT T 455 007, 25 SRR I
FE B ERG 2T LU it B A ORI A R T
HEA AR TR . ARG e T, AR 4L B4 A
DAHRRE AT SR 45 1050 1 S5 00K O 2 A RS2 L &
AR BT FEMEZE S, HARRB S, 15 25 8 A 35 4
REVR A IE . HSK 7R B2« SR AR 55 7 Y, A1 B X FA
TEAR , JFF A KR BOXUK PR 1 0T R I BT S 1697 L
BRESHA H 45 U 2 BORL TS I 820 B 5 SUE R R
BT SR A b 25 A TS AR RO B TR A
DAk RNk s v 265 52 5 v S AT G ARAE S A RE S B
D RE A S s DB AR S B T BRIR R 1B 55 1]
FUA I B 58 2 25 RES A IR 2 <, 3 AL IR S 2 5
NS SRATEE sy B S BEIR I A E R AL MR SR

ABFFEWAFAE — 2 B S BRYE, F2AT: (1) PAWFSE
J R A, ARIFFE IR 15 F5 STk, SCHik b B A B AL X
RO AR SOk, FE A L R R 1 R R
SRR A SCHRES R B R 43T 5 A B[] B 4 A B
FERIREAS NS R, 520 3R GE VT 45 18 O T E A (2) X
T HSK T &, 5 A A AR B BRIk R A6 5, (B A
HIRITSE P Bl o SCHR T 2 K B 7 SCANTE B, ik = 58— RO B
Mo JeP A 2 RS0 AR AR R BB VA ), 2 R A g
TEHY) B IA] PE  TE 0 0 3BT B ] 542 25
RRIIKFR 5 (3) AT P 24 S/ —Fh B A Y T B i 5

WIS TERRIENG YT 8T B AE 5 T

FAAEAR R Z2E 5, P RE = 200l PR A2 P A TR R 1 22 S 1k
WA ST A I AR P 25 5 38 % 35 16 7 1 B 10 R GE0F
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