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Abstract: Objective To systematically review the efficacy and safety of levofloxacin in the treatment of tuberculous pleurisy. Methods The
data base such as Cochrane Library, Embase, PubMed, CNKI, CBM, VIP and Wanfang data were searched to collect the randomized
controlled trials(RCTs) on levofloxacin for the treatment of tuberculous pleurisy from inception to December 2017. Document data
extraction and quality evaluation were carried out according to the Cochrane system review scheme,and Meta — analysis was performed
by RevMan 5.3 software. Results A total of 18 RCTs involving 1 713 patients were included. Meta — analysis results showed that the
effective rate of HRZE(isoniazid hydrazide, rifampicin, pyrazinamide and ethambutol) combined with levofloxacin group was significantly
higher than that of HRZE group[ RR=1.19,95% CI(1.13,1.27), P < 0.001]. There was no significant difference in the effective rate
between the long course group and short course group treated with HRZE combined with levofloxacin[ RR = 1.01,95% CI1(0.96,1.05),
P =0.83],the incidence rate of adverse reactions in the short course group was significantly lower than that in the long course group
[ RR =0.40,95% CI(0.28,0.56), P < 0.001],and the incidence rates of vasculitis, rash and hepatotoxicity in the short course group
were significantly lower than those in the long course group( P < 0.01). There was no significant difference in the incidence rate of

Compared with HRZE, the addition of

levofloxacin is more effective in the treatment of tuberculous pleurisy. There is no significant difference in the efficacy of levofloxacin

central nervous stimulation symptoms between the two groups( P > 0.05) . Conclusion

between short and long courses,and the incidence rate of adverse reactions in the short course is lower.
Key words: levofloxacin; tuberculous pleurisy; systematic review; Meta — analysis; randomized controlled trial;long course of treatment;short

course of treatment;efficacy ;safety
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KRES 30730 28/32 38.5+3.5/38.3£2.5 H0.4g/d+R0.45g/d+E0.75 g/d(HMR) +20.75 g/k H 0.4 g/d+R 0.45 g/d+E 0.75 g/7d D
(tid) ,po + Lfx 0. 3 g/ & (bid) ,ivgtt (R +20.75 g/ % (1id) ,po

REGEP 37/36 51/22 35.671.31 HO.4g/d+R0.45¢/d+E0.75 g/d(MR) +20.75 g/k H 0.4 g/d+R 0.45 ¢/d+E 0.75 g/d DD
(1id),po + Lfx 0. 3 g/ & (bid) ,ivgtt (#R) +20.75 g/ #(tid), po

ERMT 40740 48732 36.2:4.7/35.8+4.3 H 0.3 g/d+R 0.45 g/d+E 0.75 g/d(# ) +Z 1.5 ¢/d H0.3 g/d+R 0.45 g/d+E 0.75 g/d DB

(tid),po + Lfx 0. 4 g/d, ivgtt (BR) +Z 1.5 g/d(iid) , po
41.5£2.3/42.22.1 H0.4 g/d+R 0.45 g/d+E 0.75 g/d(# M) +Z 1.5 g/d H 0.4 g/d+R 0.45 g/d+E 0.75 g/7d D
(tid) ,po + Lix 0. 4 g/d, ivgtt (AIR) +7 1.5 ¢/d(iid), po
H0.3 g/d+R 0.45 ¢/d+E 0.75 g/d(# MR ) +Z 1.5 ¢/d H 0.3 g/d+R 0.45 g/d+E 0.75 g/d DO
(tid) ,po + Lfx 0.4 g/d, ivgtt (M) +21.5 g/d(tid) ,po
H0.3g/d+R 0.45 ¢/d+E 0.75 g/d(# k) +Z 1.5 ¢/d H 0.3 g/d+R 0.45 g/d+E 0.75 g/d D
(tid),po + Lfx 0.4 g/d, ivgtt (BUR) +Z 1.5 g/d(iid) , po

FEREM 30/30  42/18
HEHE 37/37

@AM 160/160 176/144  38.5/39.5

HAEFM 25/25 25/25 36.5£3.5/37.2£2.6 H 0.4 g/d+R 0.4 g/d+E 0.76 ¢/d(H M) +Z 1.4 g/d H 0.4 g/d+R 0.44 g/d+E 0.76 g/d DO
(tid),po + Tfx 0.5 g/d, ivgtt CGRMR) +71. 4 ¢/d(tid) ,po

ImMAM 23/23 45/ 35:6.5 HO0.3g/d+R 0.45 ¢/d+E0.75 g/d(H M) +Z 1.5 g/d, H0.3 g/d+R 0.45 ¢/d+E 0.75 g/d DD
po+ Lix 0.3 g/d(23) or Lfx 0.5 g/d(23),ivgtt (BMR) +71.5¢/d,po

FAN 40740 43/37 14-60/15-55 HO0.3g/d+R 0.45 ¢/d+E0.75 g/d(H M) +2 0.5 g/ HO0.3 g/d+R 0.45 ¢/d+E 0.75 g/d DO

(1id) ,po + Lix 0.4 ¢/ K (qd) ,ivgtt (BR) +20.5 g/ & (iid) , po

T ABEARBA,CAXNBAHAFBEI R AHET EATIETE,Z AWERE, Uix A £RRD 2 td A48 3K ,bid A48 2 K,
qd AR 1K, po A OR,ivett A E; £ 2 R &AM, D5 2, QR B R R, Q) H Ak E35 47 he I B A2 BOKCH 0L T 39 18 S 1) 5
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KR 48739 51/36  42.50+2.5/40.50%1.5 HO.4g/d+R0.45g/d+E0.75¢/d(HR) +20.75¢/% 1A 2RE34A8 020
(bid) po +Lfx 0.3 g/ K (bid) ,ivett

RIES 4545 52/38 58.24£1.07 HO.4g/d+R0.45 g/d+E0.75 ¢/d(5UR) +20.75¢/% 1A 2AZ340 OO
(bid) po +Lfx 0.75 g/ & (bid) , ivgtt

EAHM 84/84  97/71 32.1£15.0/33.8+17.3 H0.3g/d+R0.45¢/d+E0.75 ¢/d(IR) +20.5¢/k  1H 48 0RB3@
(tid) po + Lix 0. 6 g/ (qd) , ivgtt

KB 42/42 46/38 35.1£2.0/34.5:2.5 HO.3g/d+R0.45g/d+E0.75 g/d(MIR)+Z 1.5g/d, 1A 2RE3AA D20
po +Lfx 0.4 ¢/ K (qd) ,ivett

AAKPT 56/56  62/50 34.1£5.5/35.1+4.7 HO.3g/d+R0.45¢/d+E0.75 ¢/d(R) +Z1.5g/d,po 1A 4BAE2MR O2OD
(R M2 4) + Lix 0. 4g/ K (qd) ,ivgtt

FER 42/42 46738 35.7:2.0/34.5%2.5 HO0.3g/d+R0.45¢/d+E0.75 g/d(MM) +Z 1.5¢/d, 1A 2BE348 02O
po+Lfx 0.3 g/ K (qd),ivgtt

MRS 20720 23/17  39.64£3.33/39.66+3. 13 HO.3g/d+R0.45g/d+E0.75 ¢/d(MIR) +Z 1.5g/d, 1A 2AZ348 OO
po +Lfx 0.3 g/ % (bid) ,ivgtt

BAEX 2020 23/17  39.1£7.3/38.2£7.0 HO.3g/d+R0.45g/d+E0.75 ¢/dCAM) +Z1.5¢/d, 1A 2RZ348 OO
po +Lfx 0.3 g/ K (bid) ,ivett

READ 71/71 77/65  18~65/19~63 H0.3¢/d+R0.45g/d+E0.75 g/d(R) +20.5¢/% 1A 2AZ24M0 OB

(tid)po( B F R 2 A KR BE % 77 ) +14x 0.3 g/ K (bid) ,

vgtt
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2.3  Meta 984 R
2.3.1 RN

HRCE R E 2 nT0L,9 AR5 - PIRGE L 45 ]
TR (P=0.46, P =0), % FH & 0 2500 f
M, 45 B B R  HRZE BCG A2 BV B A S0CR B. =

M-H, Fixed. 95% CI

Random sequence generation (selection bias) [

Allocation concealment (selection bias) I

Blinding of participants and personnel (performance bias) [

Blinding of outcome assessment (detection bias) |

Incomplete outcome data (attrition bias) [

Selective reporting (reporting bias) [

Other bias |
|

0% 25% 50% 75%  100%

| [ Low risk of bias [Junclear risk of bias [ High risk of bias |

Bl BERGEEYE
F HRZE[ RR =1.19,95% CI(1.13,1.27), P<0.001],
KA REARCR I 3 aT I, 9 AMFgE ! -2 14 .
B G2 R (P =0.42, P=1% ), R &
RE R BT oA, 45 S B HRZE JEml F (% 7 A AN
KIFBRAARDEMNARETL R FE 2% RR=1.01,

Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

AR NE +HRIE HRZE
Study or Subgroup Events Total Events Total Weight
FHFE2016 34 37 28 36 85%
ERI2009 40 40 37 40 11.3%
I 2016 24 25 19 25 AT%
ERALE2013 29 30 24 30! 72%
FRFI2015 39 46 13 23 52%
Fiez2015 38 40 33 40 9.9%
F{EEE2015 29 30 22 30 BE%
EPIEIE2016 36 37 28 7T 84%
#2009 142 160 124 160 37.2%
Total (95% Cl) 445 421 100.0%

Total events 411 328
Heterogeneity: Chi*= 7.76, df= 8 (P = 0.46); F= 0%
Test for overall effect: Z=6.01 (P = 0.00001)

B2

1.16[0.97, 1.44]
1.08[0.98,1.19] T
1.26 [1.00, 1.60]
1.21 [1.00, 1.48]
1.50[1.03, 2.19]
1.15[0.98, 1.35]
1.32[1.05, 1.65]
1.29 [1.06, 1.56]
1.15[1.04,1.27] ——
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2.3.2

S/ Rty

MR EAER  mE 470, 9 T -2 k08 4%
WL TG i St (P =0.95, P =0), R JH & & %%
NEAERLA AT B R s YT R A R AR R B ELT
KIFFR4[ RR =0. 44,95% €I1€0.25,0.79), P=0.006]

36

KB BRI 4 AT 0L, 9 AMRIFSENT -2 A 45
eI TG R mE (P =0.99, P =0), % H [ 5E S0
BERL BT, 45 R Bon YT R AL R 2 B A R B E LT
JTFE4H[ RR =0. 54,95% CI(0. 30,0.97), P=0. 04],

TR AR K] 4 AT, 5 M IFGE e - 18 2105
B LG RFRE(P =0. 76, P =0) , R 2L

ERARENEHRIE KT RHAE +HRZE Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% CI M-H, Fixed. 95% CI
{1mRig2015 19 20 16 20 4.3% 1.19[0.93,1.51] ]
FER2016 52 56 48 56 12.8% 1.08[0.95,1.23] T
2IkE2015 58 7 63 71 16.8% 0.92[0.80, 1.08] — 1
SkeIEE2017 40 45 41 45 10.9% 0.98[0.85,1.12] - '
FATI82015 36 42 37 42 9.9% 0.97 [0.82,1.15] -
ERFLAE2014 48 48 39 39 11.6% 1.00 [0.96, 1.08] RIE
FF2018 74 84 7 84  200% 0.99[0.89,1.10] —
BIRE2017 19 20 16 20 4.0% 1.27 [0.96, 1.66] N
=hE2015 36 42 37 42 9.9% 0.97[0.82,1.15] S
Total (95% CI) 428 419 100.0%  1.01[0.96, 1.05] L 4
Total events 382 3n
Heterogeneity: Chi*= 8.10, df= 8 (P = 0.42); F=1% o' UlT e !
Testfor ovarall eflect:2=0.22 (F=0.03) | ATRTECEASEE NTETELEALEE

B3 KEFRAEN Meta 547 A

EIRAREAEHRIE KITRARSEHRZE Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed. 95% Cl
221 MmEH
FERE2016 4 48 6 39 B6.0% 0.54 [0.16,1.78] - 1
2kIkE2015 1 45 2 45  1.8% 0.50[0.05, 5.32] —
SREIEE2017 a g4 1 84 1.4% 0.33[0.01, 8.07]
HrFIH2016 1) 42 4 42 41% 0.11 [0.01, 2.00]
F4TH82015 2 56 4 56 3.6% 0.50[0.10, 2.62] S
ERAE2014 a 42 4 42 41% 0.11 [0.01, 2.00]
FF2016 1 20 1 20 09% 1.00[0.07,14.90]
EmE2017 1 20 1 20 09% 1.00[0.07,14.90]
=IE2015 5 71 9 71 8.2% 0.56 [0.20, 1.58] i
Subtotal (95% CI) 428 419 30.9%  0.44[0.25,0.79] -
Total events 14 32
Heterogeneity: Chi*=2.81, df=8 (P =0.95); F=0%
Test for overall effect: Z=2.74 (P = 0.006)
22258
AEW2016 2 48 4 39 40%  0.41[0.08 210 e
2kIkE2015 1 45 2 45  1.8% 0.50[0.05, 5.32] —
SRETEE2017 1 g4 1 84  09% 1.00[0.06,15.73]
HFH2016 2 42 3 42 27% 0.67[0.12,3.79) —
41382015 3 56 4 56 3.6% 0.75[0.18, 3.20 I R
L2014 2 42 3 42 27%  067[0.12,3.79] —
FF2016 1 20 2 20 1.8% 0.50 [0.05, 5.08] —
EWE2017 1 20 5 20 45%  0.20[0.03,1.56] [
=iE2015 3 71 g 71 4.5% 0.60[0.15, 2.42] I
Subtotal (95% CI) 428 419 267%  0.54[0.30,0.97] -
Total events 16 29
Heterogeneity: Chi*=1.55, df=8 (P=099); F=0%
Testfor overall effect: Z= 2.06 (P = 0.04)
223 F
FER2016 0 48 [ 39 B5%  0.06[0.00,1.08 *
SkdkFE2015 a 45 1 45  1.4% 0.33[0.01,7.97]
SREIE2017 1 84 3 84 27%  033[0.04,3.14] —
$4T382015 2 56 8 56 7.3%  0.25[0.06,1.13] =
SIE2015 0 71 8 71 7.7%  0.06[0.00,1.00] ¢
Subtotal (95% CI) 304 205 255%  0.16 [0.06,0.42] i
Total events 3 26
Heterogeneity: Chi*=1.87, df=4 (P=0.76); F=0%
Test for overall effect: Z=3.71 (P =0.0002)
2.2.4 iR FIBIEIR
FEW2016 2 48 1 39 10% 163015, 17.26]
2kikE2015 0 45 1 45 14%  0.33[0.01,7.97]
HET2016 0 42 1 42 14%  0.33[0.01,7.98]
FATHE2015 1 56 g 56 4.5% 0.20[0.02, 1.66] - 1
FERAL2014 0 42 1 42 1.4%  0.33[0.01,7.95)]
FFH2016 0 20 2 20 23%  0.20[0.01,3.92]
ETE2017 0 20 2 20 23%  0.20[0.01,3.92]
=IE2015 3 71 3 71 27%  1.00[0.21,4.79] T
Subtotal (95% CI) 344 335 16.9%  0.45[0.20,1.00] -~
Total events [ 16
Heterogeneity: Chi*= 3.38, df=7 (P = 0.85); F=0%
Testfor overall effect: Z=1.96 (P = 0.05)
Total (95% CI) 1504 1468 100.0%  0.40[0.28, 0.56] L 4
Total events 39 103
Heterogeneity: Chi*= 13.20, df = 30 (P = 1.00); F= 0% t t t 50

Test for overall effect: Z=5.34 (P < 0.00001)

Testfor subaroun differences: Chi*= 457 df=3{(P=0.21). F=34.4%

KA I A E Atk Meta 447 A Ak B

A 4

0.01 01 10 1
HMFETECEa 88 T omeEtsalEa



201942 A 20 H 55 28 B4 41
Vol. 28, No. 4, February 20, 2019

P e Y

China Pharmaceuticals

- FFSR -
Drug Research

NEAERLIRHT, S5 R TR T R R A A R B EILT
KIFRE] RR =0. 16,95% CI1(0. 06,0.42), P=0.002],

O A 28 2R G I ORE R AR I 4 T 0L, 8 A
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AR A B 4 00,9 MG 22 HGE A%
WhgEm g it Stk (P =1. 00, P =0), % B E 00
AR, 5 R R TR RO & AR R g KT

KITRR4A] RR =0. 40,95% CI(0. 28,0. 56), P<0.001],
2.3.3  BURMEHT

K 97 R A2 S RVb R BRI o, e A B BR 1 G
K (15 g/d) 22 VD B USTR 2 e S 00 HE 9 oA
0.4 g/d () RCTs"™ -1 25 R BIBRAT G 195 IF 45
FJFICH 2R
2.3.4  RERGLN

JEER Y BB HRZE 5 HRZE R )7 45 A% 1 g fiE
RABEE KBTI AR BRI A% E IR 7L
KA RSO e =FE i DL IEL 5 2 T,

OSE/log(RR) OSE/log(RR) OSE/log(RR)
0.05 oo 0.05 0.05 °
! R oo ; - >OOQA i
/ 0 o Mm%
0.10 CP:O 0.10 0.10 /e o it
. s o AR
0.15 0.15 0157 S Foa A R 2
‘ FlHEAR
o \ RR ; \ RR RR
0.20 : : 0.20 0.20
0.5 0.7 1.0 L5 2.0 0.5 0.7 1.0 L5 2.0 0.01 0.1 1 10 100
HsS5 AERTHE Be6 karazEmhtA BH7 RRAEKBTH
3 itie o UL W REAL 7 205, BERL 20 FC BaURURT B vA B AR
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