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Efficacy and Adverse Drug Reactions of Linezolid in Long-Term Treatment for Osteoarticular
Infection; Meta-Analysis of Single-Group Rate*

ZHANG Yongzan, PENG Feifei, LI Yanan, AN Jingzhi (Dept. of Clinical Pharmacy, Hebei Medical
University Third Hospital, Shijiazhuang 050051, China)

ABSTRACT OBJECTIVE: To investigate the efficacy and adverse drug reactions of long-term treatment ( more than
4 weeks) with linezolid for osteoarticular infection, and to provide evidence-based guidance for clinical treatment.
METHODS: PubMed, Embase, Web of Science, CNKI and Wanfang databases were retrieved to collect long-term
treatment with linezolid for osteoarticular infection. The retrieval time was from the database establishment to May 14",
2024. After literature screening, data extraction and quality evaluation, RevMan 5.3 software was used to perform
Meta-analysis of single-group rates and sensitivity analysis. RESULTS: A total of 12 studies including 447 patients
were enrolled. Meta-analysis showed that the clinical remission rate of long-term treatment with linezolid for
osteoarticular infection was 81% (95%CI=0.73-0. 87, P<0.000 01), the overall incidence of adverse drug reactions
was 37% (95%CIl=0.27-0.48, P=0.020), the anemia rate was 18% (95% CI=0.12-0.26, P<0.000 01), the
thrombocytopenia rate was 17% (95%CI=0. 06-0. 38, P=0.005) , the incidence of gastrointestinal adverse reactions
was 17% (95% CI=0. 14-0.22, P<0.000 01), the peripheral neuropathy rate was 7% (95%CI=0.05-0. 12, P<
0.000 01) , the rate of drug withdrawal due to adverse drug reactions was 14% (95%CI=0. 08-0.22, P<0.000 01) ,
and the recurrence rate was 15%(95%CI=0. 07-0. 27, P<0.000 01). Subgroup analysis showed that the duration of
follow-up might be a source of heterogeneity affecting the recurrence rate. Sensitivity analysis showed that the study was
robust. CONCLUSIONS Long-term treatment of linezolid ( more than 4 weeks) for osteoarticular infection is effective
with a low recurrence rate, but the incidence of adverse drug reactions is high, and careful monitoring of adverse drug
reactions is needed.
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5 — MU I EE 15 mg/ (kged) 24 — — 17
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Aneziokoro 4200521 B 20 20/0 FIZ M 600 mg bid FIAR 96 d 364 11 6 7 12
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0dds Ratio Odds Ratio

Study or Subgroup __log[Odds Ratio] SE_Weight IV, Random, 95% C/ IV, Random, 95% C/
Aneziokoro 2005 -0847 0488 B87%  043[0.16,1.12) i

Bassetti 2005 -1.735 0626 69%  0.18(0.05,0.60]
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Morata 2014 047 0329 112%  063(033,1.19) —
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Rao 2004 -0.405 0.456 9.2% 0.67[0.27,1.63] I

Rao 2004(2) -1.504 0.782 5.3% 0.22[0.05,1.03] —

Rao 2007 -1.24 0342 11.0%  029[0.15,0.57] —

Senneville 2006 0061 0246 125%  1.06[0.66,1.72] T

Veerman 2023 -0519 0253 124%  0.60(0.36,098) —

318 2018 1504 0782 53%  0.22(0.05,1.03] Em—

Total (95% CT) 100.0%  0.58[0.37,0.91] <>
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Testfor overall effect 7= 2.38 (°= 0.02)
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0.36,P<0.000 01) , &4 5, F51L & %8 18% (OR=0. 18,
95%CI=0.12~0.26,P<0.000 01) , WK 5,
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0dds Ratio Odds Ratio

Study or Subaroup _log[Odds Ratio]  SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Aneziokoro 2005 <2197 0745 74%  011[0.03,0.48)
Bassetti 2005 3714 1431 26%  0.02(000,040) &
Cobo 2013 056 0443 122%  057[0.24,1.36) T
Legout 2010 -0857 0226 174%  042(0.27,066) -
Morata 2014 1917 0479 11.4%  0.15(0.06,0.38) ——
Nguyen 2009 41792 054 102% 047 (0.06,0.48) —
Rao 2004 -2197 0745 71%  011(0.03,0.48) —
Rao 2004(2) -2303 1048 44%  010[0.01,078)
Rao 2007 <2175 0472 116%  011[0.05,0.29) —_—
Senneville 2006 -0762 0264 163%  047(0.28,0.78) —
Total (95%CT) 100.0%  0.22[0.14,0.36] >
Heterogeneity: Tau®= 0.31; Chi*= 22.61,df = 9 (P = 0.007); /*= 60% 0.01 01 10 100
Testfor oversi effact. 2=.6.07. (P = 0.00061) Favours [experimental] Favours [control]
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Study or Subgroup _log[Odds Ratio] _ SE_Weight IV, Random, 95% CI IV, Random, 95% CT
Aneziokoro 2005 <2197 0745 165%  0.11(0.03,0.48)
Bassetti 2005 3714 1431 95%  002(000,040) &
Legout 2010 -0.043 0206 221%  096(0.64,1.43) -
Rao 2004 -0619 0469 198%  054(0.21,1.35) -
Rao 2004(2) -2303 1049 130%  010[0.01,078 —
Rao 2007 -242 0522 19.2% 0.09[0.03,0.25) e
Total (95%CT) 100.0%  0.20[0.06,0.62] —~—
Heterogeneity. Tau®=1.47,Chi*= 31.43,dr = 5 (» < 0.00001);/ 7= 84% 0ot 01 10 100

Test for overall effect z=2.79 (P = 0.005) Favours [experimental] Favours [control]
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(3)BEMBERSKE ANR M EAEF HA 9 R X
kL7102 A 304 Bl 64 1 K AR R BSR4 T 9 IR S
Btk R IGHFE X (P=0.13,=36%) . % & E XA
RIGEAT Meta 7007, 250 R, B IHiE R GEAR RN KA R 2ERH
Gt X (OR=0.21,95%CI=0. 16~ 0. 28, P<0. 000 01] , Z4%
W5 BIHE RS A BN KA 17%(OR=0.17,95%CI =
0.14~0.22,P<0.000 01) , WLI& 7,

Odds Ratio 0dds Ratio
Study or Subgrouy log[Odds Ratio] SE_Weight IV, Fixed, 95% C/ IV, Fixed, 95% CI.
Aneziokoro 2005 -1.735 0626 4.9% 0.18(0.05,0.60]
Bassetti 2005 -1.735 0626 4.9% 0.18(0.05,0.60]
Legout 2010 -1.743 029 230% 017[0.10,031] —
Morata 2014 -1.065 0367 14.4% 034[017,071] I
Nguyen 2009 1792 054 66% 0417[0.06,0.48] —_—
Rao 2007 -273 0596 54% 007[0.02,021] —
Senneville 2006 -2132 04 121% 012[0.05,0.26] T
Veerman 2023 -1.001 0276 254% 0.37(0.21,063] —a—
18 2018 1504 0782 32% 0.22[0.05,1.03
Total (95%CT) 100.0% 0.21[0.16, 0.28] *
Heterogeneity: Chi*=12.56,df= 8 (° = 0.13),/%= 36% o0 ) 10 100

Testfor overall effect: 7= 11.16 (7 < 0.00001) Favours [experimental] Favours [control]
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(4) J& A 2 28 PR R N 5 R SOk G
276 il 38,19 BB E KRN RN, SAF5E SR 25 = 0
Gt % B L (P=0.47,F =0%) o R &SR IEIT Meta
ST, AR B R, R B MR A R R ERE SR X
(OR=0.08,95%CI=0.05~0. 13,P<0. 000 01) , Z%E:4#J5 | & [l
P95 48 K HE %R 7% (OR=0.07,95%CI=0.05~0.12, P<
0.000 01) . JLIE 8,

Odds Ratio 0dds Ratio
Study or Subgroup __log[Odds Ratio] _ SE_Weight IV, Fixed, 95% C/ IV, Fixed, 95% CI
Legout 2010 2245 0351 466% 0.11[0.05,021] —a—
Morata 2014 -2918 0726 109% 005[(001,022) —
Nguyen 2009 -3296 1.018 55% 004[0.01,027) ¥
Rao 2007 -3871 101 56% 002(0.00,015
Senneville 2006 -2303 0428 31.3% 0.10([0.04,023] S
Total (95%C7) 100.0% 0.08 [0.05, 0.13] <

Heterogeneity: Chi*= 3.52, df= 4 (P = 0.47),/*= 0%
Testfor overall effect: 2= 10.38 (P < 0.00001)

0.01 01 10 100
Favours [experimental] Favours [control]
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2.4.4 R KR RIFEEZG 3R, 40 10 8 SCilikt e rees) d
388 il 3, 65 BIEIAS R s i f5- T T 1) 2 mae i | 2 45 25 i IA)
AT 39 4 R s 2 AR 15 LB g RS0 S B, B
FEIE S E R A G2 FE L (P=0.001,F =67%) , K HkE
ML AR RIAT Meta 53T, G5 R R TR ERAFRIT R
X (OR=0.16,95%CI=0.09~0.29,P<0.000 01) , Z2%:#)5 K
TRz W JHe v 7 B 6 0 B TR R R N 25 %k 14% (OR =
0.14,95%CI=0. 08~0. 22, P<0. 000 01) . VL& 9,

R E BRI 5400 2026 4E55 26 55 5 )

0dds Ratio Odds Ratio

Study or Subgroup __log[Odds Ratio] SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Bassetti 2005 3714 1431 38%  002[000,040) —————

Cobo 2013 -3807 143 38%  0.02[0.00,037)

Legout 2010 107 0237 180%  0.34[0.22,056] -

Nguyen 2009 1792 054 125%  0.17([0.06,048) —

Rao 2004 -1.735 0626 11.1% 0.18[0.05, 0.60] e

Rao 2004(2) -3135 1.445 38% 0.04[0.00,0.74] -

Rao 2007 -3157 0722 9.7% 0.04[0.01,0.18] e

Senneville 2008 -0626 0258 17.7%  053(0.32,089) =

Veerman 2023 -1.863 0358 159%  0.16(0.08,031] -

§18 2018 -3135 1445 38%  0.04[0.00,074)

Total (95% CT) 100.0%  0.16[0.09,0.29] >

Heterogeneity: Tau?= 0.48; Chi*= 27.30, df= 9 (P= 0.001),/*= 67% b0 000
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