Comparative effectiveness and safety of five antibiotics in treating MRSA infections: A network meta-analysis
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Supplementary Table S1. Search strategy for PubMed.

	Search number
	Query
	Results

	#1
	(vancomycin) AND (linezolid) AND (MRSA)
	1,467

	#2
	((((((((((((((((((((((vancomycin) OR (Vancomycin Hydrochloride)) OR (Hydrochloride, Vancomycin)) OR (Vancomycin Sulfate)) OR (Sulfate, Vancomycin)) OR (Vancomycin-ratiopharm)) OR (Vancomycin Hexal)) OR (Vancomycine Dakota)) OR (AB-Vancomycin)) OR (Vanco Azupharma)) OR (Diatracin)) OR (VANCO-cell)) OR (Vanco-saar)) OR (Vancocin)) OR (Vancocin HCl)) OR (Vancomycin Lilly)) OR (Vancocine)) OR (Vancomicina Abbott)) OR (Vancomicina Chiesi)) OR (Vancomicina Combino Phar)) OR (Vancomicina Norman)) OR (Vancomycin Phosphate (1:2))) OR (Vancomycin Phosphate (1:2), Decahydrate)
	35,261

	#3
	((((((((((linezolid) OR (N-((3-(3-fluoro-4-morpholinylphenyl)-2-oxo-5-oxazolidinyl)methyl)acetamide)) OR (Linezolide)) OR (Zyvox)) OR (U 100766)) OR (100766, U)) OR (PNU-100766)) OR (PNU 100766)) OR (PNU100766)) OR (U-100766)) OR (U100766)
	7,362

	#4
	((methicillin-resistant staphylococcus aureus) OR (Methicillin Resistant Staphylococcus aureus)) OR (MRSA)
	42,100

	#5
	#2 AND #3 AND #4

((((((((((((((((((((((((vancomycin) OR (Vancomycin Hydrochloride)) OR (Hydrochloride, Vancomycin)) OR (Vancomycin Sulfate)) OR (Sulfate, Vancomycin)) OR (Vancomycin-ratiopharm)) OR (Vancomycin Hexal)) OR (Vancomycine Dakota)) OR (AB-Vancomycin)) OR (Vanco Azupharma)) OR (Diatracin)) OR (VANCO-cell)) OR (Vanco-saar)) OR (Vancocin)) OR (Vancocin HCl)) OR (Vancomycin Lilly)) OR (Vancocine)) OR (Vancomicina Abbott)) OR (Vancomicina Chiesi)) OR (Vancomicina Combino Phar)) OR (Vancomicina Norman)) OR (Vancomycin Phosphate (1:2))) OR (Vancomycin Phosphate (1:2), Decahydrate)) AND (((((((((((linezolid) OR (N-((3-(3-fluoro-4-morpholinylphenyl)-2-oxo-5-oxazolidinyl)methyl)acetamide)) OR (Linezolide)) OR (Zyvox)) OR (U 100766)) OR (100766, U)) OR (PNU-100766)) OR (PNU 100766)) OR (PNU100766)) OR (U-100766)) OR (U100766))) AND (((methicillin-resistant staphylococcus aureus) OR (Methicillin Resistant Staphylococcus aureus)) OR (MRSA))
	1,575

	#6
	(vancomycin) AND (teicoplanin) AND (MRSA)
	801

	#7
	(((teicoplanin) OR (Teichomycin)) OR (Teichomycin A2)) OR (Targocid)
	4,532

	#8
	#2 AND #7 AND #4

((((((((((((((((((((((((vancomycin) OR (Vancomycin Hydrochloride)) OR (Hydrochloride, Vancomycin)) OR (Vancomycin Sulfate)) OR (Sulfate, Vancomycin)) OR (Vancomycin-ratiopharm)) OR (Vancomycin Hexal)) OR (Vancomycine Dakota)) OR (AB-Vancomycin)) OR (Vanco Azupharma)) OR (Diatracin)) OR (VANCO-cell)) OR (Vanco-saar)) OR (Vancocin)) OR (Vancocin HCl)) OR (Vancomycin Lilly)) OR (Vancocine)) OR (Vancomicina Abbott)) OR (Vancomicina Chiesi)) OR (Vancomicina Combino Phar)) OR (Vancomicina Norman)) OR (Vancomycin Phosphate (1:2))) OR (Vancomycin Phosphate (1:2), Decahydrate)) AND ((((teicoplanin) OR (Teichomycin)) OR (Teichomycin A2)) OR (Targocid))) AND (((methicillin-resistant staphylococcus aureus) OR (Methicillin Resistant Staphylococcus aureus)) OR (MRSA))
	855

	#9
	(vancomycin) AND (daptomycin) AND (MRSA)
	934

	#10
	(((((((daptomycin) AND (Deptomycin)) AND (LY-146032)) AND (LY 146032)) AND (LY146032)) AND (Cubicin)) AND (Daptomycin, 9-L beta-Aspartic Acid)) AND (Daptomycin, 9 L beta Aspartic Acid)
	3,757

	#11
	#2 AND #10 AND #4

((((((((((((((((((((((((vancomycin) OR (Vancomycin Hydrochloride)) OR (Hydrochloride, Vancomycin)) OR (Vancomycin Sulfate)) OR (Sulfate, Vancomycin)) OR (Vancomycin-ratiopharm)) OR (Vancomycin Hexal)) OR (Vancomycine Dakota)) OR (AB-Vancomycin)) OR (Vanco Azupharma)) OR (Diatracin)) OR (VANCO-cell)) OR (Vanco-saar)) OR (Vancocin)) OR (Vancocin HCl)) OR (Vancomycin Lilly)) OR (Vancocine)) OR (Vancomicina Abbott)) OR (Vancomicina Chiesi)) OR (Vancomicina Combino Phar)) OR (Vancomicina Norman)) OR (Vancomycin Phosphate (1:2))) OR (Vancomycin Phosphate (1:2), Decahydrate)) AND ((((((((daptomycin) AND (Deptomycin)) AND (LY-146032)) AND (LY 146032)) AND (LY146032)) AND (Cubicin)) AND (Daptomycin, 9-L beta-Aspartic Acid)) AND (Daptomycin, 9 L beta Aspartic Acid))) AND (((methicillin-resistant staphylococcus aureus) OR (Methicillin Resistant Staphylococcus aureus)) OR (MRSA))
	1,000

	#12
	(vancomycin) AND (tigecycline) AND (MRSA)
	355

	#13
	#2 AND #12 AND #4

((((((((((((((((((((((((vancomycin) OR (Vancomycin Hydrochloride)) OR (Hydrochloride, Vancomycin)) OR (Vancomycin Sulfate)) OR (Sulfate, Vancomycin)) OR (Vancomycin-ratiopharm)) OR (Vancomycin Hexal)) OR (Vancomycine Dakota)) OR (AB-Vancomycin)) OR (Vanco Azupharma)) OR (Diatracin)) OR (VANCO-cell)) OR (Vanco-saar)) OR (Vancocin)) OR (Vancocin HCl)) OR (Vancomycin Lilly)) OR (Vancocine)) OR (Vancomicina Abbott)) OR (Vancomicina Chiesi)) OR (Vancomicina Combino Phar)) OR (Vancomicina Norman)) OR (Vancomycin Phosphate (1:2))) OR (Vancomycin Phosphate (1:2), Decahydrate)) AND (((((((tigecycline) OR (TBG-MINO)) OR (9-(tert-Butylglycylamido)minocycline)) OR (Tygacil)) OR (GAR 936)) OR (GAR-936)) OR (GAR936))) AND (((methicillin-resistant staphylococcus aureus) OR (Methicillin Resistant Staphylococcus aureus)) OR (MRSA))
	388


Supplementary Table S2. Characteristic of included studies.

	Study
	Ethnicity
	Disease Type
	Intervention
	Case/n
	Age
	Outcome

	Rubinstein2001
	Mix
	Pneumonia
	Linezolid

Vancomycin
	107

91
	62.8±18.0

61.3±18.7
	①②③④⑤

	Wunderink2008
	Mix
	Pneumonia
	Linezolid

Vancomycin
	23

19
	55.7

54.9
	①②④⑦

	Weigelt2004
	Mix
	SSTI
	Linezolid

Vancomycin
	53

54
	60±16

60±18
	①②④⑦

	Weigelt2005
	Mix
	SSTI
	Linezolid

Vancomycin
	462

436
	52±18

52±18
	①②③④⑦

	Sharpe2005
	NA
	SSTI
	Linezolid

Vancomycin
	30

30
	≥18

≥18
	①②

	Kohno2007
	Asian
	Pneumonia; SSTI; others
	Linezolid

Vancomycin
	62

30
	68.4±16.4

67.5±16.3
	①②③④⑤⑥⑦

	Wunderink2012
	Mix
	Pneumonia
	Linezolid

Vancomycin
	165

174
	≥18

≥18
	①②⑥⑦

	Kingsley2015
	Mix
	Pneumonia
	Linezolid

Vancomycin
	34

32
	44.8±14.91

44.8±15.54
	①②

	Kaplan2003
	Mix
	others
	Linezolid

Vancomycin
	213

99
	2.19±3.16

2.94±3.13
	②③④⑦

	Itani2010
	Mix
	SSTI
	Linezolid

Vancomycin
	227

209
	18-93

18-99
	①②④

	Yogev2003
	Mix
	others
	Linezolid

Vancomycin
	74

34
	3.48±3.21

3.03±2.87
	①②④⑦

	Stevens2002
	Mix
	others
	Linezolid

Vancomycin
	56

52
	63.9±16.1

59.8±20.2
	①②③⑥

	Yuan HJ2021
	Asian
	SSTI
	Linezolid

Vancomycin
	49

49
	43.25±4.90

43.15±5.25
	①②③⑥

	Tan H2018
	Asian
	Pneumonia
	Linezolid

Teicoplanin
Vancomycin
	45

45

45
	60.31±9.50

59.34±9.47

60.18±9.53
	①②④⑤⑦

	Ma JF2015
	Asian
	Pneumonia
	Linezolid

Vancomycin
	29

28
	70.5±8.7

70.5±8.7
	①②④⑤⑥⑦

	Bai S2021
	Asian
	others
	Linezolid

Vancomycin
	38

38
	67.5±2.04

66.5±2.01
	②④⑦

	Zhou JP2019
	Asian
	Pneumonia
	Linezolid

Vancomycin
	35

35
	6.1±1.0

6.2±1.1
	①②④⑥⑦

	Wang MQ2015
	Asian
	Pneumonia
	Linezolid

Teicoplanin
Vancomycin
	31

33

32
	21-89

21-89

21-89
	①②④

	Dong T2018
	Asian
	others
	Linezolid

Vancomycin
	60

60
	51.2±8.6

52.1±10.3
	①④⑦

	Wang QF2021
	Asian
	others
	Linezolid

Teicoplanin
Vancomycin
	30

30

30
	61.5±2.5

61.3±2.4

61.2±2.5
	①②④⑤⑥⑦

	Liu JY2021
	Asian
	Pneumonia
	Linezolid

Vancomycin
	22

20
	70.5±14.3

70.5±14.3
	①②⑥⑦

	Zhao PY2014
	Asian
	Pneumonia
	Linezolid

Vancomycin
	36

36
	69.0±8.42

67.0±9.15
	①②④⑥⑦

	Yin SL2013
	Asian
	Pneumonia
	Linezolid

Vancomycin
	34

34
	62.2±4.5

62.2±4.5
	①②④⑤⑥⑦

	Du ZL2016
	Asian
	Pneumonia
	Linezolid

Teicoplanin
	50

50
	56.9±11.1

58.1±12.5
	①②④⑥⑦

	Chen QL2015
	Asian
	Pneumonia
	Linezolid

Vancomycin
	39

37
	69.72±11.11

70.28±10.37
	①②③④

	Cao CM2021
	Asian
	Pneumonia
	Linezolid

Vancomycin
	50

50
	65.46±5.43

65.55±5.65
	①②④⑦

	Chen Y2015
	Asian
	Pneumonia
	Linezolid

Vancomycin
	165

174
	60.7±18.0

61.6±17.7
	①②⑥⑦

	Gao YM2017
	Asian
	Pneumonia
	Linezolid

Vancomycin
	30

30
	64.6±3.9

62.7±5.5
	①④⑥

	Liu CL2017
	Asian
	Pneumonia
	Linezolid

Teicoplanin
Vancomycin
	40

40

40
	55.6±8.6

54.8±7.4

54.1±7.5
	①②④

	Wunderink2003
	Mix
	Pneumonia
	Linezolid

Vancomycin
	168

171
	63.1±19.1

61.9±19.3
	①②③④⑥⑦

	Huang DH2018
	Mix
	Pneumonia
	Linezolid

Vancomycin
	37

37
	55.17±7.14

54.61±6.89
	①②④

	Zhao M2015
	Asian
	Pneumonia
	Linezolid

Vancomycin
	30

30
	57.3±3.2

57.3±3.2
	①②④⑤⑥⑦

	Yuan JX2018
	Asian
	Pneumonia
	Linezolid

Vancomycin
	47

47
	55.90±10.40

56.27±9.41
	①②④⑤⑥⑦ 

	Qi JX2015
	Asian
	Pneumonia
	Linezolid

Vancomycin
	33

31
	60.88±5.01

61.12±4.89
	①②④⑤⑥

	Feng H2014
	Asian
	Pneumonia
	Linezolid

Vancomycin
	25

25
	55.3±12.3

54.3±10.8
	①②

	Qin HM2014
	Asian
	Pneumonia
	Linezolid

Vancomycin
	60

60
	35-75

35-75
	①②⑤⑥⑦

	Gu YP2012
	Asian
	Pneumonia
	Linezolid

Vancomycin
	28

28
	62.5±11.7

62.5±11.7
	①②④⑥⑦

	Zhu AJ2010
	Asian
	Pneumonia
	Linezolid

Vancomycin
	24

30
	63±9.63

63±9.63
	①②④⑥⑦

	Cepeda2004
	Caucasia
	others
	Teicoplanin
Vancomycin
	92

90
	57.3±17.6

59.2±17.2
	①②

	Batoul2021
	Asian
	others
	Teicoplanin
Vancomycin
	33

33
	39±13.1

41±11.8
	①②④⑥⑦

	Liu1996
	Asian
	others
	Teicoplanin
Vancomycin
	20

20
	71.3

67.2
	①②

	He ZY2017
	Asian
	others
	Teicoplanin
Vancomycin
	22

20
	65.3±15.9

65.3±15.9
	①②⑥

	Peng H2010
	Asian
	SSTI
	Teicoplanin
Vancomycin
	21

21
	34.25±3.25

33.51±4.12
	①②⑥

	Ling TT2018
	Asian
	Pneumonia
	Teicoplanin
Vancomycin
	52

52
	61.6±8.7

62.9±9.1
	①②⑤⑦

	Xie JJ2006
	Asian
	others
	Teicoplanin
Vancomycin
	21

29
	38.5±20

35.2±22
	②

	Zhao WF2003
	Asian
	others
	Teicoplanin
Vancomycin
	36

34
	41.9±16.1

40.6±14.2
	①②③④⑥

	Sun XX2009
	Asian
	others
	Teicoplanin
Vancomycin
	17

19
	64±23

62±27
	①②③④⑥

	Xu CY2006
	Asian
	others
	Teicoplanin
Vancomycin
	18

20
	74.4±14.5

74.4±14.5
	②③⑥

	Guo YQ2019
	Asian
	others
	Teicoplanin
Vancomycin
	48

48
	70.3±11.5

66.8±8.4
	①③④⑤⑥⑦

	Xu JJ2014
	Asian
	Pneumonia
	Teicoplanin
Vancomycin
	34

34
	32-79

33-81
	①②④⑥

	Zhu YH2017
	Asian
	Pneumonia
	Teicoplanin
Vancomycin
	68

68
	39.5±9.7

41.7±8.5
	①②④⑥

	Kalimuddin2018
	Mix
	others
	Daptomycin

Vancomycin
	7

7
	65

70
	②④⑥

	Kauf2015
	Mix
	SSTI
	Daptomycin

Vancomycin
	118

106
	47.2±15.2

50.0±13.5
	②

	Katz2008
	Mix
	SSTI
	Daptomycin

Vancomycin
	31

28
	43.5

41.0
	①②④⑤

	Aikawa2013
	Asian
	SSTI
	Daptomycin

Vancomycin
	55

19
	69.0

70.0
	①②④⑤

	Shaw2015
	Mix
	SSTI
	Daptomycin

Vancomycin
	50

50
	42±12

38±13
	①④

	Florescu2008
	Mix
	others
	Tigecycline

Vancomycin
	100

33
	51.0

51.0
	①②③④⑤

	Florescu2008
	Mix
	others
	Linezolid

Tigecycline
	3

8
	51.0

65.0
	1 ②③④⑤


1 Total effective rate; ② Total microbial killing rate; ③ Total treatment duration; ④ Total adverse reaction rate; ⑤ Total hepatotoxicity; ⑥ Total nephrotoxicity; ⑦ Total incidence of thrombocytopenia.

NA：Not report; SSTI: skin and soft tissue infection.

Supplementary Table S3. NMA of total treatment duration. The bold number indicates significant differences.
	OR (95%CI)

	Linezolid
	
	
	

	5.84 (0.11, 312.78)
	Teicoplanin
	
	

	2.26 (0.01, 392.56)
	0.39 (0.00, 159.09)
	Tigecycline
	

	0.41 (0.05, 3.42)
	0.07 (0.00, 2.08)
	0.18 (0.00, 26.87)
	Vancomycin


Supplementary Table S4. The results of the ring inconsistency test.

	Outcome
	Closed loop type
	ROR 95% CI
	P

	①
	LNZ-TEC-VA

LNZ-TGC-VA
	ROR=1.585,95%CI(1.00,3.15)

ROR=1.137,95%CI(1.00.31.86)
	0.189

0.075

	②
	LNZ-TEC-VA

LNZ-TGC-VA
	ROR=1.816,95%CI(1.00,3.54)

ROR=1.193,95%CI(1.00,30.63)
	0.080

0.915

	③
	LNZ-TEC-VA

LNZ-TGC-VA
	ROR=1.730,95%CI(1.00,4.43)

ROR=2.509,95%CI(1.00,74.12)
	0.254

0.594

	④
	LNZ-DAP-TGC
	ROR=1.042,95%CI(1.00,355097.46)
	0.995

	⑤
	LNZ-TEC-VA

LNZ-TGC-VA
	ROR=1.555,95%CI(1.00,19.39)

ROR=9.720,95%CI(1.00,394.10)
	0.732

0.229

	⑥
	LNZ-TEC-TGC
	ROR=1.792,95%CI(1.00,11.06)
	0.530

	⑦
	LNZ-TEC-VA
	ROR=1.529,95%CI(1.00,12.92)
	0.696


LNZ: linezolid; TEC: teicoplanin; DAP: daptomycin; TGC: tigecycline; VA: vancomycin.

[image: image1.jpg]uence generation (selectic

Random st

on concealment (selection bias

rman

Blinding of participants and personnel (pe:

Blinding of outcome assessment (detection bias

me data (attrition bias)

Incompl

lective reporting (reporting bias)

Other bias

I

0% 25% 50% 75%  100%

W Low iskofbias W High risk of bias





Supplementary Figure S1. Risk of bias of included studies.
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Supplementary Figure S2. NMA of various outcomes. The bold number indicates significant differences. (A) Total effective rate. (B) Total microbial killing rate. (C) Total adverse reaction rate. (D) Total hepatotoxicity. (E) Total nephrotoxicity. (F) Total incidence of thrombocytopenia. 
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Supplementary Figure S3. Evidence structure of total treatment duration.

LNZ: linezolid; TEC: teicoplanin; TGC: tigecycline; VA: vancomycin.
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Supplementary Figure S4. Evidence structure of total adverse reaction rate.

LNZ: linezolid; TEC: teicoplanin; DAP: daptomycin; TGC: tigecycline; VA: vancomycin.
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Supplementary Figure S5. Evidence structure of (A) Total hepatoxicity, (B) Total nephrotoxicity, and (C) Total incidence of thrombocytopenia.
LNZ: linezolid; TEC: teicoplanin; DAP: daptomycin; TGC: tigecycline; VA: vancomycin.
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Supplementary Figure S6. Evidence structure of (A) Pneumonia, (B) Skin and soft tissue infection, and (C) Other infections.
LNZ: linezolid; TEC: teicoplanin; DAP: daptomycin; TGC: tigecycline; VA: vancomycin.
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Supplementary Figure S7. The funnel plot of the total effective rate.

LNZ: linezolid; TEC: teicoplanin; DAP: daptomycin; TGC: tigecycline; VA: vancomycin.

[image: image8.png]5
1

1
1

1.5

standard error of logor

T
-2

Effect size centred at comparison-specific pooled effect (yixy-ixv)

2

4 o,
) e AN °
o /‘ \\
/'.~ f. o
.‘ T od il L N
‘e o® o
s N
% [ ]
o o
e 9 e
®
°
°®
0
® DAP vs VA ® [NZvs TEC
® [NZvs TGC @ LNZvsVA
® TECvs VA ® TGCvs VA





Supplementary Figure S8. The funnel plot of the total microbial killing rate.

LNZ: linezolid; TEC: teicoplanin; DAP: daptomycin; TGC: tigecycline; VA: vancomycin.


