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3. o] QAR R PAAlT B M9 abd
® A4 Atad

- Scottish Intercollegiate Guidelines Network (SIGN)
- National Guideline Clearinghouse (NGC)

- National Institute for Clinical Excellence (NICE)
- Google Scholar

- WHO

- G-I-N International Guideline Library

- Pubmed

- Cochrane library

- EMbase

- Scopus

- 24 5% (NDSL, KMBASE, KoreaMed, RISS, KISS)

ShAIT}o]: Respiratory Tract Infections, pneumonia, guideline

AAAL: ("Respiratory Tract Infections'[Mesh] OR "respiratory tract infection*" OR
pneumonia OR "Pneumonia’[Mesh] OR "community acquired pneumonia"”) [mh]
AND (practice guideline[PT] OR guideline[PT] OR guidelinex[title] OR
recommendation#[title] OR standard=[title] OR “guiding principle*"[title])

® Preferred Reporting Items for Systematic Reviews and Meta-Analyses flowchart



‘ Records identified through database searching (n=

3499) |

|

‘ Records after removal of duplicates (n=3079) ‘

=3009) |

‘ Records screened (n=70) ‘

‘ Full-text articles assessed for eligibility (n=15) |

\d

=55) |

Records excluded after full text review (n=12)
1) Irrelevant subjects (n=9)

A

‘ Studies included in quality-assessment (n=3) ‘

2) No de novo subjects (n=3)

Records excluded after full text review (n=15)

‘ Included ‘ ‘ Eligibility ‘ ‘ Screening ‘ | Identification ‘

‘ Studies included in adaptation (n=0) ‘

@ 3st=3% AGREE 2.0 7j&f
- 2011 | oj=, 2014 AdE, 20169 SF

de
115]7]» ﬁl‘} 58% 2 7}7( lﬁ_

fout 60%0l ojEstdal, YAl 289 XAl

1) No relevant evidence and recommendation
(n=1)
2) Low quality (n=2)

o dAx Weg 5t Fue] YAl ax|Ale] LY}

Amot A 0lF AR 34 @
25 10% 0]gto]

0

A5l

oAt
el 42 AR 1L gE A% 2, 0= A% 3 58
qod 5 54 34 108 38
o Thsdt 2A 24 24 24
il
dod 7hsat 2w 168 168 168
Cha
I} &2 (%) 6.9 58.0 9.7

A%l 1. Guiding principles * for treating for treating Mycoplasma pneumoniae

pneumonia. The Committee of Japanese Society of Mycoplasmology. Available from

http://square.umin.ac.jp/jsm/Eng%20shisin.pdf.”



http://square.umin.ac.jp/jsm/Eng shisin.pdf

A& 2. The management of community-acquired pneumonia in infants and children
older than 3 months of age: clinical practice guidelines by the Pediatric Infectious
Diseases Society and the Infectious Diseases Society of America. Clin Infect Dis.

2011:53:e25-76.%

A& 3. Practice recommendations for management of community acquired pneumonia

in children. Hong Kong ] Paediatr. 2016;21:178-193.%
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- Pubmed, Cochrane library, EMbase

- Korean database: KoreaMed (https://koreamed.org), National Digital Science Library

(NDSL, http://www.ndsl.kr), Korean medical database (KMBASE,

http://kmbase.medric.or.kr/), Research Information Sharing Service (RISS,

http://www.riss.kr), Korean studies Information Service System (KISS,

http://kiss.kstudy.com/)

- Japan database: Japan Medical Abstracts Society, Igaku Chuo Zasshi (ICHUSHI,

http://www.jamas.or.jp)

- Chinese database: China National Knowledge Infrastructure  (CNKI,

http://www.cnki.net)

i |
Pubmed
Numbers Search strategy [tems
found
1 ((Mycoplasma pneumoniae[MeSH Terms]) OR "mycoplasma 5979
pneumoniae'[Title/Abstract]) OR "M.

pneumoniae'[Title/Abstract]

2 ((((Pneumonia, Mycoplasma[MeSH Terms]) OR "mycoplasma 4110
pneumonia"|[ Title/Abstract]) OR "Primary Atypical


http://www.ndsl.kr
http://kmbase.medric.or.kr/
http://www.riss.kr
http://kiss.kstudy.com/
http://www.jamas.or.jp
http://www.cnki.net

o 9 oo o~ W

10
11

12

13

14

15

16

17

18
19

Pneumonia"[Title/Abstract]) OR "Mycoplasma pneumoniae
pneumonia"[Title/Abstract]) OR "Mycoplasma

Pneumonias"[Title/Abstract]

#1 OR #2

Tetracycline[MeSH Terms]) OR Tetracyclinex|[Title/Abstract]
Minocycline[MeSH Terms]) OR Minocyclinex[Title/Abstract]

(
(
(Doxycycline[MeSH Terms]) OR Doxycyclinex|[Title/Abstract]
(Metacycline[MeSH Terms]) OR Metacyclinex|[Title/Abstract]
(

Oxytetracycline[MeSH Terms]) OR
Oxytetracycline=[Title/Abstract]

(tigecycline [Supplementary Concept]) OR
Tigecyclinex*[Title/Abstract]

(Quinolones[MeSH Terms]) OR Quinolonex*[Title/Abstract]

(Fluoroquinolones[MeSH Terms]) OR

Fluoroquinolonesx*[Title/Abstract]

(flumequine [Supplementary Concept]) OR
Flumequine=[Title/Abstract]

(citrated nalidixic acid [Supplementary Concept]) OR
Negram=|Title/Abstract]

(Nalidixic Acid[MeSH Terms]) OR nalidixic
acid*[Title/Abstract]

(Oxolinic Acid[MeSH Terms]) OR Oxolinic
acid*[Title/Abstract]

(((rosoxacin [Supplementary Concept]) OR
Rosoxacin#[Title/Abstract]) OR
Acrosoxacin#|Title/Abstract]) OR Eradacil*[Title/Abstract]

(Ciprofloxacin[MeSH Terms]) OR Ciprox*[Title/Abstract]
(Fleroxacin[MeSH Terms]) OR Fleroxacin#|Title/Abstract]

((lomefloxacin [Supplementary Concept]) OR
lomefloxacin#|[Title/Abstract]) OR Maxaquin*|Title/Abstract]

8

7506
40679
7850
14694
350
7870

2589

46738
33578

413

50

6289

713

112

25587

622
872



20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

(nadifloxacin [Supplementary Concept])
nadifloxacin*[Title/Abstract]

OR

89

((Norfloxacin[MeSH Terms]) OR norfloxacin*[Title/Abstract] 4562

OR Noroxinx|[Title/Abstract]

(((Ofloxacin[MeSH Terms]) OR Ofloxacin*[Title/Abstract]) OR 9818

Tarivid#[Title/Abstract]) OR Floxin*[Title/Abstract]

((Pefloxacin[MeSH Terms]) OR pefloxacin*|Title/Abstract]| 1410

OR Peflacinex|[Title/Abstract]

(balofloxacin [Supplementary Concept])
balofloxacin*[Title/Abstract]

(grepafloxacin [Supplementary Concept])

grepafloxacin#*[Title/Abstract]

((Levofloxacin[MeSH Terms])
levofloxacin*|[Title/Abstract]) OR :ab,ti[Title/Abstract]

(pazufloxacin [Supplementary Concept])
Pazufloxacinx|Title/Abstract]

(sparfloxacin [Supplementary Concept])

sparfloxacin*[Title/Abstract]

(temafloxacin [Supplementary Concept])

temafloxacin*[Title/Abstract]

(clinafloxacin [Supplementary Concept])
Clinafloxacin#*[Title/Abstract]

((gatifloxacin [Supplementary Concept])

Gatifloxacin*[Title/Abstract]) OR Tequinx*|Title/Abstract]

(((moxifloxacin [Supplementary Concept])

moxifloxacin*[Title/Abstract]) OR Avelox*[Title/Abstract]]

OR Vigamox*[Title/Abstract]

(sitafloxacin [Supplementary Concept])
Sitafloxacin*[Title/Abstract]

(prulifloxacin [Supplementary Concept])

OR

OR

OR

OR

OR

OR

OR

OR

OR

OR

OR

41

339

6515

144

1223

273

276

1632

4140

276

140



35
36

37

38
39

40
41

42
43

44
45
46
47

prulifloxacin#*[Title/Abstract]
management|Title/Abstract]

((Anti-Infective Agents[MeSH Terms]|) OR '"antiinfective
agent'[Title/Abstract]) OR antimicrobial| Title/Abstract]
((Anti-Bacterial Agents[MeSH Terms]) OR "anti-bacterial
agents"[Title/Abstract]) OR antibiotics[Title/Abstract]

"antibiotic agent"[Title/Abstract]

(((Therapeutics[MeSH Terms]) OR treatment|Title/Abstract]
OR therapy|Title/Abstract]) OR Therapeutics|Title/Abstract]
chemotherapy|Title/Abstract]

#4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12
OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR
#20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27
OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR
#35 OR #36 OR #37 OR #38 OR #39 OR #40

#3 AND #41

(Mycoplasma genitalium[MeSH Terms]) OR
genitalium|Title/Abstract]

(Adult[MeSH Terms]) OR adult[Title/Abstract]

#43 OR #44

#42 NOT #45

(((Mycoplasma pneumoniae[MeSH Terms]) OR
"mycoplasma pneumoniae"[ Title/Abstract]) OR "M.
pneumoniae"[Title/Abstract]) OR (((((Pneumonia,
Mycoplasma[MeSH Terms]) OR "mycoplasma

pneumonia"| Title/Abstract]) OR "Primary Atypical

Pneumonia"[Title/Abstract]) OR "Mycoplasma pneumoniae

pneumonia"[Title/Abstract]) OR "Mycoplasma
Pneumonias"[Title/Abstract])) AND (((Tetracycline[MeSH
Terms]) OR Tetracyclinex|Title/Abstract]) OR
((Minocycline[MeSH Terms]) OR

10

917949
676010

409380

385
7102563

308705
7969695

2605
1234

6771524
6772384
1664
1664



Minocycline*[Title/Abstract]) OR ((Doxycycline[MeSH

Terms]) OR Doxycycline*| Title/Abstract]) OR
((Metacycline[MeSH Terms]) OR Metacyclinex*|Title/Abstract]
OR ((Oxytetracycline[MeSH Terms]) OR
Oxytetracyclinex[Title/Abstract]) OR
((tigecycline[Supplementary Concept]) OR
Tigecycline*|Title/Abstract]) OR ((Quinolones[MeSH Terms]|
OR Quinolonex|Title/Abstract]) OR
((Fluoroquinolones[MeSH Terms]) OR
Fluoroquinolonesx*|Title/Abstract]) OR
((flumequine[Supplementary Concept]) OR

Flumequinex|[Title/Abstract]) OR  ((citrated  nalidixic
acid[Supplementary Concept]) OR Negramx|Title/Abstract]
OR  ((Nalidixic  Acid[MeSH Terms])  OR nalidixic
acid*[Title/Abstract]) OR ((Oxolinic Acid[MeSH Terms]) OR

Oxolinic acid*[Title/Abstract]) OR
((((rosoxacin[Supplementary Concept]) OR
Rosoxacin#[Title/Abstract]) OR

Acrosoxacin#*|Title/Abstract]) OR Eradacil*[Title/Abstract]
OR ((Ciprofloxacin[MeSH Terms]) OR Ciprox|Title/Abstract]

OR ((Fleroxacin[MeSH Terms]) OR
Fleroxacinx[Title/Abstract]) OR
(((lomefloxacin[Supplementary Concept]) OR

lomefloxacin*[Title/Abstract]) OR Maxaquin#[Title/Abstract]
OR ((nadifloxacin[Supplementary Concept]) OR
nadifloxacin*|[Title/Abstract]) OR (((Norfloxacin[MeSH
Terms]) OR norfloxacin*| Title/Abstract]) OR
Noroxin*[Title/Abstract]) OR ((((Ofloxacin[MeSH Terms]) OR
Ofloxacin#[Title/Abstract]) OR Tarivid*[Title/Abstract]) OR
Floxinx*|Title/Abstract]) OR (((Pefloxacin[MeSH Terms]) OR
pefloxacin*[Title/Abstract]) OR Peflacine#[Title/Abstract]
OR ((balofloxacin[Supplementary Concept]) OR
balofloxacin*|Title/Abstract]) OR

11



((grepafloxacin[Supplementary Concept]) OR
grepafloxacin*|[Title/Abstract]) OR (((Levofloxacin[MeSH
Terms]) OR levofloxacinx|Title/Abstract]) OR ab,
ti[ Title/Abstract]) OR ((pazufloxacin[Supplementary
Concept]) OR Pazufloxacinx|Title/Abstract]) OR

((sparfloxacin[Supplementary Concept]) OR
sparfloxacin#|[Title/Abstract]) OR
((temafloxacin[Supplementary Concept]) OR
temafloxacin*[Title/Abstract]) OR
((clinafloxacin[Supplementary Concept]) OR
Clinafloxacin*|[Title/Abstract]) OR
(((gatifloxacin[Supplementary Concept]) OR

Gatifloxacin*[Title/Abstract]) OR Tequinx|Title/Abstract]
OR ((((moxifloxacin[Supplementary Concept]) OR
moxifloxacin*[Title/Abstract]) OR Avelox*[Title/Abstract]

OR Vigamox*[Title/Abstract]) OR
((sitafloxacin[Supplementary Concept]) OR
Sitafloxacin#[Title/Abstract]) OR
((prulifloxacin[Supplementary Concept]) OR
prulifloxacin*[Title/Abstract]) OR
(management[Title/Abstract]) OR (((Anti-Infective
Agents[MeSH Terms]) OR "antiinfective

agent'[Title/Abstract]) OR antimicrobial[Title/Abstract]) OR
(((Anti-Bacterial Agents[MeSH Terms]) OR "anti-bacterial
agents'[Title/Abstract]) OR antibiotics[Title/Abstract]) OR
("antibiotic agent"[Title/Abstract]) OR ((((Therapeutics[MeSH
Terms]) OR treatment| Title/Abstract]) OR
therapy[Title/Abstract]) OR Therapeutics|[Title/Abstract]
OR (chemotherapy|Title/Abstract]))) NOT (((Mycoplasma
genitalium|[MeSH Terms]) OR genitalium][Title/Abstract]) OR
((AdultMeSH Terms]) OR adult[Title/Abstract]))

12



EMbase

Numbers

Search strategy

'mycoplasma pneumoniae'/exp
'mycoplasma pneumoniae':ab,ti
#1 OR #2

'm. pneumoniae':ab,ti
'mycoplasma pneumonia'/exp
'mycoplasma pneumonia':ab,ti
'primary atypical pneumonia':ab,ti
'mycoplasma pneumoniae pneumonia':ab,ti
#6 OR #7 OR #8

#5 OR #9

'mycoplasma pneumonias':ab,ti
#3 OR #4 OR #10 OR #11
'tetracycline'/exp
tetracyclinex:ab,ti

#13 OR #14

'minocycline'/exp
minocyclinex*:ab,ti

#16 OR #17

‘doxycycline'/exp
doxycyclinex:ab,ti

#19 OR #20

'metacycline'/exp
metacycline*:ab,ti

#22 OR #23

‘oxytetracycline'/exp

13

6686
6449
8646
2605
3816
821
309
449
1534
4381
20
10753
77473
37429
88938
21230
7822
21986
45104
15971
47080
844
70
853
12743



26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53

oxytetracycline*:ab,ti
#25 OR #26
'tigecycline'/exp
tigecycline*:ab,ti

#28 OR #29
‘quinolone'/exp
quinolonex*:ab,ti

#31 OR #32

'‘quinolone derivative'/exp

fluoroquinolonesx*:ab,ti

#34 OR #35
'flumequine'/exp
flumequinex:ab,ti
#37 OR #38
'nalidixic acid'/exp
negramx:ab,ti
'nalidixic acid*':ab,ti
#41 OR #42

#40 OR #43

‘oxolinic acid'/exp
‘oxolinic acid#*":ab,ti
#45 OR #46
'rosoxacin'/exp
rosoxacinx:ab,ti
acrosoxacinx:ab,ti
eradacil*:ab,ti

#49 OR #50 OR #51
#48 OR #52

14

4570
13506
7901
3627
8086
4340
16708
18657
143815
11879
146229
969
476
1052
16342
41
5858
5879
17739
1510
718
1654
354
101
21

119
362



54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79
80
81

‘ciprofloxacin'/exp
ciprox*:ab,ti

#54 OR #55
‘fleroxacin'/exp
fleroxacin*:ab,ti
#57 OR #58
'lomefloxacin'/exp
lomefloxacin*:ab,ti
maxaquinx*:ab,ti
#61 OR #62

#60 OR #63
'‘nadifloxacin'/exp
nadifloxacin*:ab,ti
#65 OR #66
'norfloxacin'/exp
norfloxacin#*:ab,ti
noroxinx:ab,ti

#69 OR #70

#68 OR #71
‘ofloxacin'/exp
ofloxacin*:ab,ti
tarivid*:ab,ti
floxin*:ab,ti

#74 OR #75 OR #76
#73 OR #77
'pefloxacin'/exp
pefloxacin*:ab,ti

peflacinex*:ab,ti

15

84613
31320
88541
1736
784
1783
2716
1087
22
1098
2825
280
123
283
14684
5353
14
5357
15343
24058
8418
75
41
8483
24969
4529
1627
19



82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97
98
99

100
101
102
103
104
105
106
107
108

#80 OR #81

#79 OR #82
'‘balofloxacin'/exp
balofloxacin#*:ab,ti
#84 OR #85
‘grepafloxacin'/exp
grepafloxacin*:ab,ti
#87 OR #88
'levofloxacin'/exp
levofloxacin*:ab,ti
levaquinx*:ab,ti

#91 OR #92

#90 OR #93
'pazufloxacin'/exp
pazufloxacin*:ab,ti
#95 OR #96
'sparfloxacin'/exp

sparfloxacin*:ab,ti

#98 OR #99
'temafloxacin'/exp
temafloxacinx:ab,ti
#101 OR #102
‘clinafloxacin'/exp
clinafloxacin*:ab,ti
#104 OR #105
‘gatifloxacin'/exp

gatifloxacin*:ab,ti

16

1636
4722
262
185
263
1397
441
1418
29227
9937
81
9996
30207
570
335
580
3964
1680

4064
1014
434
1028
815
274
829
6202
2010



109
110
111
112
113
114
115
116
117
118
119
120
121
122
123
124
125
126
127
128
129
130
131
132
133
134
135
136

tequin*:ab,ti
#108 OR #109
#107 OR #110
'moxifloxacin'/exp
moxifloxacinx:ab,ti
avelox*:ab,ti
vigamox*:ab,ti

#113 OR #114 OR #115
#112 OR #116
'sitafloxacin'/exp
sitafloxacin*:ab,ti

#118 OR #119
'prulifloxacin'/exp
prulifloxacin*:ab,ti
#121 OR #122
'management'/exp
management:ab,ti
#124 OR #125
‘antiinfective agent'/exp
‘antiinfective agent':ab,ti

antimicrobial:ab,ti

‘anti-bacterial agents':ab,ti

#128 OR #129 OR #130
#127 OR #131
‘antibiotic agent'/exp
antibiotics:ab,ti
‘antibiotic agent':ab,ti

#134 OR #135

17

17
2013
6347
15135
5471
56
70
5499
15432
780
351
792
457
215
470
933600
1235534
2049929
2806484
31
157519
173
157690
2841233
1203967
215459
529
215868



137
138
139
140
141
142
143
144
145
146
147

148
149
150
151
152
153
154
155
156
157

#133 OR #136
treatment:ab,ti
'therapy'/exp
therapy:ab,ti
therapeutics:ab,ti
#140 OR #141

#139 OR #142
‘chemotherapy'/exp
chemotherapy:ab,ti
#144 OR #145

#15 OR #18 OR #21 OR #24 OR #27 OR #30 OR #33 OR #36 OR
#39 OR #44 OR #47 OR #53 OR #56 OR #59 OR #64 OR #67 OR
#72 OR #78 OR #83 OR #86 OR #89 OR #94 OR #97 OR #100
OR #103 OR #106 OR #111 OR #117 OR #120 OR #123 OR
#126 OR #132 OR #137 OR #138 OR #143 OR #146

#12 AND #147

'mycoplasma genitalium'/exp
genitalium:ab,ti

#149 OR #150

‘adult'/exp

adult:ab,ti

#152 OR #153

#151 OR #154

#148 NOT #155

((('mycoplasma pneumoniae'/exp OR 'mycoplasma
pneumoniae':ab,ti) OR 'm. pneumoniae':ab,ti  OR
(‘'mycoplasma pneumonia'/exp OR (‘'mycoplasma

pneumonia':ab,ti OR 'primary atypical pneumonia':ab,ti OR

'mycoplasma pneumoniae pneumonia':ab,ti)) OR

18

1262593
4982335
7383560
2199714
82785
2268193
8140065
535417
470539
723791
127725890

5799
1573
1483
1923
6776951
820498
7173430
7174882
4113
4113



'mycoplasma pneumonias':ab,ti) AND (('tetracycline'/exp OR

tetracyclinex*:ab,ti) OR (‘minocycline'/exp OR
minocycline*:ab,ti) OR ("doxycycline'/exp OR
doxycycline*:ab,ti) OR (‘metacycline'/exp OR

metacyclinex:ab,ti) OR (‘oxytetracycline'/exp OR
oxytetracyclinex:ab,ti) OR ("tigecycline'/exp OR
tigecycline*:ab,ti) OR ('quinolone'/exp OR quinolonex:ab,ti)
OR ('quinolone derivative'/exp OR fluoroquinolones*:ab,ti)
OR ('flumequine'/exp OR flumequinex:ab,ti) OR ('nalidixic
acid'/exp OR (negram=*:ab,ti OR 'nalidixic acid*':ab,ti)) OR
(‘oxolinic  acid'/exp OR ‘'oxolinic acid*'ab,ti) OR
('rosoxacin'/exp OR (rosoxacin#:ab,ti OR acrosoxacinx*:ab,ti
OR eradacil*:ab,ti)) OR ('ciprofloxacin'/exp OR ciprox*:ab,ti)
OR (‘fleroxacin'/exp OR fleroxacin*:ab,ti) OR

('lomefloxacin'/exp OR (lomefloxacin*:ab,ti OR
maxaquin*:ab,ti)) OR ('nadifloxacin'/exp OR
nadifloxacin*:ab,ti) OR ('norfloxacin'/exp OR

(norfloxacin*:ab,ti OR noroxin*:ab,ti)) OR ('ofloxacin'/exp
OR (ofloxacin*:ab,ti OR tarivid*:ab,ti OR floxinx:ab,ti)) OR
('pefloxacin'/exp OR (pefloxacin#*:ab,ti OR peflacine*:ab,ti)
OR  ('balofloxacin'/exp OR  balofloxacin*:ab,ti) OR
(‘grepafloxacin'/exp OR grepafloxacinx:ab,ti) OR

('levofloxacin'/exp OR (levofloxacin*:ab,ti OR
levaquinx*:ab,ti)) OR ('pazufloxacin'/exp OR
pazufloxacin*:ab,ti) OR (‘sparfloxacin'/exp OR
sparfloxacinx*:ab,ti) OR ("temafloxacin'/exp OR
temafloxacin*:ab,ti) OR (‘clinafloxacin'/exp OR
clinafloxacin*:ab,ti) OR ('gatifloxacin'/exp OR

(gatifloxacin=*:ab,ti OR tequin#:ab,ti)) OR ('moxifloxacin'/exp
OR (moxifloxacin*:ab,ti OR avelox*:ab,ti OR vigamox*:ab,ti)
OR (‘sitafloxacin'/exp OR sitafloxacin*:ab,ti) OR
(‘prulifloxacin'/exp OR prulifloxacinx*:ab,ti) OR
(‘'management'/exp OR management:ab,ti) OR ('antiinfective

19



agent'/exp OR (‘antiinfective agent':ab,ti OR
antimicrobial:ab,ti OR ‘'anti-bacterial agents':ab,ti)) OR
(‘antibiotic agent'/exp OR (antibiotics:ab,ti OR ‘antibiotic
agent':ab,ti)) OR treatment:ab,ti OR ('therapy'/exp OR
(therapy:ab,ti OR therapeutics:ab,ti)) OR
(‘chemotherapy'/exp  OR  chemotherapy:ab,ti))) NOT
(('mycoplasma genitalium'/exp OR genitalium:ab,ti) OR
(‘adult'/exp OR adult:ab,ti))

Cochrane library

Numbers Search strategy

—_

O© o0 3 O o b~ w N

11
12
13
14
15
16
17

MeSH descriptor: [Mycoplasma pneumonia] explode all trees
“Mycoplasma pneumoniae”:ab,ti

“M. pneumoniae:ab,ti

#2 OR #3

#1 OR #4

MeSH descriptor: [Pneumonia, Mycoplasma] explode all trees
“Mycoplasma pneumonia’”:ab,ti

“Primary atypical pneumonia:ab,ti

“Mycoplasma pneumoniae pneumonia’:ab,ti

“Mycoplasma pneumonia’”:ab,ti

#7 OR #8 OR #9 OR #10

#6 OR #11

#5 OR #12

MeSH descriptor: [Tetracycline] explode all trees
tetracyclinex:ab,ti

#14 OR #15

MeSH descriptor: [Minocycline] explode all trees

20

[tems

found
24
116
44
120
123
40
21

14

35
65
148
738
1447
1608
337



18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45

minocycline*:ab,ti

#17 OR #18

MeSH descriptor: [Doxycycline] explode all trees
doxycyclinex:ab,ti

#19 OR #20

MeSH descriptor: [Metacycline] explode all trees
metacyclinex:ab,ti

#23 OR #24

MeSH descriptor: [Oxytetracycline] explode all trees
oxytetracycline*:ab,ti

#26 OR #27

tigecyclinex*:ab,ti

MeSH descriptor: [Quinolones] explode all trees
quinolone*:ab,ti

#30 OR #32

MeSH descriptor: [Fluoroquinolones] explode all trees
fluoroquinolones*:ab,ti

#33 OR #34

flumequine*:ab,ti

negramx:ab,ti

MeSH descriptor: [Nalidixic acid] explode all trees
'nalidixic acid'/exp

#38 OR #39

MeSH descriptor: [Oxolinic acid] explode all trees
‘oxolinic acid#*":ab,ti

#41 OR #42

rosoxacin#*:ab,ti

acrosoxacin*:ab,ti

21

575
548
806
1255
1356
19

19
114
133
175
92
3567
494
3818
2642
356
2839

65
106
121



46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73

eradacil*:ab,ti

MeSH descriptor: [Ciprofloxacin] explode all trees

cipro#*:ab,ti

#54 OR #55

MeSH descriptor: [Fleroxacin] explode all trees
fleroxacin*:ab,ti

#50 OR #51

lomefloxacin*:ab,ti

maxaquinx*:ab,ti

nadifloxacin*:ab,ti

MeSH descriptor: [Norfloxacin] explode all trees
norfloxacin*:ab,ti

noroxin*:ab,ti

#57 OR #58

#56 OR #59

MeSH descriptor: [Ofloxacin] explode all trees
ofloxacin*:ab,ti

tarivid*:ab,ti

floxin*:ab,ti

#62 OR #63 OR #64

#61 OR #65

MeSH descriptor: [Pefloxacin] explode all trees
pefloxacin*:ab,ti

peflacinex*:ab,ti

#68 OR #69

#67 OR #70

balofloxacin#:ab,ti

grepafloxacinx*:ab,ti

22

962

1862

1949
60
105
105
142

19
234
420

420
428
794
866

869
1246
74
158

159
160
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74
75
76
77
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97
98
99
100
101

MeSH descriptor: [Levofloxacin] explode all trees
levofloxacin*:ab,ti

levaquin=:ab,ti

#75 OR #76

#74 OR #77

pazufloxacin*:ab,ti

sparfloxacin*:ab,ti

temafloxacin*:ab,ti

clinafloxacin*:ab,ti

gatifloxacin#*:ab,ti

tequin*:ab,ti

moxifloxacinx:ab,ti

avelox=:ab,ti

vigamox*:ab,ti

sitafloxacin*:ab,ti

prulifloxacin*:ab,ti

management:ab,ti

MeSH descriptor: [Anti-Infective agent']| explode all trees
‘antiinfective agent':ab,ti

antimicrobial:ab,ti

#92 OR #93

#91 OR #94

MeSH descriptor: [Anti-Bacterial agents] explode all trees
‘anti-bacterial agents':ab,ti

antibiotics:ab,ti

#97 OR #98

#96 OR #99

‘antibiotic agent':ab,ti

23

374
908

909
912
21
125
33
17
218

799

40

25

39
61129
277859

4294
4297
30579
10999

9329

9329

17513
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102 MeSH descriptor: [Therapeutics] explode all trees 290609

103 treatment:ab,ti 420434
104 therapy:ab,ti 192613
105 therapeutics:ab,ti 1569

106 #103 OR #104 OR #105 495029
107 #102 OR #106 629794
108 chemotherapy:ab,ti 36752

109 #16 OR #19 OR #22 OR #25 OR #28 OR #29 OR #32 OR #35 OR 667171
#36 OR #37 OR #40 OR #43 OR #44 OR #45 OR #46 OR #49 OR
#52 OR #53 OR #54 OR #55 OR #60 OR #66 OR #71 OR #72 OR
#733 OR #786 OR #79 OR #80 OR #81 OR #82 OR #83 OR #84
OR #85 OR #86 OR #87 OR #88 OR #89 OR #90 OR #95 OR
#100 OR #101 OR #107 OR #108

110 #13 AND #109 122
111 MeSH descriptor: [Mycoplasma genitalium] explode all trees 11
112 genitalium:ab,ti 277
113 #111 OR #112 27
114 MeSH descriptor: [Adult] explode all trees 1820
115 adult:ab,ti 35087
116 #114 OR #115 36868
117 #113 OR #116 36894
118 #110 NOT #117 114

Korea database

Databases Search strategy

NDSL ("'mycoplasma  pneumoniae” | "M. pneumoniae" | 41

"mycoplasma pneumonia" | "Primary Atypical Pneumonia" |

24



KMBASE

"Mycoplasma pneumoniae pneumonia’ | "Mycoplasma
Pneumonias") !(genitalium | adult) AND (Tetracycline* |
Minocyclinex* | Doxycycline* | Metacycline* |
Oxytetracyclinex | Tigecycline* | Quinolone* |
Fluoroquinolones* | Flumequine* | Negramx* | "nalidixic
acid+*" | "Oxolinic acid*" | Rosoxacin* | Acrosoxacinx |
Eradacil* | Cipro* | Fleroxacin* | lomefloxacin* | Maxaquin*
| nadifloxacin* | norfloxacin* | Noroxin* | Ofloxacin* |
Tarivid* | Floxin* | pefloxacin* | Peflacine* | balofloxacin* |
grepafloxacin* | levofloxacin* | Levaquin* | Pazufloxacin* |
sparfloxacin* | temafloxacin* | Clinafloxacin* |
Gatifloxacin* | Tequin* | moxifloxacin* | Avelox* | Vigamox*
| Sitafloxacin* | prulifloxacin* | management | "antiinfective
agent" | antimicrobial | "anti-bacterial agents" | antibiotics |
"antibiotic agent" | treatment | therapy | Therapeutics |

chemotherapy) !(genitalium | adult)

((((((((ALL=mycoplasma pneumoniae] OR [ALL=M.
pneumoniae]) OR [ALL=mycoplasma pneumonia]) OR
[ALL=Primary Atypical Pneumonia]) OR [ALL=Mycoplasma
pneumoniae pneumonial) OR [ALL=Mycoplasma
Pneumonias]) AND ((((((IALL=Tetracyclinex] OR
[ALL=Minocyclinex]) OR [ALL=Doxycyclinex]) OR
[ALL=Metacycline*]) OR  [ALL=Oxytetracyclinex]) OR
[ALL=Tigecyclinex]) OR [ALL=Quinolonex*]) OR
[ALL=Fluoroquinolones*])) AND NOT ([ALL=genitalium] OR
[ALL=adult]))) OR ((((({(((IALL=mycoplasma pneumoniae] OR
[ALL=M. pneumoniae]) OR [ALL=mycoplasma pneumonia]
OR [ALL=Primary Atypical Pneumonial) OR
[ALL=Mycoplasma pneumoniae pneumonial) OR
[ALL=Mycoplasma Pneumonias]) AND
((((((ALL=Flumequinex*| OR [ALL=Negram=]) OR
[ALL=nalidixic acid*]) OR [ALL=Oxolinic acidx*]) OR
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[ALL=Rosoxacin*]) OR [ALL=Acrosoxacin*]) OR
[ALL=Eradacil*]) OR [ALL=Ciprox])) AND NOT
([ALL=genitalium] OR [ALL=adult]))) OR
(((((((IALL=mycoplasma pneumoniae] OR [ALL=M.
pneumoniae]) OR [ALL=mycoplasma pneumonia]) OR
[ALL=Primary Atypical Pneumonia]) OR [ALL=Mycoplasma
pneumoniae pneumonial) OR [ALL=Mycoplasma
Pneumonias]) AND ((((((({ALL=Fleroxacin*] OR
[ALL=lomefloxacin*]) OR [ALL=Maxaquinx]) OR
[ALL=nadifloxacinx*]) OR [ALL=norfloxacin*]) OR
[ALL=Noroxin*]) OR [ALL=Ofloxacin*]) OR [ALL=Tarivid*]
AND NOT ([ALL=genitalium] OR [ALL=adult]))) OR
((((((((ALL=mycoplasma pneumoniae] OR [ALL=M.
pneumoniae]) OR [ALL=mycoplasma pneumonia]) OR
[ALL=Primary Atypical Pneumonia]) OR [ALL=Mycoplasma
pneumoniae pneumonial) OR [ALL=Mycoplasma
Pneumonias]) AND ((((((({ALL=Floxin*] OR [ALL=pefloxacin#]
OR [ALL=Peflacine*]) @ OR [ALL=balofloxacin*]) OR
[ALL=grepafloxacinx]) OR [ALL=levofloxacinx*]) OR
[ALL=Levaquinx*]) OR [ALL=Pazufloxacin*])) AND NOT
(JALL=genitalium] OR [ALL=adult]))) OR
((((((((ALL=mycoplasma pneumoniae] OR [ALL=M.
pneumoniae]) OR [ALL=mycoplasma pneumonia]) OR
[ALL=Primary Atypical Pneumonia]) OR [ALL=Mycoplasma
pneumoniae pneumonial) OR [ALL=Mycoplasma
Pneumonias]) AND ((((((TALL=sparfloxacin*] OR
[ALL=temafloxacinx]) OR [ALL=Clinafloxacinx*]) OR
[ALL=Gatifloxacin*]) OR [ALL=Tequinx*]) OR
[ALL=moxifloxacin*]) OR [ALL=Avelox*]) OR
[ALL=Vigamox*])) AND NOT ([ALL=genitalium| OR
[ALL=adult]))) OR ((((((((IALL=mycoplasma pneumoniae] OR
[ALL=M. pneumoniae]) OR [ALL=mycoplasma pneumonia]

OR [ALL=Primary Atypical Pneumonial) OR
26



KoreaMed

[ALL=Mycoplasma pneumoniae pneumonial) OR
[ALL=Mycoplasma Pneumonias]) AND ((((([ALL=Sitafloxacin*]
OR [ALL=prulifloxacin*]) OR [ALL=management]) OR
[ALL="antiinfective agent"]) OR [ALL=antimicrobial]) OR
[ALL="anti-bacterial agents"])) AND NOT ([ALL=genitalium]
OR [ALL=adult]))) OR (((((((({ALL=mycoplasma pneumoniae]
OR [ALL=M. pneumoniae]) OR [ALL=mycoplasma
pneumonia]) OR [ALL=Primary Atypical Pneumonia]) OR
[ALL=Mycoplasma pneumoniae pneumonial) OR
[ALL=Mycoplasma Pneumonias]) AND (((((|ALL=antibiotics]
OR [ALL="antibiotic agent']) OR [ALL=treatment]) OR
[ALL=therapy]) OR [ALL=Therapeutics]) OR
[ALL=chemotherapy])) AND NOT ([ALL=genitalium] OR
[ALL=adult])))

("mycoplasma pneumoniae" [ALL] OR "M. pneumoniae" [ALL]
OR "mycoplasma pneumonia" [ALL] OR "Primary Atypical
Pneumonia” [ALL] OR  "Mycoplasma pneumoniae
pneumonia” [ALL] OR "Mycoplasma Pneumonias" [ALL]) AND
(Tetracyclinex [ALL] OR  Minocyclinex [ALL] OR
Doxycycline* [ALL] OR  Metacycline* [ALL] OR
Oxytetracyclinex [ALL] OR Tigecyclinex [ALL] OR
Quinolone* [ALL] OR Fluoroquinolones* [ALL] OR
Flumequinex* [ALL] OR Negram=* [ALL] OR "nalidixic acidx"
[ALL] OR "Oxolinic acid*" [ALL] OR Rosoxacin* [ALL] OR
Acrosoxacin* [ALL] OR Eradacil* [ALL] OR Cipro* [ALL] OR
Fleroxacin#* [ALL] OR lomefloxacin* [ALL] OR = Maxaquin*
[ALL] OR nadifloxacin* [ALL] OR norfloxacin* [ALL] OR
Noroxin* [ALL] OR Ofloxacin* [ALL] OR Tarivid* [ALL] OR
Floxin* [ALL] OR pefloxacin* [ALL] OR Peflacine* [ALL] OR
balofloxacin* [ALL] OR grepafloxacin* [ALL] OR
levofloxacin* [ALL] OR Levaquin* [ALL] OR Pazufloxacin*
[ALL] OR sparfloxacin* [ALL] OR temafloxacin* [ALL] OR
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RISS

Clinafloxacin* [ALL] OR Gatifloxacin* [ALL] OR Tequin*
[ALL] OR moxifloxacin* [ALL] OR Avelox* [ALL] OR
Vigamox* [ALL] OR Sitafloxacin* [ALL] OR prulifloxacinx*
[ALL] OR management [ALL] OR "antiinfective agent" [ALL]
OR antimicrobial [ALL] OR "anti-bacterial agents" [ALL] OR
antibiotics [ALL] OR "antibiotic agent" [ALL] OR treatment
[ALL] OR therapy [ALL] OR Therapeutics [ALL] OR
chemotherapy [ALL] ) NOT (genitalium [ALL] OR adult [ALL])

(((Tetracycline OR Minocycline OR Doxycycline) AND
("mycoplasma pneumoniae” OR "M. pneumoniae" OR
"mycoplasma pneumonia” OR "Primary Atypical Pneumonia"
OR "Mycoplasma pneumoniae pneumonia" OR "Mycoplasma
Pneumonias")) OR ((Metacycline OR Oxytetracycline OR
Tigecycline) AND ("mycoplasma pneumoniae” OR "M.
pneumoniae" OR "mycoplasma pneumonia’ OR "Primary
Atypical Pneumonia" OR "Mycoplasma pneumoniae
pneumonia” OR "Mycoplasma Pneumonias")) OR ((Quinolone
OR Fluoroquinolones OR Flumequine) AND ("mycoplasma
pneumoniae” OR "M. pneumoniae" OR "mycoplasma
pneumonia” OR "Primary Atypical Pneumonia" OR °
Mycoplasma pneumoniae pneumonia® OR "Mycoplasma
Pneumonias")) OR ((Negram OR "nalidixic acid" OR "Oxolinic
acid") AND ("mycoplasma pneumoniae" OR "M. pneumoniae”
OR "Primary Atypical Pneumonia®" OR "Mycoplasma
pneumoniae pneumonia" OR "Mycoplasma Pneumonias")
OR ((Rosoxacin OR Acrosoxacin OR FEradacil) AND
("mycoplasma pneumoniae" OR "M. pneumoniae” OR
"Primary Atypical Pneumonia” OR "Mycoplasma pneumoniae
pneumonia” OR "Mycoplasma Pneumonias")) OR ((Cipro OR
Fleroxacin OR lomefloxacin)  AND ("mycoplasma
pneumoniae” OR "M. pneumoniae" OR "Primary Atypical

Pneumonia" OR "Mycoplasma pneumoniae pneumonia" OR
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"Mycoplasma Pneumonias”)) OR ((Maxaquin OR nadifloxacin
OR norfloxacin) AND ("mycoplasma pneumoniae”" OR "M.
pneumoniae" OR "Primary Atypical Pneumonia" OR
"Mycoplasma pneumoniae pneumonia” OR "Mycoplasma
Pneumonias")) OR ((Noroxin OR Ofloxacin OR Tarivid) AND
("mycoplasma pneumoniae" OR "M. pneumoniae” OR
"Primary Atypical Pneumonia” OR "Mycoplasma pneumoniae
pneumonia" OR "Mycoplasma Pneumonias")) OR ((Floxin
OR pefloxacin OR Peflacine) AND ("mycoplasma
pneumoniae” OR "M. pneumoniae" OR "Primary Atypical
Pneumonia" OR "Mycoplasma pneumoniae pneumonia” OR
"Mycoplasma  Pneumonias’) OR ((balofloxacin = OR
grepafloxacin  OR  levofloxacin) AND ("mycoplasma
pneumoniae” OR "M. pneumoniae" OR "Primary Atypical
Pneumonia" OR "Mycoplasma pneumoniae pneumonia’ OR
"Mycoplasma Pneumonias")) OR ((Levaquin OR Pazufloxacin
OR sparfloxacin) AND ("mycoplasma pneumoniae" OR "M.
pneumoniae” OR "Primary Atypical Pneumonia" OR
"Mycoplasma pneumoniae pneumonia” OR "Mycoplasma
Pneumonias"”)) OR ((temafloxacin OR Clinafloxacin OR
Gatifloxacin) AND ("mycoplasma pneumoniae” OR "M.
pneumoniae" OR "Primary Atypical Pneumonia" OR
"Mycoplasma pneumoniae pneumonia” OR "Mycoplasma
Pneumonias")) OR ((Tequin OR moxifloxacin OR Avelox) AND
("‘mycoplasma pneumoniae" OR "M. pneumoniae” OR
"Primary Atypical Pneumonia” OR "Mycoplasma pneumoniae
pneumonia” OR "Mycoplasma Pneumonias")) OR ((Vigamox
OR Sitafloxacin OR prulifloxacin) AND ("mycoplasma
pneumoniae” OR "M. pneumoniae" OR "Primary Atypical
Pneumonia" OR "Mycoplasma pneumoniae pneumonia" OR
"Mycoplasma  Pneumonias') OR ((management OR
antimicrobial =~ OR  antibiotics) AND  ("mycoplasma

pneumoniae” OR "M. pneumoniae" OR "Primary Atypical
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KISS

Pneumonia" OR "Mycoplasma pneumoniae pneumonia”" OR
"Mycoplasma Pneumonias")) OR ((treatment OR therapy OR
chemotherapy) AND ("'mycoplasma pneumoniae" OR "M.
pneumoniae" OR "Primary Atypical Pneumonia" OR
"Mycoplasma pneumoniae pneumonia’ OR "Mycoplasma
Pneumonias")))

((((ALL=Tetracycline*) OR (ALL=Minocycline*) OR
(ALL=Doxycyclinex*) OR (ALL=Metacyclinex) OR
(ALL=Oxytetracyclinex*) OR (ALL=Tigecyclinex*) OR
(ALL=Quinolonex) OR (ALL=Fluoroquinolones*) OR
(ALL=Flumequine*) OR (ALL=Negram#) OR (ALL="nalidixic
acid+") OR (ALL="Oxolinic acidx*") OR (ALL=Rosoxacin*) OR
(ALL=Acrosoxacin*) OR (ALL=Eradacil*) OR (ALL=Ciprox)
OR (ALL=Fleroxacin*) OR (ALL=lomefloxacin*) OR
(ALL=Maxaquinx) OR (ALL=nadifloxacinx) OR
(ALL=norfloxacin*) OR (ALL=Noroxin*) OR (ALL=0Ofloxacin*
OR (ALL=Tarivid*) OR (ALL=Floxin*) OR (ALL=pefloxacin*)
OR (ALL=Peflacinex) OR (ALL=balofloxacinx*) OR
(ALL=grepafloxacinx) OR (ALL=levofloxacin*) OR
(ALL=Levaquinx*) OR (ALL=Pazufloxacin*) OR
(ALL=sparfloxacinx) OR (ALL=temafloxacinx) OR
(ALL=Clinafloxacinx) OR (ALL=Gatifloxacinx) OR
(ALL=Tequin*) OR (ALL=moxifloxacin*) OR (ALL=Avelox*)
OR (ALL=Vigamoxx) OR (ALL=Sitafloxacinx) OR
(ALL=prulifloxacinx)) OR ((ALL=management) OR
(ALL=antimicrobial) OR (ALL=antibiotics)) OR
((ALL=treatment) OR (ALL=therapy) OR
(ALL=chemotherapy))) AND ((ALL="mycoplasma
pneumoniae”) OR ((ALL="M. pneumoniae") OR (ALL=
"mycoplasma pneumonia’) OR (ALL="Primary Atypical
Pneumonia”) OR (ALL= "Mycoplasma pneumoniae

pneumonia”) OR (ALL="Mycoplasma Pneumonias"))) NOT
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((ALL=genitalium) OR (ALL=adult)))

Japan Medical Abstracts Society, Igaku Chuo Zasshi (ICHUSHI) http://www.jamas.or.jp

Numbers Search strategy [tems
found
1 <4275 xv/AL 286
2 A % / AL 27716
3 #1 AND #2 159
4 "mycoplasma pneumoniae"/AL 75
5 "M. pneumoniae"/AL 0
6 "mycoplasma pneumonia"/AL 78
7 "Primary Atypical Pneumonia"/AL 0
8 "Mycoplasma pneumoniae pneumonia"/AL 1
9 "Mycoplasma Pneumonias"/AL 0
10 #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 193
11 ThZH42Y /AL 32
12 I /%421 /AL 62
13 x4 421) /AL 16
14 AR A1) /AL 0
15 X 7 hZ7H 421 /AL 2
16 Firi4 1) /AL 8
17 X /o H/AL 2
18 7)Ao x /o rfE/AL 2
19 7 A% /AL 0
20 77 4 /AL 0
21 + 1) v o Ak /AL 5
22 Fx v ) /AL 0
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23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50

oV x#i /AL
Tr7ovxtL /AL
vZ7o7oxty /AL
JLoxty /AL
ox7ox4y /AL
< 7% %> /AL
F+v7oxti /AL
JIv7uaxty /AL
/oXxy /AL
21w /AL
~7o¥xty /AL
~7 73y /AL
sNo7oxty /AL
gLy 7oxHy /AL
LR Z7oxHL /AL
L7 7 %> /AL
SNZRT7oxty /AL
AN 7 oxty /AL
Tv7uoxt%L /AL
7))+ 7ax4 /AL
HF7oxtL /AL
7 x> /AL

EXL 7oxti /AL
ExEy 7 A/AL

A 7oxty /AL
T 7Jaxdy o /AL
management/AL

"antiinfective agent"/AL
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51 antimicrobial /AL 117

52 "anti-bacterial agents"/AL 0
53 antibiotics/AL 159
54 "antibiotic agent"/AL 1
55 treatment/AL 1793
56 therapy/AL 4233
57 Therapeutics/AL 263
58 chemotherapy/AL 578
59 163 /AL 80767
60 bR /AL 6152
61 #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 85249

OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR
#26 OR #277 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33
OR #34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR
#41 OR #42 OR #43 OR #44 OR #45 OR #46 OR #47 OR #48
OR #49 OR #50 OR #51 OR #52 OR #53 OR #54 OR #55 OR
#56 OR #57 OR #58 OR #59 OR #60

62 #10 AND #61 88
63 genitalium/AL 10
64 4hEER /AL 539
65 adult/AL 566
66 #63 OR #64 OR #65 1114
67 #62 NOT #66 87

China National Knowledge Infrastructure (CNKI) http://www.cnki.net

Numbers Search strategy [tems
found
1 ((((KY = ‘mycoplasma pneumoniae’ OR KY = ‘M. pneumoniae’ 255
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OR KY = ‘mycoplasma pneumonia’ OR KY = ‘Primary

Atypical Pneumonia’ OR KY = ‘Mycoplasma pneumoniae

pneumonia’ OR KY = ‘Mycoplasma Pneumonias’) AND (KY
‘Peflacinex” OR KY = ‘balofloxacinx™ OR KY
‘grepafloxacin*” OR KY = ‘levofloxacinx* OR KY =

‘Levaquin*’ OR KY = ‘Pazufloxacin*” OR KY = ‘Sparfloxacinx’
OR KY = ‘temafloxacin*’ OR KY = ‘clinafloxacin*” OR KY =
‘gatifloxacin*’ OR KY = ‘tequin* OR KY = ‘moxifloxacin*’
OR KY = ‘aveloxx” OR KY = ‘vigamox* OR KY =
‘sitafloxacinx” OR KY = ‘prulifloxacinx™ OR KY
‘management’ OR KY = ‘antiinfective agent’ OR KY
‘antimicrobial’ OR KY = ‘anti-bacterial agents’ OR KY
‘antibiotics’ OR KY = ‘antibiotic agent’ OR KY = ‘treatment’
OR KY = ‘therapy’ OR KY = ‘therapeutics’ OR KY =
‘chemotherapy’)) NOT (KY = ‘genitalium’ OR KY = ‘adult’]
OR (((KY = ‘mycoplasma pneumoniae’ OR KY = ‘M.

pneumoniae’ OR KY = ‘mycoplasma pneumonia’ OR KY =

‘Primary Atypical Pneumonia’ OR KY = ‘Mycoplasma

pneumoniae pneumonia’ OR KY = ‘Mycoplasma
Pneumonias’) AND (KY = ‘Tetracyclinex” OR KY
‘doxycyclinex” OR KY

‘minocyclinex” OR KY

‘metacyclinex” OR KY = ‘oxytetracyclinex” OR KY

‘quinolone*” OR KY

‘tigecyclinex” OR KY

‘fluoroquinolone*’ OR KY = ‘flumequinex’ OR KY

‘negram*’ OR KY = 'nalidixic acid*" OR KY = ‘oxolinic acid*’
OR KY = ‘rosoxacin*’ OR KY = ‘acrosoxacin* OR KY
‘eradacil*” OR KY = ‘cipro*” OR KY = ‘fleroxacin*” OR KY

‘lomefloxacin¥’ OR KY = ‘maxaquin*’ OR KY

‘nadifloxacin*’ OR KY = ‘norfloxacin*’ OR KY = ‘noroxin*’
OR KY = ‘ofloxacin*’ OR KY = ‘tarivid*’ OR KY = ‘floxin*  OR
KY = ‘pefloxacin*’)) NOT (KY = ‘genitalium’ OR KY = ‘adult’))
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® Preferred Reporting Items for Systematic Reviews and Meta-Analyses flowchart

Ident:fication Records identified through database searching (n=35564)
Cochrane (97) EMbase (3138) PubMed (1664)
Korean (223) Tapanese (87)  Chinese (355)

k.

Screening | | Records after removal of duplicates {(n=3244)

I Records excluded based on title only (n=5144)

| Records screened (n=100)

Eligibility Records excluded based on abstract review (n=75)
- 1) Case report/series (n=19)

2) Review or meta-analysis (n=9)
3) Not relevant to the review (n=47)

| Full-text articles assessed for eligibility (n=25)

Records excluded after full text review (n=17)
1) No mention of macrolide-resistant mycoplasma (n=5)
2) Inadequate study protocol
(dependent, independent variables) (n=10)
3 3) No relevant data provided (n=2)

Included | | Studies included in meta-analysis (n=8)

MY 2. 4ol DlF2elolc S 35 Dol REx0} MM e RS
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- Pubmed, Cochrane library, EMbase

- Korean database: KoreaMed (https://koreamed.org), National Digital Science Library
(NDSL, http://www.ndsl.kr), Korean medical database (KMBASE,

http://kmbase.medric.or.kr/), Research Information Sharing Service (RISS,

http://www.riss.kr), Korean studies Information Service System (KISS,

http://kiss.kstudy.com/)

- Japan database: Japan Medical Abstracts Society, Igaku Chuo Zasshi (ICHUSHI,
http://www.jamas.or.jp)

- Chinese  database: China  National @ Knowledge  Infrastructure (CNKI,

http://www.cnki.net)

PubMed

Numbers Search strategy results
1 Mycoplasma pneumoniae[MeSH Terms] 2758
2 “Mycoplasma pneumoniae’[Title/Abstract] 5294
3 “M. pneumoniae [ Title/Abstract] 2187
4 #2 OR #3 5567
5 #1 OR #4 5911
6 Pneumonia, Mycoplasma[MeSH Terms] 3603
7 “Mycoplasma pneumonia’[Title/Abstract] 576
8 “Primary Atypical Pneumonia’[Tile/Abstract] 315
9 “Mycoplasma pneumoniae pneumonia’ | Title/Abstract] 366
10 “Mycoplasma pneumonias’|[Title/Abstract] 15
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11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38

#7 OR #8 OR #9 OR #10

#6 OR #11

#5 OR #12

Anti-Inflammatory Agents[MeSH Terms]
Antiinflammatories[Title/Abstract]
“Anti-Inflammatories”[ Title/Abstract]
“Antiinflammatory Agents’[Title/Abstract]
“Anti-Inflammatory Agents”[Title/Abstract]
#15 OR #16 OR #17 OR #18

#14 OR #19

Steroids[MeSH Terms]
Steroid=*[Title/Abstract]

#21 or #22

Glucocorticoids[MeSH Terms]
Glucocorticoid*[Title/Abstract]

#24 OR #25

Prednisolone[MeSH Terms]
Prednisolonex[Title/Abstract]

#2'7 OR #28

Prednisone[MeSH Terms]
Prednisonex[Title/Abstract]

#30 OR #31

Methylprednisolone[MeSH Terms]
Methylprednisolone *[Title/Abstract]
Methyl-prednisolone *[Title/Abstract]
#34 OR #35

#33 OR #36

Methylprednisolone Hemisuccinate[MeSH Terms]

37

1231
4069
7430
139370
97
768
1130
6523
8454
143360
794971
212103
905218
56432
59965
96605
47756
24830
58223
37085
26016
49160
17962
14137
894
14927
24162
687



39
40
41
42
43
44
45
46
47
48
49

50
51

Solumedrol[Title/Abstract]
“Solu-medrol”[Title/Abstract]

#39 OR #40

#38 OR #41

Adrenal cortex hormones[MeSH Terms]
Adrenal cortex hormones#[Title/Abstract]
#43 OR #44

Hydrocortisone[MeSH Terms]
Hydrocortisonex*[Title/Abstract]

#46 OR #47

#20 OR #23 OR #26 OR #29 OR # 32 OR #37 OR #42 OR #45
OR #48

#13 AND #49

((((Mycoplasma pneumoniae[MeSH Terms]) OR
(("Mycoplasma pneumoniae”[Title/Abstract]) OR
Mycoplasma pneumoniae[MeSH Terms]))) OR ((Pneumonia,
Mycoplasma|MeSH Terms]) OR ((("Mycoplasma
pneumonia’ [Title/Abstract]) OR “Primary Atypical

il
Pneumonia’[Tile/Abstract]) OR “Mycoplasma pneumoniae
bl

pneumonia’ [Title/Abstract]) OR “Mycoplasma
pneumonias’[Title/Abstract])))) AND
(((((((((((Anti-Inflammatory ~ Agents[MeSH  Terms]) OR
((((Antiinflammatories| Title/Abstract]) OR
“Anti-Inflammatories”[Title/Abstract]) OR
“Antiinflammatory Agents”[Title/Abstract]) OR
“Anti-Inflammatory Agents’[Title/Abstract]))) OR
((Steroids[MeSH Terms]) OR Steroid*[Title/Abstract])) OR
((Glucocorticoids[MeSH Terms]) OR

Glucocorticoid*[Title/Abstract])) OR ((Prednisolone[MeSH
Terms]) OR Prednisolonex|Title/Abstract])) OR
((Prednisone[MeSH Terms]|) OR Prednisonex*|Title/Abstract]

38

114
119
233
860
264003
10505
264121
68365
17537
73016
1097699

296
296



EMBASE

Numbers

1

O© o0 I O o b~ w N

10
11
12
13
14
15
16
17
18

OR ((Methylprednisolone[MeSH Terms]) OR

((Methylprednisolone *[Title/Abstract]) OR
Methyl-prednisolone *[Title/Abstract]))) OR
((Methylprednisolone Hemisuccinate[MeSH Terms]) OR
((Solumedrol[Title/Abstract]) OR
“Solu-medrol”[Title/Abstract]))) OR  ((Adrenal cortex
hormones[MeSH Terms]) OR Adrenal cortex

hormonesx*[Title/Abstract])) OR ((Hydrocortisone[MeSH
Terms]) OR Hydrocortisonex|Title/Abstract]))

Search strategy

‘Mycoplasma pneumoniae’/exp
‘Mycoplasma pneumoniae :ab,ti

#1 OR #2

‘M. pneumoniae :ab,ti
‘Mycoplasma pneumonia’/exp
‘Mycoplasma pneumonia :ab,ti
‘Primary atypical pneumonia :ab,ti
‘Mycoplasma pneumoniae pneumonia’:ab,ti
#6 OR #7 OR #8

#5 OR #9

‘Mycoplasma pneumonias:ab,ti

#3 OR #4 OR #10 OR #11
antiinflammatories:ab,ti
‘anti-inflammatories':ab,ti
antiinflammatory agent'/exp
‘antiinflammatory agents':ab,ti
‘anti-inflammatory agents':ab,ti

#16 OR #17

39

results
6,614
6,393
8,555
2,575
3,755
805
310
438
1,510
4,317
20
10,633
199
1,128
1,683,729
1,921
7,624
9,484



19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46

#15 OR #18
'steroid'/exp
steroid*:ab,ti

#20 OR #21
‘glucocorticoid'/exp
glucocorticoid*:ab,ti
#23 OR #24
'‘prednisolone'/exp
prednisolonex*:ab,ti
#26 OR #277
'‘prednisone'/exp
prednisonex:ab,ti

#29 OR #30

'methylprednisolone'/exp
methylprednisolonex*:ab,ti

'methyl-prednisolonex':ab,ti

#33 OR #34
#32 OR #35

'methylprednisolone sodium succinate'/exp

solumedrol:ab,ti
'solu-medrol':ab,ti
#38 OR #39

#37 OR #40

‘corticosteroid'/exp

'‘adrenal cortex hormonex':ab,ti

#42 OR #43
‘hydrocortisone'/exp

hydrocortisonex:ab,ti

1,685,471
1,389,799
283,695
1,468,138
658,094
75,285
676,327
113,687
32,939
119,790
155,510
39,232
160,522
81,253
20,573
1,510
21,882
84,786
6,315
488
199
683
6,410
863,033
611
863,087
120,575
19,790



47
48

49

#45 OR #46

#13 OR #14 OR #19 OR #22 OR #25 OR #28 OR #31 OR #36
OR #41 OR #44 OR #47

#12 AND #48

Cochrane library

Numbers

1

2
3
4
5
6

10
11
12
13
14

15
16
17
18

Search strategy

MeSH descriptor: [Mycoplasma pneumonia] explode all trees
“Mycoplasma pneumoniae”:ab,ti

“M. pneumoniae:ab,ti

#2 OR #3

#1 OR #4

MeSH descriptor: [Pneumonia, Mycoplasma] explode all

trees

“Mycoplasma pneumonia:ab,ti

“Primary atypical pneumonia:ab,ti

“Mycoplasma pneumoniae pneumonia:ab,ti

“Mycoplasma pneumonia’”:ab,ti

#7 OR #8 OR #9 OR #10

#6 OR #11

#5 OR #12

MeSH descriptor: [Anti-Inflammatory Agents] explode all

trees

antiinflammatories:ab,ti
“anti-inflammatories”:ab.ti
“antiinflammatory agents”:ab,ti

“anti-inflammatory agents”:ab.ti

41

124,603
2,434,793

1,564

results
24
113
43
117
120
40

21

14

35

65

145
12500

63
64
332



19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38

39
40
41
42
43

44
45

#15 OR #16 OR #17 OR #18

#14 OR #19

MeSH descriptor: [Steroids] explode all trees
steroid=*:ab,ti

#21 or #22

MeSH descriptor: [Glucocorticoids] explode all trees
Glucocorticoid*:ab,ti

#24 OR #25

MeSH descriptor: [Prednisolone] explode all trees
prednisolonex*:ab,ti

#2'7 OR #28

MeSH descriptor: [Prednisone] explode all trees
prednisone*:ab,ti

#30 OR #31

MeSH descriptor: [Methylprednisone] explode all trees
methylprednisolonex*:ab,ti
“methyl-prednisolonex":ab,ti

#34 OR #35

#33 OR #36

MeSH  descriptor:  [Methylprednisone  Hemisuccinate]

explode all trees
solumedrol:ab,ti
“solu-medrol”:ab,ti
#39 OR #40

#38 OR #41

MeSH descriptor: [Adrenal Cortex Hormones] explode all

trees
“adrenal cortex hormonex*":ab.ti
#43 OR #44

4

461
12809
44003
15216
54508
4091
2817
6096
3602
3328
5513
2944
4837
5838
1702
2293
133
2397
2924
56

19
27
45
92
13079

13083



46 MeSH descriptor: [Hydrocortisone] explode all trees 5170

477 hydrocortisonex*:ab,ti 1639

48 #46 OR #47 6024

49 #20 OR #23 OR #26 OR #29 OR #32 OR #37 OR #42 OR #45 69866
OR #48

50 #13 OR #49 11

Korea database

Databases Search strategy results

NDSL (("mycoplasma pneumoniae" AND "Antiinflammatory Agents") 11
OR ("mycoplasma pneumoniae" AND "Anti-Inflammatory
Agents") OR ("mycoplasma pneumoniae" AND Steroid*) OR
("mycoplasma pneumoniae” AND Glucocorticoid*) OR
("mycoplasma pneumoniae" AND Prednisolone*) OR
("mycoplasma  pneumoniae” AND  Prednisonex) OR
"mycoplasma pneumoniae" AND Methylprednisolonex) OR
("mycoplasma  pneumoniae” AND  Solumedrol) OR
("mycoplasma pneumoniae" AND Adrenal cortex hormonex)
OR ("mycoplasma pneumoniae" AND Hydrocortisone*) OR
("mycoplasma pneumonia” AND "Antiinflammatory Agents")
OR ("'mycoplasma pneumonia" AND "Anti-Inflammatory
Agents") OR ("mycoplasma pneumonia” AND Steroid*) OR

mycoplasma pneumonia” AND Glucocorticoidx) OR

mycoplasma pneumonia” AND Prednisolonex) OR

"mycoplasma  pneumonia’ AND  Prednisonex) OR
mycoplasma pneumonia’ AND Methylprednisolone*) OR

mycoplasma  pneumonia’ AND  Solumedrol) OR

(
(
(
¢
(
(

mycoplasma pneumonia’ AND Adrenal cortex hormonex)
OR ("mycoplasma pneumonia’" AND Hydrocortisone*) OR

("Mycoplasma pneumoniae pneumonia” AND

43



KMBASE

"Antiinflammatory Agents") OR ("Mycoplasma pneumoniae
pneumonia” AND  "Anti-Inflammatory  Agents") OR
("Mycoplasma pneumoniae pneumonia" AND Steroid*) OR
("Mycoplasma pneumoniae pneumonia” AND
Glucocorticoid*) OR ("Mycoplasma pneumoniae pneumonia”
AND  Prednisolonex) OR ("Mycoplasma pneumoniae
pneumonia” AND  Prednisonex*) OR  ("Mycoplasma
pneumoniae pneumonia’ AND Methylprednisolone*) OR
("Mycoplasma pneumoniae pneumonia’ AND Solumedrol)
OR ("Mycoplasma pneumoniae pneumonia" AND Adrenal
cortex  hormonex) OR ("Mycoplasma  pneumoniae
pneumonia” AND Hydrocortisonex) OR (“Pneumonia,
Mycoplasma“ AND  "Antiinflammatory Agents") OR
("“Pneumonia, Mycoplasma“ AND "Anti-Inflammatory
Agents") OR (“Pneumonia, Mycoplasma“ AND Steroidx) OR
“Pneumonia, Mycoplasma“ AND Glucocorticoid*) OR
“Pneumonia, Mycoplasma“ AND Prednisolonex) OR

¢

‘Pneumonia, Mycoplasma“® AND Prednisonex) OR
‘Pneumonia, Mycoplasma“ AND Methylprednisolonex) OR

(
(
(
¢
(“Pneumonia, Mycoplasma“® AND  Solumedrol) OR
(“Pneumonia, Mycoplasma“ AND Adrenal cortex hormonex)

OR (“Pneumonia, Mycoplasma“ AND Hydrocortisonex))

((({ALL=mycoplasma pneumoniae] OR [ALL=M.
pneumoniae]) OR [ALL=mycoplasma pneumonia])) OR
[ALL=Primary Atypical Pneumonia]) OR [ALL=Mycoplasma
pneumoniae pneumonial) OR [ALL=Mycoplasma
Pneumonias]) AND (((((((({ALL=Anti-Inflammatory Agentx]
OR [ALL=Steroid*]) OR [ALL=Glucocorticoid*]) OR
[ALL=Prednisolone*]) OR [ALL=Prednisonex*]) OR
[ALL=Methylprednisolonex*]) OR [ALL=Methylprednisolone
Hemisuccinatex]) OR [ALL=Adrenal cortex hormonex]|) OR
[ALL=Hydrocortisonex])

44

19



KoreaMed

RISS

("mycoplasma pneumoniae" [ALL] OR "M. pneumoniae" [ALL]
OR "mycoplasma pneumonia" [ALL] OR "Primary Atypical
Pneumonia” [ALL] OR  "Mycoplasma pneumoniae
pneumonia” [ALL] OR "Mycoplasma Pneumonias" [ALL]
AND ( "Anti-Inflammatory Agentx" [ALL] OR Steroid* [ALL]
OR Glucocorticoid* [ALL] OR Prednisolone*x [ALL] OR
Prednisone* [ALL] OR Methylprednisolone* [ALL] OR
Methylprednisolone Hemisuccinatex [ALL] OR Adrenal
cortex hormonex [ALL] OR Hydrocortisonex [ALL])

(("mycoplasma pneumoniae" AND Antiinflammatories) OR
("mycoplasma pneumoniae" AND Steroid*) OR ("mycoplasma
pneumoniae” AND Glucocorticoid*) OR ("'mycoplasma
pneumoniae” AND Prednisolonex) OR (mycoplasma
pneumoniae” AND  Prednisonex*) OR ("'mycoplasma
pneumoniae" AND Methylprednisolone*) OR ("'mycoplasma
pneumoniae” AND Methyl-prednisolone*) OR "mycoplasma
pneumoniae” AND  Solumedrol) OR  ("mycoplasma
pneumoniae” AND Adrenal cortex hormonex) OR
(mycoplasma pneumoniae" AND Hydrocortisonex) OR
(mycoplasma pneumonia" AND Antiinflammatories) OR
(mycoplasma pneumonia’ AND Steroidx) OR ("mycoplasma

"mycoplasma

pneumonia” AND Glucocorticoidx) OR

pneumonia" AND Prednisolone*) OR mycoplasma

pneumonia” AND  Prednisonex) OR mycoplasma

P

pneumonia” AND Methylprednisolone*) OR ('mycoplasma
pneumonia" AND Methyl-prednisolonex*) OR ("mycoplasma
pneumonia" AND Solumedrol) OR ("mycoplasma pneumonia"
AND Adrenal cortex hormone*x) OR ("'mycoplasma
pneumonia" AND Hydrocortisonex) OR (M. pneumoniae"
AND Antiinflammatories) OR ("M. pneumoniae" AND
Steroidx) OR ("M. pneumoniae" AND Glucocorticoid*) OR ("M.

pneumoniae" AND Prednisolonex) OR ("M. pneumoniae" AND

45

1
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KISS

Prednisonex) OR ("M. pneumoniae” AND
Methylprednisolonex) OR (M.  pneumoniae" AND
Methyl-prednisolonex) OR (M. pneumoniae" AND
Solumedrol) OR ("M. pneumoniae” AND Adrenal cortex

hormonex*) OR ("M. pneumoniae" AND Hydrocortisonex))

(("mycoplasma pneumoniae" AND Antiinflammatories) OR
("mycoplasma pneumoniae" AND Steroid*) OR ("mycoplasma
pneumoniae” AND Glucocorticoid*) OR ("'mycoplasma
pneumoniae” AND Prednisolone*) OR (mycoplasma
pneumoniae” AND  Prednisonex*) OR ("mycoplasma
pneumoniae" AND Methylprednisolone*) OR ("'mycoplasma
pneumoniae" AND Methyl-prednisolone*) OR "mycoplasma
pneumoniae” AND  Solumedrol) OR ("'mycoplasma
pneumoniae” AND Adrenal cortex hormonex) OR
(mycoplasma pneumoniae" AND Hydrocortisonex) OR
(mycoplasma pneumonia’" AND Antiinflammatories) OR
(mycoplasma pneumonia’ AND Steroidx) OR ("mycoplasma
pneumonia” AND Glucocorticoid*) OR ("'mycoplasma
pneumonia” AND Prednisolonex) OR ("'mycoplasma
pneumonia" AND  Prednisonex*) OR  ("mycoplasma
pneumonia” AND Methylprednisolonex) OR ('mycoplasma
pneumonia” AND Methyl-prednisolone*) OR ("'mycoplasma
pneumonia" AND Solumedrol) OR ("mycoplasma pneumonia”
AND Adrenal cortex hormone*) OR ("'mycoplasma
pneumonia”" AND Hydrocortisone*) OR (M. pneumoniae"
AND Antiinflammatories) OR ("M. pneumoniae" AND

Steroidx*) OR ("M. pneumoniae" AND Glucocorticoid*) OR ("M.

pneumoniae" AND Prednisolonex) OR ("M. pneumoniae" AND
Prednisonex) OR ("M. pneumoniae” AND
Methylprednisolone*) OR (M.  pneumoniae" AND
Methyl-prednisolonex) OR (M. pneumoniae" AND

Solumedrol) OR ("M. pneumoniae” AND Adrenal cortex

46

14



hormonex*) OR ("M. pneumoniae" AND Hydrocortisonex))

Japan Medical Abstracts Society, Igaku Chuo Zasshi (ICHUSHI) http://www.jamas.or.jp

1 “Mycoplasma pneumoniae” /AL 75
2 "M. pneumoniae” /AL 0

3 “Mycoplasma pneumonia” /AL 78
4 “Primary Atypical Pneumonia” /AL 0

5 “Mycoplasma pneumoniae pneumonia” /AL 1

6 “Mycoplasma pneumonias” /AL 0

7 #1 or #2 or #3 or #4 or #5 or #6 78
8 Antiinflammatories/AL 0

9 “Anti-inflammatories” /AL 0
10 “Antiinflammatory Agents” /AL 0
11 “Anti-Inflammatory Agents” /AL 1
12 Steroid/AL 1251
13 Glucocorticoid/AL 174
14 Prednisolone/AL 1831
15 Prednisone/AL 29
16 Methylprednisolone/AL 652
17 “Methyl-prednisolone” /AL 0
18 Solumedrol/AL 0
19 “Solu-medrol” /AL 0
20 “Adrenal cortex hormone” /AL 0
21 Hydrocortisone/AL 225
22 #8 or #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or 3410

#17 or #18 or #19 or #20 or #21
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http://www.jamas.or.jp

23 #7 and # 22

24 ("Mycoplasma pneumoniae” /AL) or ("M. pneumoniae”/AL) 4
or (“Mycoplasma pneumonia”/AL) or (“Primary Atypical
Pneumonia”/AL) or ("Mycoplasma pneumoniae

pneumonia’ /AL) or (“Mycoplasma pneumonias /AL)) and
((Antiinflammatories/AL) or (“Anti-inflammatories”/AL) or
(“Antiinflammatory Agents”/AL) or (“Anti-Inflammatory
Agents”/AL) or (Steroid/AL  Glucocorticoid/AL) or
(Prednisolone/AL) or (Prednisone/AL) or
(Methylprednisolone/AL) or (“Methyl-prednisolone”/AL) or
(Solumedrol/AL) or (“Solu-medrol”/AL) or (“Adrenal cortex
hormone”/AL) or (Hydrocortisone/AL))

China National Knowledge Infrastructure (CNKI) http://www.cnki.net

Number Search strategy results

! 5 Records identified through database searching (n=2108)
= Cochrane (8) Korean (30)
= Embase (1372) Japanese (4)
o= PubMed (296) Chinese (202)
Q
o

‘ Records after removal of duplicates (n=1829)

Records excluded based on title
only (n=1698)

v

‘ Records screened (n=131)

Records excluded based on abstract
review (n=75)
1) Irrelevant subjects (n=45)
2) Not proper intervention (n=13)
3) Irrelevant outcomes (n=5)
4) Case report/review (n=12)

‘ Screening ‘

Full-text articles assessed for eligibility (n=56) ‘
Records excluded after full text review (n=321)

1) No proper subjects (n=21)

2) Inadequate study protocol(dependent,
independent variables) (n=8)

3) Review (n=1)

‘ Included in meta-analysis (n=24) ‘ 4) No relevant outcome (n=3)

Included | | ligibility |

Prednisolone OR AB = Prednisolone) OR (TI = Prednisone OR

48


http://www.cnki.net

AB = Prednisone) OR (TI = Methylprednisolone OR AB =
Methylprednisolone) OR (TI = Methyl-prednisolone OR AB =
Methyl-prednisolone) OR (TI = Solumedrol OR AB =
Solumedrol) OR (TI = Solu-medrol OR AB = Solu-medrol) OR
(TI = “Adrenal cortex hormone” OR AB = “Adrenal cortex
hormone”) OR (TI = Hydrocortisone OR AB =

Hydrocortisone)))

® Preferred Reporting Items for Systematic Reviews and Meta-Analyses flowchart

49
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- Pubmed, Cochrane library, EMbase

- Korean database: KoreaMed (https://koreamed.org), National Digital Science Library

(NDSL, http://www.ndsl.kr), Korean medical database (KMBASE,
http://kmbase.medric.or.kr/), Research Information Sharing Service (RISS,
http://www.riss.kr), Korean studies  Information  Service System  (KISS,

http://kiss.kstudy.com/)

- Japan database: Japan Medical Abstracts Society, Igaku Chuo Zasshi (ICHUSHI,
http://www.jamas.or.jp)

- Chinese database: China National Knowledge Infrastructure  (CNKI,

http://www.cnki.net)

@ 24

PubMed
1 Mycoplasma pneumoniae[MeSH Terms] 2758
2 “Mycoplasma pneumoniae”[Title/Abstract] 5280
3 “M. pneumoniae [ Title/Abstract] 2179
4 #2 OR #3 5553
5 #1 OR #4 5897
6 Pneumonia, Mycoplasma[MeSH Terms] 3603
7 “Mycoplasma pneumonia’[Title/Abstract] 572
8 “Primary Atypical Pneumonia’[Tile/Abstract] 315

50


http://www.ndsl.kr
http://kmbase.medric.or.kr/
http://www.riss.kr
http://kiss.kstudy.com/
http://www.jamas.or.jp
http://www.cnki.net

9 “Mycoplasma pneumoniae pneumonia’ [ Title/Abstract] 362

10 “Mycoplasma pneumonias’|[Title/Abstract] 15
11 #7 OR #8 OR #9 OR #10 1224
12 #6 OR #11 4062
13 #5 OR #12 7414
14 Immunoglobulins [MeSH Terms] 809669
15 Immunoglobulin [Title/Abstract] 116261
16 Immunoglobulins[Title/Abstract] 30248
17 “Immunoglobulin [ Title/Abstract] 3006
18 #15 OR #16 OR #17 141210
19 # 14 OR #18 855164
20 Gamma-globulins[MeSH Terms] 20008
21 Gamma-globulins[Title/Abstract] 1860
22 #20 or #21 20925
23 #19 or #22 855711
24 #13 AND #22 1497
EMBASE

Numbers Search strategy results
1 ‘Mycoplasma pneumoniae’/exp 6596
2 ‘Mycoplasma pneumoniae :ab,ti 6379
3 #1 OR #2 8532
4 ‘M. pneumoniae:ab,ti 2567
5 ‘Mycoplasma pneumonia’/exp 3742
6 ‘Mycoplasma pneumonia :ab,ti 802
7 ‘Primary atypical pneumonia:ab,ti 310

8 ‘Mycoplasma pneumoniae pneumonia:ab,ti 437
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9 #6 OR #7 OR #8 1507

10 #5 OR #9 4304
11 ‘Mycoplasma pneumonias :ab.ti 20
12 #3 OR #4 OR #10 OR #11 10609
13 ‘Immunoglobulin’/exp 433921
14 Immunoglobulin:ab,ti 137584
15 Immunoglobulins:ab,ti 37587
16 ‘Immunoglobulin :ab,ti 3909
17 'gamma globulins':ab,ti 1514
18 #14 OR #15 OR #16 OR #17 170287
19 #13 OR #18 488566
20 #12 AND #19 1271

Cochrane library

Numbers Search strategy results

1 MeSH descriptor: [Mycoplasma pneumonia] explode all trees 24
2 “Mycoplasma pneumoniae”:ab,ti 113
3 “M. pneumoniae:ab,ti 43
4 #2 OR #3 117
5 #1 OR #4 120
6 MeSH descriptor: [Pneumonia, Mycoplasma] explode all 40
trees
7 “Mycoplasma pneumonia:ab,ti 2121
8 “Primary atypical pneumonia”:ab.,ti 2
9 “Mycoplasma pneumoniae pneumonia’ :ab,ti 14
10 “Mycoplasma pneumonia:ab,ti 0
11 #7 OR #8 OR #9 OR #10 35
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12 #6 OR #11 65

13 #5 OR #12 145
14 MeSH descriptor: [Immunoglobulins] explode all trees 18091
15 immunoglobulin:ab,ti 3644
16 immunoglobulins:ab,ti 674
17 “immune globulin”:ab,ti 370
18 #15 OR #16 OR #17 4451
19 # 14 OR #18 20387
20 #14 OR #19 162
21 MeSH descriptor: [Gamma-Globulins] explode all trees 21
22 #20 or #21 176
23 #19 or #22 20396
24 #13 and #23 8

Korea database

Databases Search strategy results

NDSL (("mycoplasma pneumoniae’) OR ("M. pneumoniae") OR 10
("mycoplasma  pneumonia”) OR ("Primary Atypical
Pneumonia") OR ("Mycoplasma pneumoniae pneumonia") OR
("Mycoplasma Pneumonias")) AND ((mmunoglobulin) OR
(Immunoglobulins) OR ("immune globulin") OR

(gamma-Globulins))

KMBASE ((((ALL=mycoplasma pneumoniae] OR [ALL=M. 15
pneumoniae]) OR [ALL=mycoplasma pneumonia]) OR
[ALL=Primary Atypical Pneumonia]) OR [ALL=Mycoplasma
pneumoniae pneumonial) OR [ALL=Mycoplasma
Pneumonias]) AND (({ALL=Immunoglobulin] OR
[ALL=Immunoglobulins]) OR [ALL=immune globulin]) OR
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[ALL=gamma-Globulins])

KoreaMed ("mycoplasma pneumoniae” [ALL] OR "M. pneumoniae" [ALL] 40
OR "mycoplasma pneumonia" [ALL] OR "Primary Atypical
Pneumonia" [ALL] OR  "Mycoplasma pneumoniae
pneumonia” [ALL] OR "Mycoplasma Pneumonias" [ALL]

AND ( Immunoglobulin [ALL] OR Immunoglobulins [ALL] OR
“Immune globulin" [ALL] OR "gamma-Globulins" [ALL])

RISS (mycoplasma pneumonia*) AND (Immunoglobulin) 12

KISS (mycoplasma pneumonia*) AND (Immunoglobulin*) 13

Japan Medical Abstracts Society, Igaku Chuo Zasshi (ICHUSHI) http://www.jamas.or.jp

Numbers Search strategy results
1 “Mycoplasma pneumoniae”/TA 40
2 "M. pneumoniae” /TA 0
3 “Mycoplasma pneumonia’/TA 43
4 “Primary Atypical Pneumonia”/TA 0
5 “Mycoplasma pneumoniae pneumonia’ /TA 1
6 “Mycoplasma pneumonias”/TA 0
7 #1 or #2 or #3 or #4 or #5 or #6 43
8 Immunoglobulin/TA 87
9 Immunoglobulins/TA 4
10 “Immunoglobulin”/TA 0
11 Gamma-globulins/TA 0
12 #8 or #9 or #10 or #11 87
13 #7 or #12 0

China National Knowledge Infrastructure (CNKI) http://www.cnki.net
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Number Search strategy results

1

(((TT = “mycoplasma pneumoniae” OR AB = “mycoplasma
pneumoniae”) OR (TI = M. pneumoniae” OR AB = “M
pneumoniae’) OR (TI = “mycoplasma pneumonia” OR AB =
“mycoplasma pneumonia’) OR (((TI = “Primary Atypical

Pneumonia” OR AB = “Primary Atypical Pneumonia”) OR (TI

= “mycoplasma pneumoniae pneumonia’ OR AB =
“mycoplasma pneumoniae pneumonia’) OR (TI =
“mycoplasma pneumonias’ OR AB = “mycoplasma

pneumonias”)) AND ((TI = Immunoglobluin OR AB

Immunoglobulins) or (TI = “Immune globluin®~ OR AB

“Immune globluin”) OR (TI = ‘gamma-globulins’ OR AB

‘Gamma-globulins’)

64

® Preferred Reporting Items for Systematic Reviews and Meta-Analyses flowchart

Identification

Screening

Eligibility

Included

Records identified through database searching (1=2543)

l

Records after removal of duplicates (n=2368)

Smme—

Records screened (n=81)

—
—

Am—

Full-text articles assessed for eligibility (n=11)

—

A—

Studies included in qualitative synthesis (n=1)

—

Studies included in quantitative synthesis (n=1)

Records excluded based on title only
(n=2287)

Records excluded based on abstract review
(n=71)

1) Case report/series (n=55)

2) Review or meta-analysis (n=12)

3) Non-RCT (n=2)

4) No indicated in MRMP (n=2)

Records excluded after full text review (n=10)

1) No full text, abstract only (n=1)

2) Inadequate study protocol(dependent, independent
variables) (n=9)
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1) 27 w40l mge Aqo =7
Study Study design  Characteristics Intervention Outcome
Count Perio  Number Number Experimental Control group
ry d, of of group
year subjects; subjects;
mean age mean age
of of control
experime group
nt group,
y
Zhang Randomized China 2010- 28 29; minocycline 100 clarithromycin fever
Q controlled 2014 10.3+1.7 10.1+1.7 mg twice daily 250 mg, 3 times duration,
2016° study (8-14yr) (8-14yr) for two weeks per day, 2 hospital
weeks day
Han X Randomized  China 2012- 29: 30: based on azithromycin 10 fever
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2016

Li
2017

Ishigu

ro N,

2017

Kawai

2012

Kawai

2013

Okada

T,
2012

controlled 2015
study

Randomized China 2016
controlled

study

Prospective Japan = 2013-
observationa 2015
1 study

Prospective Japan = 2005-
observationa 2010
I study

Prospective Japan = 2005-
observationa 2012
I study

Prospective Japan 2011
observationa

I study

9.54+1.20

21;
10.54£0.3
8

(8-14 yr)
12

15; 7.4
(1-15)

100;
tosufloxac
in 6.5 (0~
15),
minocycli
ne 9.8 (1-
15)(7
cases
<8yr of
age)

81; 8
(1-14)

10.32£1.7

6

21

10.61+0.3

6

(9-14 yr)

47

(2-14)

50;
(range:
1-15)

13;
(1-14)

57

8.4

8.0

azithromycin,
add minocycline
hydrochloride,
4 mg/kg for the
first time, then
change to 2
mg/kg per 12
hours for 5d.
azithromycin
10mg/kg/d+
minocycline
50mg twice daily
minocycline 2-4
mg/kg/d for 2-

4 days;

tosufloxacin at
12mg/kg/d
3-7 days

for

minocycline 2-4
mg/kg/d

minocycline 4
mg/kg/d;
tosufloxacin 12
mg/kg/d

minocycline
dmg/kg/d;
doxycycline
dmg/kg/d:
tosufloxacin 12
mg/kg/d

mg/kg/d for bd,
stop for 3 days,

prn 2 courses of

treatment

azithromycin
10mg/kg/d

azithromycin 10

mg/kg/day for

3 days,

clarithromycin
10-15
mg/kg/day for
3-7

days
azithromycin 10
mg/kg/day:
clarithromycin
10-15
mg/kg/day:

azithromycin 10
mg/kg
daily,

once

clarithromycin
15 mg/kg twice
daily

duration,
hospital
day

fever

duration

defervesce
nce rate
within

24, 48, and
72 h after
antibiotic
administra
tion
defervesce
nce rate
within

48 h after
antibiotic
administra
tion
defervesce
nce rate
within

48 h after
antibiotic
administra

tion

defervesce
nce rate
within

24, 48, and
72 h after
antibiotic

administra



tion

Ye H, Prospective China 2015 23; 21; doxycycline 4 azithromycin 10 defervesce
2016 observationa 9.2+1.6 9.3+1.0 mg/kg/d mg/kg/d nce rate
1 study within
24,48,72 h
after
antibiotic
administra
tion
2) 27 QoFm
@O Summary of evidence (randomized controlled trials)
Certainty assessment Ne of patients Effect
Ne Relat | Absol | Certai [ Importa
Risk Other
of Study Inconsist | Indirect | Impreci Tetracyc | Macroli | ive ute nty nce
of considera
stud | design ) ency ness sion i lines des (95%| (95%
) bias tions
ies CI) CI)
Fever duration after treatment
3 randomi|very |not not not none 78 100 - MD (6600
zed serio |serious serious |serious 1.45 LOW
trials us ? lower
(2.51
lower
t0 0.4
lower)
Efficacy
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Certainty assessment Ne of patients Effect
No Relat | Absol | Certai [ Importa
Risk Other
of Study Inconsist | Indirect | Impreci Tetracyc | Macroli | ive ute nty nce
of considera
stud | design ency ness sion lines des (95%| (95%
bias tions
ies CI) CI)
2 randomi|serio [not not not none 43/49 23/50 OR 422 (6660
zed us ® |serious serious |serious (87.8%)| (46.0%) 8.80 | more | MODER
trials (3.12 | per ATE
to 1,000
24.82)| (from
267
more
to 495
more)
Length of stay
2 randomi|serio |not not not none 57 59 - MD (6680
zed us ? |serious serious [serious 3.33 [ MODER
trials lower ATE
(4.32
lower
to 2.35
lower)
CI: Confidence interval; MD: Mean difference; OR: Odds ratio
a. randomo]f tist A9 blind7} Yt
® Summary of evidence (prospective observational studies)
Certainty assessment Ne of patients Effect
Ne Relat | Absol | Certai | Importa
Risk Other
of Study Inconsist | Indirect | Impreci interven | cont ive ute nty nce
of considerat
studi [ design ] ency ness sion ) tion rol (95%| (95%
bias ions
es CI) CI)
Tosufloxacin-macrolide (24 hr-defervescence)
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Certainty assessment Ne of patients Effect
No ) Relat | Absol | Certai | Importa
of Study isk Inconsist | Indirect | Impreci Ot.her interven | cont | ive ute nty nce

studi | design of ency ness sion considerat tion rol (95%| (95%

bias ions
es CI) CI)

2 observati [serio [not not serious ® |none 4/21 5/60 | OR |8 more| &6OO
onal us? |[serious serious (19.0%)| (8.394 1.11 per O
studies (0.25 ] 1,000 | VERY

to 5.00] (from | LOW
61
fewer
to 229
more)

Tetracyclines-macrolides (24 hr-defervescence)

2 observati |serio |not not serious ® |strong 51/91 5/34 | OR 332 | 00
onal us® |serious serious association | (56.0%)| (14.79 5.34 | more O
studies ) (1.81 per VERY

to 1,000 [ LOW
15.75)| (from
91
more
to 584
more)

Tosufloxacin-macrolide (48h-defervescence)

3 observati [serio [not not serious®  |none 52/83 |29/11 OR 235 | ©00
onal us ? |[serious [serious (62.7%) O 2.78 | more O
studies (26.49 (1.41 per VERY

) |to5.51] 1,000 | LOW
(from
72
more
to 400
more)

Tetracyclines-macrolides (48h-defervescence)
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Certainty assessment Ne of patients Effect
No ) Relat | Absol | Certai | Importa
of Study isk Inconsist | Indirect | Impreci Ot.her interven | cont | ive ute nty nce

studi | design of ency ness sion considerat tion rol (95%| (95%

bias ions
es CI) CI)

5 observati [serio [not not not serious|strong 136/148 [39/15| OR 607 | 660
onal us?® |serious [serious |[° associati (91.9%)| 2 18.37 | more O
studies on (25.79 (8.87 | per LOW

) to 1,000
38.03)| (from

497

more

to 673

more)

Tosufloxacin-tetracyclines (48h-defervescence)

2 observati [serio |not not serious®  |none 52/75 |94/10( OR 172 | ©00
onal us ? |[serious [serious (69.3%) 6 0.32 | fewer O
studies (88.79 (0.13 | per | VERY

) [to0.76] 1,000 | LOW
(from
31
fewer
to 382
fewer)

Tetracyclines-macrolides (72h-defervescence)

2 observati [serious [not not serious ®  [none 90/91 |19/34( OR 422 | 600
onal a serious |serious (98.9%)| (55.99 40.77 | more O
studies ) (6.15 | per | VERY

to 1,000 | LOW
270.12) (from
327
more
to 438
more)
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CI: Confidence interval; OR: Odds ratio
SIAF vi7gd o] oJAre] A mHo] A, wek H4of O

gt 27
HESLE OIS (optimal information size)8th &1, Alg]L7to] g3 Q&

o

3) The Cochrane Collaboration’s tool for assessing risk of bias

@ Z¢ 7K

Tetracyclines Macrolides Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEEG
1.2.1 minocycline+azithromycin vs azithromycin
Han % 2016 a7 10 28 522 1.1 50 324% <151 [2.01,-1.01] — @20 @
Lid 2017 324 036 21 548 059 21 340% -2.24 254, -1.94] —a— @2008@
Subtotal (95% CI) 50 71 665% -1.90[-262 1.19] .

Heterogeneity: Tau*=0.22; Chi*=6.11, df=1 (P=0.01}; F= 84%
Testfor overall effect £=5.23 (F = 0.00001)

1.2.2 minocycline vs clarithromycin
Zhang @ 2016 18 0B 28 24 08 29 335% -0.60F007,-0.23 —a— @008
Subtotal (95% CI) 28 29 335% -0.60[-0.97, -0.23] -
Heterogeneity: Mot applicable

Test for averall effect 2= 3.21 (P = 0.001)

Total (95% CI) 78 100 100.0% -1.45[-2.51, -0.40] —~oalERRE—
Heterogeneity, Tau®= 0.83; Chi*= 46.72, df= 2 (P < 0.00001); F= 6% e 5 1 :
Test for averall effect Z=2.70 (P =0.007) 3 2
Testfor subgroup differences: Chi*= 1016, df=1 (P = 0.001), F= 90.2% Favours fetacyines] Favours {macoiides]
Risk of bias legend

(A) Random sequence generation {selection bias)

(B} Allocation concealment {(selection bias)

(C) Blinding of paticipants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G} Other bias

@ J¥ 71K

Tetracyclines Macrolides Mean Difference Mean Difference Risk of Bias
Study or Subgrou Mean SD Total Mean SD Total Weight [V, Fixed, 95%Cl IV, Fixed, 95% CI
Han ¥ 2016 8.34 217 29 1128 283 30 59.0% -2.94 [4.22 -1.66] L
Fhang @ 2016 95 32 28 134 27 28 41.0% -3.90 [5.44, -2.36] -
Total (95% CI) 57 53 100.0% -3.33[4.32,-2.35] L 2
ity: Chi*= S = = } 1 t t
Heterogeneity: Chi*=0.88, df=1 (P =0.358); F=0% 10 - b : 10

Testfor overall effect: 2= 6.63 (P = 0.00001) Favours [tetracyclines] Favours [macrolides]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B} Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete autcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias
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Tetracyclines Macrolides Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed. 95% CI M-H. Fixed, 95% CI ABCDEEFG
LiJi 2017 19 21 13 21 469% 585[1.07, 3208 — e @ [T
Zhang 2 2016 24 28 10 29 531% 11.40[3.09, 4210] —a— @7
Total {95% CI) 49 50 100.0% 8.80[3.12, 24.82] —~i—
Total events 43 23

ity: Ghit= =1 {P=D054) F= | | ; !
Heterogeneity: Ghi®= 0.37, df=1(F=054), F=0% oo o1 ] 10 100

Testfor overall effect 2= 411 (P = 0.0001)

Risk of bias legend

(A) Random seguence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F} Selective reporting (reporting bias)

(G} Other bias

Favours [tetracyclines] Favours [macrolides]

Odds Ratio
M-H. Fixed. 95% CI

Risk of Bias

d S o
@ 24A17F oy T =4 vl& H|W

Tetracyclines Macrolide Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H. Fixed. 95% Cl
Okada 2012 43 B3 4 13 T8.4% 3.87[1.0813.87]
e 2016 8 23 1 21 6% 10.67[1.20, 94.74]
Total (95% CI) ] 34 100.0% 5.34 [1.81,15.75]
Total events a1 i}

Heterogeneity: Chi®=0.63,df=1 (P=043), F=0%
Test for overall effect: £=3.04 (P=0.002)

Risk of bias legend
(&) CH&AHHAE

(B) H&AH W P&
(C) Mt

D EsE

(E) BIHAE =21
(Fy 2EHEI}

Gy BT E s
|:H} MEHHE :EuJ—J-l'EJ_l

e |

Macrolide

Tosufloxacin

Risk Ratio (Non-event)
M-H, Fixed, 95% Cl
0.97 [0.83,1.15]
1.00 [0.60, 1.67]

Ishiguro 2017
Okada 2012

Total {95% C1)
Total events
Heterogeneity: Chi®=0.02, df=1 (P= 04890, F=0%
Testfor averall effect Z= 014 (P = 0.85)

100.0% 0.98 [0.79, 1.23]

Risk of bias legend
(W) R HAE

(B) &R H WOt d
(C) Wt
DrEss

(E) B =248
F 20 E}

(G) BZFHE U=
(H) S5 220

7

-

® 48AZF oju

i3
e

-
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e

} {

10 100

Favours [tetracyclines]

| \
0.m 0.1 1

Favours [macrolides]

Risk Ratio (Non-event) Risk of Bias
M-H, Fixed, 95% CI ABCDEFGH
[ I TELT]
@ez08e @@

05 07 1 15
Favours [Tosufloxacin] Favours [Macrolides]



Tetracyclines Macrolide

Study or Su Events Total Events Total Weight
Ishiguro 2017 4 4 1 47 08% 2
Kawai 2012 15 15 [ 21 45%
Kawai 2013 33 38 22 50 66.3%
Okada 2012 62 68 [ 13 236%
Ye 2016 22 23 4 21 48%
Total {95% CI) 148 152 100.0%
Total events 136 39

Heterogeneity: Chi*= 767, df=4 (P=010); F=48%
Testfor overall effect: Z=7.84 (P = 0.00001)

Risk of bias legend
(A) H&FAFAE

(B) H&AHHI W IHE S
(C) mgts

D rEsE

(E) BIEAE =218
F) S Bt

G) B2EE 2R
(H)y SEE 2P 1

Odds Ratio
M-H, Fixed, 95% Cl
79.00[9.85, 7902.12]
73.92[3.83, 1428.49]
8.40 [2.81, 25.08]
12.06 [3.05, 47.69]
93.50 [9.56, 914.92]

Odds Ratio
M-H, Fixed, 95% CI

18.37 [8.87, 38.03]

o ad 10 100
Favours [Macrolides] Favours [Tetracyclines]

Tosufloxacin Macrolide Odds Ratio Odds Ratio
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed. 95% CI
Ishiguro 2017 1] g 1 47 4.6% 1.82[0.07, 48.61]
Kawai 2013 43 G2 AL a0 TEA% 2.88[1.32 6.26] _._
Okada 2012 9 +3 G 13 189% 263[0.53 13.07)] T R - TR—
Total (95% CI) a3 110 100.0%  2.78[1.41,551] -
Total events 52 29
Heterogeneity: Chi*=0.08, df=2 (P=086), F=0% '0.01 D!1 1'0 1DD'

Testfor overall effect Z=2.94 (P=0.003)

Risk of bias legend
(A)CHEAFHE

(B) &AW e d
(C) WEMH
maossE

(E) BIEAK2 =0H
F)ZDET}

(G) ERHATH IR
(H) SEHE HUED

]

Favours [Macrolidesl] Favours [Tosufloxacin]

Tosufloxacin  Tetracyclines Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kawai 2013 43 62 33 3@ B7.A% 0.34 [012,1.01]
Okada 2012 9 13 61 B3 325% 0.26 [0.08, 1.08] — &
Total (95% CI) 75 106 100.0%  0.32[0.13, 0.76] e
Total events 52 94
Heterogeneity: Chi*= 010, df=1 {P=075); F=0% ID.D1 0:1 1'0 100'

Testfor overall effect: Z= 258 (P =0.010)

Risk of bias legend
(A) HEAFHAE

(B) H&AFHI W =&
(C) W
masEsE

(E) BIHAE =01
F)2LHE}

(G} B2FEE 20HE
(Hy MEHE Z0HE D

® 7217t ojyl sHE F=

Favours [Tetracyclines] Favours [Tosufloxacin]

64

Risk of Bias

Risk of Bias




Tetracyclines Macrolides

Okada 2012 BY 68 9
e 2016 23 23 10
Total (95% Cl) 91

Total events 40 149

Heterageneity: Chi®= 010, df=1 (P =0.76), F=0%
Testfor overall effect: £=3.84 (P = 0.0001)

Risk of bias legend
(A)H &R HE
(ByH&AAHI W= &
(C) Wt
DyreEsd

(E) BIAY =218
F) 202}

(G BT 2R
(Hy S5 22D

100.0%

Odds Ratio
M.H, Fixed. 95% C!
29.78 [2.99, 296.75]
51.48 [2.77, 957.64]

40.77 [6.15, 270.12]
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Risk of Bias

0.005 04 1 10 200
Favours [Macrolides] Favours [Tetracyclines]
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Study

FAN
2015

Xuwei

FENG
Xiaogiang
2016

JI Chaoyu 2017

LI Ling 2015

Characteristics

Country = Year

China 2012-
2015
China 2013-
2015
China 2014-
2016
China 2013-
2014

Al

Number of
subjects:
mean age
of
experimen
t group, y
44:8.2%2.7

50: 5.1£0.3

53:6.5+2.1

Number
of
subjects;
mean age
of control
group

43;
7.2+2.1

50;
4.9+0.5

515
6.6+1.9

66

Intervention

Experimental group

2 mg/kg/d of
methylprednisolone
for 5 consecutive
days then received
Img/kg/d for 2
days.

2mg/kg/d of
intravenous
methylprednisolone
for 3d.

low-dose
methylprednisolone
2 mg/kg/d for 3-5
days

Control group

oral
administration
Azithromycin
tablets

(10mg/kg: max.

dose 0.5g) for 1

day then
received

bmg/kg of
azithromycin
through day ,

2-5 (max. dose
0.25g)

daily
intravenous
infusion of
azithromycin
(10mg/kg/d)
Erythromycin
intravenous
drip 1

then change to

week,

Outcome

Fever
duration,
Hospital day,

CRP change

Fever
duration,
Hospital day,
Cough
duration,
Improvement
of chest
x-ray

Fever
duration,
Cough
duration

Fever
duration,
Hospital days,
Cough




LI Ming 2015

LIN
2015

Jiangin

China

China

2013-
2014

2012~
2015

50; 3.1£0.4

42;6.4£1.2

50;
3.2+0.2

41;
6.1+1.3

67

intravenous

administration of

Prednisolone

sodium  succinate
1~2 mg/(kg/d) for
3days, then
changed to oral
administration  of
Prednisone 1~2
mg/(kg/d), then

stopped 7~10d of

tapering

intravenous

administration  of
methylprednisolone
1 mg/kg/time, 2
times/day, for
3days, then

changed to oral

Azithromycin
intravenous
drip for 3 days,
stop for 4days,
then oral take

Azithromycin
Tablets for
3days, then

stop for 4days
then oral take
Azithromycin
Tablets for
3days
with 3rd
generation
cephalosporins.
daily
intravenous
administration
of Azithromycin
10mg/(kg/d) for
3-5d, then
stopped for 3d.
Sequential
therapy with
daily
administration
of Azithromycin
Dry suspension
10mg/(kg/d) for
3days then
stopped for
4days, and
repeated for
total course of
treatment of
Imonth

Daily
intravenous
administration
of azithromycin
10mg/kg, for
3~5d then oral

administration

again),

duration,

Change in
chest
CRP change

x-ray,

Fever
duration,
Hospital days,
Cough
duration,

CRP change

Fever
duration,
Cough
duration,
Time to
normalizatio

n of chest



LIN Yan 2015 China
LIU Chunyan @China
2017

LIU Qing 2016 China
LU China

Xiaoyun.2017

2012-
2015

2015-
2016

2013-
2015

2014~
2015

45:6.4+£3.2

52; 5.8£4.0

74;

15355
6.59+1.57

45;

6.7£3.3

55

5.6+4.2

62;

5%

6.80+1.4

3

68

administration of

methylprednisolone,
1 mg/kg/time, 2
times/day.
intravenous
infusion of
dexamethasone
0.2~0.3  mg/(kg/d)
for5d
methylprednisolone
pulse therapy: 1~2
mg/kg/d, with
intravenous
micropump
injection for 3d.
Intravenous
infusion of
methylprednisolone
2mg/(kg/d) was
administered until
24 hours after
defervescence. Oral
prednisone was
started with
1~2mg/(kg/d) then

tapered for 7-14d

intravenous
infusion of
methylprednisolone

2mg/kg/d for 5d

of azithromycin
10mg/kg/d for

3d stop for 4day.

Oral
administration
was repeated
for 2~3

during

times
course

of treatment

intravenous
infusion of
Azithromycin
and gamma
globulin,
intravenous
infusion of
immunoglobuli

n 400mg/(kg/d)
for 2d;

intravenous
infusion of
azithromycin
10mg/(kg/d) for
5d.

intravenous
infusion of
azithromycin
10mg/kg/d for
5d then stop 4d
and repeat for
2-3 cycles

10mg/kg of oral
Azithromycin
for 1 day

continued by

X-ray

Fever
duration,
Hospital day,
Cough
duration,
Time to
normalizatio
chest

CRP

n of
x-ray,
change
Fever
duration,
Time to
normalizatio
n of chest

X-ray

Fever

duration

Fever
duration,
Cough

duration,



QIU
Haiyan.2017

China

REN Mingxing China
2015

2015-
2016

2011-
2013

50; 50;
6.91+2.16 6.85+2.1
0

33;8.9+2.4 34

9.3£3.0

69

methylprednisolone

1~2mg/kg/d

Methylprednisolone
2mg/kg/d for bdays

then
Img/kg/d for 2d.

reduced

to

bmg/kg of
azithromycin

from day 2-5.

intravenous
infusion
azithromycin
10mg/(kg/d)
was used until
symptom
improvement
then changed
to daily oral
Azithromycin
suspension

10mg/kg/d.

intravenous
infusion of
Aspartate
azithromycin
10mg/(kg/d) for
3d: intravenous
infusion of
gamma globulin
1.5g/k, 1
time/day, for 3d:
intravenous
infusion of
rifampicin
10mg/kg,
12h/time, for 4
times, used for
3days then
stopped for
4day then
change to oral
administration
of Azithromycin
10 mg/(kg/d),
for 3 days then
stopped for
Total

duration of

4days.

Time to

normalizatio

chest
CRP

n of
x-ray.
change
Fever
duration,
Cough
duration,
CRP change

Fever
duration,
Hospital days,
CRP change



Shan 2017

SHAO  Xiaoli
2011

TAO Xuyun
2015
WANG Hao
2016

China 2013-
2015
China 2008~
2010
China 2013~
2014
China 2013~
2015

52; 7.36 +
2.33

38;
6.37+2.83

75:7.4+£1.4

40;
5.10+£1.86

50; 7.29
+ 3.03
38;
6.87+2.8
6

75;
7.3+1.3
40;
4.86+1.3
5

70

Oral or
intravenous
methylprednisolone
2mg/kg/d, for 3
days

small dose of
methylprednisolone

for 3-4 weeks

Intravenous

methylprednisolone
2mg/kg/d for 4-5
days on 5-7 day of

treatment (dose
increased to
4mg/kg/d

according to patient
symptoms). Then
reduced to 1

mg/kg/d for 3 days
after defervescence.

4 consecutive days
with 2mg/kg/d of
methylprednisolone
then
Img/kg/d

reduced to

treatment was
7days for one
course of
treatment and
continued for 3

weeks

intravenous

azithromycin

Macrolide

antibiotics

Intravenous
azithromycin
(10 mg/ks/d)
for 3 days then
stopped for
4days. Followed
by oral
azithromycin
for 3 days then
stopped for 4
days continued

for 3 weeks with

ceftazidime
Daily
intravenous
infusion of
Azithromycin
10mg/kg/d for
3d. Then
changed to

5mg/kg/d of
oral
Azithromycin,
3times/day, for

3days then

Fever
duration,
CRP
LDH change,
D-dimer

change,

change

Fever
duration,
Hospital days,
Cough
duration,
chest X-ray
change
Fever
duration,
Hospital day,
Cough
duration,
Change in
chest X-ray,
CRP change

Fever
duration,
Hospital day,

CRP change



WEN
2016

Wu
2017

XU Jiali 2017

YANG

2015

YU
2017

Jianjun | China

Yourong China

China

Lijun | China

Jieming @ China

2013-
2014

2015-
2017

2012-
2014

2014-
2015

65; 7.1+4.5

60; 6.8+£1.6

20

35: 5.6%£2.7

65;
7.7+4.5

60;
7.1£2.5

20

35;
5.7+2.3

71

intravenous
infusion of
methylprednisolone

(2 mg/d, 1-2 times
and reduced as

symptoms improved

Methylprednisolone
2mg/kg/d,
Then changed to
Img/kg/d for 2d.

oral intake of
methylprednisolone
2mg/kg/d for 3-5d
on 2nd day of

treatment

intravenous

administration of

methylprednisolone
Img/kg/d for 2
weeks

Intravenous
infusion of
methylprednisolone
2mg/kg/d, 2
times/day.

for 3d.

stopped for 4d

Azithromycin
10mg/kg/d for
3d then stopped
for 4d. Changed
to oral
Azithromycin

after symptoms

improve
Intravenous
infusion of
Aspartate
azithromycin
10mg/kg/d for
3days. After 3
consecutive
days of
treatment, oral
azithromycin,

10 mg/kg/d,

was
administered
for 3d then

stopped for 4d

daily oral intake
of azithromycin
10mg/(kg/d) for
3d then stopped
for 4d then
repeated for
3-4 times
intravenous
infusion of
Azithromycin
7~10mg/kg/d

Intravenous
infusion of
erythromycin
20-30mg/kg/d,
2time/day.
Change to oral
azithromycin 10
mg/kg/d after

Fever
duration,

Hospital days

Fever
duration,

Hospital days

Fever
duration,
Hospital days,
Cough
duration,

CRP change

Fever
duration,
Hospital days,
Cough

duration,

Fever
duration,
Cough
duration,
CRP change



ZHANG Xiang China
2015

ZHAO Shuging | China
2017

ZHENG China
Xuan.2016
2) &7 9=

2012-
2013

2013-
2015

2015-
2016

3 52 32; 4+1

29;5.7£2.4 | 29;
5.3+2.5

70; 5.5£0.5 | 70;
5.1+0.6

72

Intravenous
infusion of urbason
1-2 mg/(kg/d) with
nebulized
budesonide, for
3~5d;

don't improve, oral

If symptoms

administration of
methylprednisolone

was given for 3~5d.

Daily intravenous
methylprednisolone
1.5-2.0mg/kg/d for
3days, then
changed to
Img/kg/d

tapering within 1

and

week

Intravenous
infusion of
methylprednisolone
2mg/kg/d, for 3d

48 hours of

defervescence

Intravenous
infusion of
erythromycin
20~30 mg/kg/d,
for 2 times, for
7days: followed
by oral
administration
of Azithromycin
10mg/kg/d,
(max.
0.5g/d), for 3d
then
for 4d.

dose

stopped

Intravenous
azithromycin
10mg/kg/d on
the 1Ist day,
bmg/kg/d from
2nd to 5th day,
5 days as a total
treatment

course.

intravenous
infusion of
azithromycin
10mg/kg/d in
3times/day

Fever
duration,

Hospital days

Fever
duration,
Cough
duration,
CRP change

Fever
duration,
Cough
duration,
CRP change



Certainty assessment Ne of patients Effect
i Certai Importance
M of sty Riskof Inconsiste, Indirectness | Imprecision Diner stenr&ﬁfar lacebo Relative | Absolute ™ %
studies |  design bias ey P considerations P (95% CI) | (95%Cl)
Treatment
Fever duration
24 randomised | not serious | serious not serlous | not serious | none 1151 1134 . MD 2.66 @@@O CRITICAL
trials lower
(278 MODERATE
lower to
2.53
lower)
Hospital Days
15 randomised | not serious | serious not serious | not serious | none 649 647 - MD 3.96 @@@O IMPORTANT
trials lower
423 MODERATE
lower to
3.69
lower)
CRP level after treatment
14 randomised | not serious | serious not serious | not serious | none 693 677 - MD 5.97 @@@O IMPORTANT
trials lower
(6.39 MODERATE
lower to
5.54
lower)
. 9 . . .
3) The Cochrane Collaboration’s tool for assessing risk of bias
1=l ez ‘|7
@ =2 =2 7 j I
Steroid Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weiaht IV, Random, 95% CI V. Random., 95% CI
Fad el 2015 B8 373 44 1145 2T 43 3E% ~4 AR [503,-314] =
FEMIG siangiang 20164 .85 1.41 30 1236 1.4 30 28% S2.41 F342,-1.70] %
FEMIG siaagiang 20168 853 007 30 1226 1.4 30 3.9% S3TI4.34,-3.13 =
JI Chaoyu 2017 52 21 45 109 1.8 45 2a% -4.70[5.53,-3.67] *:
LI Ling 2015 54 28 53 a1 24 51 zEn S2.70E3T0,-1.70] -
LI Ming 2015 8 1.7 50 121 33 S0 2EW -410[5.10,-3.10] -
LIM Jiangin 2015 5 1.2 42 T 1.4 41 40% -2.10 [2.68,-1.54] *
LIM van 2015 33 08 45 38 1 45 40% -1.50 1.88,-1.11] =
LIl Chunyan 2017 08 02 52 35 1.1 52 4.0% -2.70[3.00,-2.40] -
LI Qing 2018 288 162 T4 4 25 B2 28% 111 [1.83,-0.39] =
LU imoyun 2017 508 134 83 738 1.8 &3 40% -2.30[2.88,-1.71] #
QU Haiyan 2017 411 104 &0 5&% 12 A0 40% -1.41 [1.85,-0.87] ¥
REM Mingxing 2015 T4 18 33 115 24 34 3EW -4 10 [513,-3.07] e
Shan 2017 ngE N85 52 17&5 316 0 &0 38% -1660[1760,-15 78] ‘-
SHAG Hianli 2011 G963 185 38 1158 35 3 37% 187 314, -0.60] i
TAQ Kuyun 2015 525 114 75 FOE 17 A 40% 183 F228,-1 37] -
WARG Hao 2016 888 235 40 1263 35 40 37% S3TT 508, -2.46] 2 %
WER Jianjun 2016 7oz 65 107 24 B5  2a% -3.B0 [4.38,-2.82] =
WU Yourong 2017 F2oda8 34 114 23 34 2Ew -4.20[5.18,-3.22] -
U Jiali 2017 45 23 B0 58 I3 BOD  2.8% -1.30 [2.25,-0.24] e
waNG Lijun 2015 888 188 20 1153 33 20 3.5% -2.70[-4.36,-1.04] 7%
i Jigrming 2017 27 1F 3\ 58 1.8 35 28% -210[2.94,-1.26] ’
ZHAMG Miang 2015 9 2 a3z 11 3 3 3T% -2.00 [3.25,-0.74] =
ZHAD Shuging 2017 23 21 8 132 28 28 3E% -4.90 [6.42,-3.38] =%
FHAD Yanfei 2014 216 074 40 454 1 40 4.0% -2.38 [2.77,-1.99] *
ZHEMG Xuan. 2016 48 11 oG8 14 OO 4.0% -2.00 [2.38,-1.64] -
Total (95% CI) 1101 1174 100.0% -3.32 [4.16, -2.48] +
Heterogeneity: Tau?= 4.60; Chi*= 113227, df= 25 (P = 0.00001}; I*= 98% -Izu _1=U i 1=U 2’0

Testfor ovarall Bffiect Z=7.72 (P = 0.00001) Favours [experimental] Favours [control]
Risk of bias legend

(A} Random sequence generation (selection bias)

(B} Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E} Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G} Other bias

@ dd 71

73



Steroid Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI A
FAM Xuwei 2015 871 1.8 44 1287 17 43 B8%  -416[4.90-347 = o
FEMG Xiaogiang 20164 164 222 a0 17.83 1.98 a0 BA% -1.43[2.49-037] =3 77
FEMNG Xiaogiang 20168 14.22 153 30 17.83 1.98 30 GE%  -3.61 [4.51,-271] = PR
LILing 2015 113 2.2 53 172 38 51 6.2% -5.90[7.10,-4.70] = 7?7
LI Ming 2015 87 1.6 50 135 33 50 B5% -4.80[582 -3.78] = @
LIM van 2018 108 2.9 45 137 33 45  B1%  -290[4.18 162 e @
REM Mingxing 2014 97 22 33 126 24 34 BA5%  -290[3.893-1.87 ==

SHAC Xiaoli 2011 905 2.3 38 1068 26 38 B4A%  -1B3[2.73-053) = ®
TAOQ Xuyun 2015 642 1.8 TE 1273 28 TE B8%  -B31[7.03-559 = ?
WAMG Hao 2016 1413 34 40 1678 38 40 5.8% -265[416-1.14] T ?
WEN Jianjun 2018 172 248 65 216 23 65  BE% -4.40[5.30,-3.50] T ?
Wi Yourong 2017 95 21 4 127 2 34 BA% -320[447-2.23] ey @
U Jiali 2017 178 52 B0 236 B4 60 51% -580[7.83-377 T ?
YANG Lijun 2015 8.56 1.3 20 1223 25 20 B.2%  -3.67 [4.90 -2.44] e ?
ZHANG Xiang 2015 14 3 32 17 4 32 55% -300[4.73-1.27] = 2
ZHAD Yanfei 2014 .67 1.8 40 17.03 389 40 B61% -B.36[9.69, -7.03) = ]
Total (95% Cl) 689 687 100.0% -4.03[4.89, -3.18] L 4

Heterogeneity: Tau®= 2.66; Chi*=151.49, df=15 (P = 0.00001); P = 90% f f

10 -5 0 5 10

Test for overall Bffect: 2= 8.26 (P < 0.00001) Favours [experimental] Favours [control]

Risk of bias legend

(A} Random sequence generation {selection bias)

(B} Allocation concealment (selection bias)

(C} Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E} Incomplete outcome data (attrition bias)

(F} Selective reporting (reporting bias)

(G} Other bias

® C-reactive protein ¥3}

Steroid Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean  SD Total Mean  SD Total Weight [V, Random, 95% CI IV, Random, 95% Cl
FAN Kuwei 2015 1345 4808 44 2815 1285 43 TA% -14.70[18.80,-1050] e
LI Ling 2015 151 42 83 429 72 A1 T2% -27.80[30.08,-2552 5
LI Ming 2015 153 29 80 A3% 74 50 T.2% -38.50[40.63,-36.37] *
LIN Yan 2015 112 22 45 B1 13 48 T2% 5.10 [4.35, 5.55] L
LIU Ging 2015 878 285 74 1532 3B5 B2 TI2%  -G.A4[7.66-547 ¥
LU ¥iaoyun.2017 748 155 83 1324 287 53 TI2%  -A.76[6.64,-4.99) =
QI Haiyan. 2017 823 109 50 1392 10 50 T2%  -5.69[-8.48-290] =
REMMingeing 2015 132 59 33 206 106 34  T7A% -16.40[2049,-1231] =
Shan 2017 2002 666 52 5167 187 50 B.9% -31.65[37.14,-26.16] =
TAO ¥uyun 2015 17.34 1008 75 4465 1877 75 T.0% -27.91 [3213,-22.49] =
WANG Hao 2016 4806 521 40 7585 A64 40 T.2% -26.80[20.27,-24.51] =
¥ Jiali 2017 188 87 60 364 102 B0 TA% -17.50[20.89,-14.11] =
YU Jierning 2017 116 &1 35 158 57 3§ T2%  -4.20[6.73-157] =+
ZHAO Shuging 2017 95 22 29 173 31 29 T2%  -T.B0L918,-6.42) %
Total (95% CI) 693 677 100.0% -16.03 [-22.56, -9.50] 9

Heterogeneity: Tau?= 15292, Chi*= 264997 df=13 (P = 0.00001%; F=100% —ISD _2'5 b 2'5 SID

Testfor overall effect: Z= 4.81 (P < 0.00001) Favours [experimental] Favours [control]

Rizk of bias legend

(A) Random sequence generation (selection bias)

(B) Allacation concealment (selection bias)

(C) Blinding of padicipants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E} Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G} Other bias
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FAN
2015

Xuwei

FENG
Xiaogiang
2016

JI Chaoyu 2017

LI Ling 2015

2

Characteristics

Country = Year

China 2012-
2015
China 2013-
2015
China 2014-
2016
China 2013-
2014

Number of
subjects:
mean age
of
experimen
t group, y
44:8.2%2.7

50: 5.1£0.3

53:6.5+2.1

Number
of
subjects;
mean age
of control
group

43;
7.2+2.1

50;
4.9+0.5

515
6.6+1.9

75

Intervention

Experimental group

2 mg/kg/d of
methylprednisolone
for 5 consecutive
days then received
Img/kg/d for 2
days.

2mg/kg/d of
intravenous
methylprednisolone
for 3d.

low-dose
methylprednisolone
2 mg/kg/d for 3-5
days

Control group

oral
administration
Azithromycin
tablets

(10mg/kg: max.

dose 0.5g) for 1

day then
received

bmg/kg of
azithromycin
through day ,

2-5 (max. dose
0.25g)

daily
intravenous
infusion of
azithromycin
(10mg/kg/d)
Erythromycin
intravenous
drip 1

then change to

week,

Outcome

Fever
duration,
Hospital day,

CRP change

Fever
duration,
Hospital day,
Cough
duration,
Improvement
of chest
x-ray

Fever
duration,
Cough
duration

Fever
duration,
Hospital days,
Cough




LI Ming 2015

LIN
2015

Jiangin

China

China

2013-
2014

2012~
2015

50; 3.1£0.4

42;6.4£1.2

50;
3.2+0.2

41;
6.1+1.3

76

intravenous

administration of

Prednisolone

sodium  succinate
1~2 mg/(kg/d) for
3days, then
changed to oral
administration  of
Prednisone 1~2
mg/(kg/d), then

stopped 7~10d of

tapering

intravenous

administration  of
methylprednisolone
1 mg/kg/time, 2
times/day, for
3days, then

changed to oral

Azithromycin
intravenous
drip for 3 days,
stop for 4days,
then oral take

Azithromycin
Tablets for
3days, then

stop for 4days
then oral take
Azithromycin
Tablets for
3days
with 3rd
generation
cephalosporins.
daily
intravenous
administration
of Azithromycin
10mg/(kg/d)for
3-5d, then
stopped for 3d.
Sequential
therapy with
daily
administration
of Azithromycin
Dry suspension
10mg/(kg/d) for
3days then
stopped for
4days, and
repeated for
total course of
treatment of
Imonth

Daily
intravenous
administration
of azithromycin
10mg/kg, for
3~5d then oral

administration

again),

duration,

Change in
chest
CRP change

x-ray,

Fever
duration,
Hospital days,
Cough
duration,

CRP change

Fever
duration,
Cough
duration,
Time to
normalizatio

n of chest



LIN Yan 2015 China
LIU Chunyan @China
2017

LIU Qing 2016 China
LU China

Xiaoyun.2017

2012-
2015

2015-
2016

2013-
2015

2014~
2015

45:6.4+£3.2

52; 5.8£4.0

74;

15355
6.59+1.57

45;

6.7£3.3

55

5.6+4.2

62;

5%

6.80+1.4

3

77

administration of

methylprednisolone,
1 mg/kg/time, 2
times/day.
intravenous
infusion of
dexamethasone
0.2~0.3  mg/(kg/d)
for5d
methylprednisolone
pulse therapy: 1~2
mg/kg/d, with
intravenous
micropump
injection for 3d.
Intravenous
infusion of
methylprednisolone
2mg/(kg/d) was
administered until
24 hours after
defervescence. Oral
prednisone was
started with
1~2mg/(kg/d) then

tapered for 7-14d

intravenous
infusion of
methylprednisolone

2mg/kg/d for 5d

of azithromycin
10mg/kg/d for

3d stop for 4day.

Oral
administration
was repeated
for 2~3

during

times
course

of treatment

intravenous
infusion of
Azithromycin
and gamma
globulin,
intravenous
infusion of
immunoglobuli

n 400mg/(kg/d)
for 2d;

intravenous
infusion of
azithromycin
10mg/(kg/d) for
5d.

intravenous
infusion of
azithromycin
10mg/kg/d for
5d then stop 4d
and repeat for
2-3 cycles

10mg/kg of oral
Azithromycin
for 1 day

continued by

X-ray

Fever
duration,
Hospital day,
Cough
duration,
Time to
normalizatio
chest

CRP

n of
x-ray,
change
Fever
duration,
Time to
normalizatio
n of chest

X-ray

Fever

duration

Fever
duration,
Cough

duration,



QIU
Haiyan.2017

China

REN Mingxing China
2015

2015-
2016

2011-
2013

50; 50;
6.91+2.16 6.85+2.1
0

33;8.9+2.4 34

9.3£3.0

78

methylprednisolone

1~2mg/kg/d

Methylprednisolone
2mg/kg/d for bdays

then
Img/kg/d for 2d.

reduced

to

bmg/kg of
azithromycin

from day 2-5.

intravenous
infusion
azithromycin
10mg/(kg/d)
was used until
symptom
improvement
then changed
to daily oral
Azithromycin
suspension

10mg/kg/d.

intravenous
infusion of
Aspartate
azithromycin
10mg/(kg/d) for
3d: intravenous
infusion of
gamma globulin
1.5g/k, 1
time/day, for 3d:
intravenous
infusion of
rifampicin
10mg/kg,
12h/time, for 4
times, used for
3days then
stopped for
4day then
change to oral
administration
of Azithromycin
10 mg/(kg/d),
for 3 days then
stopped for
Total

duration of

4days.

Time to

normalizatio

chest
CRP

n of
x-ray.
change
Fever
duration,
Cough
duration,
CRP change

Fever
duration,
Hospital days,
CRP change



Shan 2017

SHAO  Xiaoli
2011

TAO Xuyun
2015
WANG Hao
2016

China 2013-
2015
China 2008~
2010
China 2013~
2014
China 2013~
2015

52; 7.36 +
2.33

38;
6.37+2.83

75:7.4+£1.4

40;
5.10+£1.86

50; 7.29
+ 3.03
38;
6.87+2.8
6

75;
7.3+1.3
40;
4.86+1.3
5

79

Oral or
intravenous
methylprednisolone
2mg/kg/d, for 3
days

small dose of
methylprednisolone

for 3-4 weeks

Intravenous

methylprednisolone
2mg/kg/d for 4-5
days on 5-7 day of

treatment (dose
increased to
4mg/kg/d

according to patient
symptoms). Then
reduced to 1

mg/kg/d for 3 days
after defervescence.

4 consecutive days
with 2mg/kg/d of
methylprednisolone
then
Img/kg/d

reduced to

treatment was
7days for one
course of
treatment and
continued for 3

weeks

intravenous

azithromycin

Macrolide

antibiotics

Intravenous
azithromycin
(10 mg/ks/d)
for 3 days then
stopped for
4days. Followed
by oral
azithromycin
for 3 days then
stopped for 4
days continued

for 3 weeks with

ceftazidime
Daily
intravenous
infusion of
Azithromycin
10mg/kg/d for
3d. Then
changed to

5mg/kg/d of
oral
Azithromycin,
3times/day, for

3days then

Fever
duration,
CRP
LDH change,
D-dimer

change,

change

Fever
duration,
Hospital days,
Cough
duration,
chest X-ray
change
Fever
duration,
Hospital day,
Cough
duration,
Change in
chest X-ray,
CRP change

Fever
duration,
Hospital day,

CRP change



WEN
2016

Wu
2017

XU Jiali 2017

YANG

2015

YU
2017

Jianjun | China

Yourong China

China

Lijun | China

Jieming @ China

2013-
2014

2015-
2017

2012-
2014

2014-
2015

65; 7.1+4.5

60; 6.8+£1.6

20

35: 5.6%£2.7

65;
7.7+4.5

60;
7.1£2.5

20

35;
5.7+2.3

80

intravenous
infusion of
methylprednisolone

(2 mg/d, 1-2 times
and reduced as

symptoms improved

Methylprednisolone
2mg/kg/d,
Then changed to
Img/kg/d for 2d.

oral intake of
methylprednisolone
2mg/kg/d for 3-5d
on 2nd day of

treatment

intravenous

administration of

methylprednisolone
Img/kg/d for 2
weeks

Intravenous
infusion of
methylprednisolone
2mg/kg/d, 2
times/day.

for 3d.

stopped for 4d

Azithromycin
10mg/kg/d for
3d then stopped
for 4d. Changed
to oral
Azithromycin

after symptoms

improve
Intravenous
infusion of
Aspartate
azithromycin
10mg/kg/d for
3days. After 3
consecutive
days of
treatment, oral
azithromycin,

10 mg/kg/d,

was
administered
for 3d then

stopped for 4d

daily oral intake
of azithromycin
10mg/(kg/d) for
3d then stopped
for 4d then
repeated for
3-4 times
intravenous
infusion of
Azithromycin
7~10mg/kg/d

Intravenous
infusion of
erythromycin
20-30mg/kg/d,
2time/day.
Change to oral
azithromycin 10
mg/kg/d after

Fever
duration,

Hospital days

Fever
duration,

Hospital days

Fever
duration,
Hospital days,
Cough
duration,

CRP change

Fever
duration,
Hospital days,
Cough

duration,

Fever
duration,
Cough
duration,
CRP change



ZHANG Xiang China
2015

ZHAO Shuging | China
2017

ZHENG China
Xuan.2016
2) &7 9=

2012-
2013

2013-
2015

2015-
2016

3 52 32; 4+1

29;5.7£2.4 | 29;
5.3+2.5

70; 5.5£0.5 | 70;
5.1+0.6

81

Intravenous
infusion of urbason
1-2 mg/(kg/d) with
nebulized
budesonide, for
3~5d;

don't improve, oral

If symptoms

administration of
methylprednisolone

was given for 3~5d.

Daily intravenous
methylprednisolone
1.5-2.0mg/kg/d for
3days, then
changed to
Img/kg/d

tapering within 1

and

week

Intravenous
infusion of
methylprednisolone
2mg/kg/d, for 3d

48 hours of

defervescence

Intravenous
infusion of
erythromycin
20~30 mg/kg/d,
for 2 times, for
7days: followed
by oral
administration
of Azithromycin
10mg/kg/d,
(max.
0.5g/d), for 3d
then
for 4d.

dose

stopped

Intravenous
azithromycin
10mg/kg/d on
the 1Ist day,
bmg/kg/d from
2nd to 5th day,
5 days as a total
treatment

course.

intravenous
infusion of
azithromycin
10mg/kg/d in
3times/day

Fever
duration,

Hospital days

Fever
duration,
Cough
duration,
CRP change

Fever
duration,
Cough
duration,
CRP change



Certainty assessment Ne of patients Effect
i Certai Importance
o Sy Kskol Inconsistency | Indirectness | Imprecision Oher smhrﬁtﬁm lacebo faintive | Aol ™ "
studies |  design bias ey, P considerations P (95%Cl) | (95%Cl)
Treatment
Fever duration
24 randomised | not serious | serious not serious | not serious | none 1151 1134 - MD 2.66 @@@O CRITICAL
trials lower MODERATE
(2.78
lower to
2.53
lower)
Hospital Days
15 randomised | not serious | serious not serious | not serious | none 649 647 - MD 3.96 @@@O IMPORTANT
trials lower MODERATE
(4.23
lower to
3.69
lower)
CRP level after treatment
14 randomised | not serious | serious not serious | not serious | none 693 677 - MD5.97 @@@O [MPORTANT
trials lower
(639 MODERATE
lower to
5.54
|ower)
. s . . .
3) The Cochrane Collaboration’s tool for assessing risk of bias
1=l ez ]7
O Z4d 7zt
Steroid Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixted, 95% C1 I, Fixted, 95% CI ABCDETFG
1.1.1 ¥ methyiprednisolone
FAN Muwel 2015 6.89 373 44 1145 =7 43 0.9% -4.56 [5.93,-3.19] == TTDPPPP®
FEMG Xiaogiang 20162 a.85 1.41 30 1226 1.4 =0 3.2% -2.41 [3.12,-1.70] = rr@@@e@®
FEMG Xiaogiang 20168 8.53 0.97 30 1226 1.4 20 4.4% -3.73 F4.34,-3.12] o TTDPPPP®
JI Chaoyu 2017 652 21 45 108 1.3 a5 z.4% -4.70 [5.53,-3.87] f rr@@@e@®
Ll Ling 2015 54 2.8 53 ai z.4 51 1. 6% -2 70[3.70,-1.70] = ey I 1 1 1 1
LIM Jiangin 2015 5 1.2 42 71 1.4 41 5.2% -2.10[2.B6,-1.54] == T 7T 2*00®
LI Chunyan 2017 o8 0.2 52 35 1A 52 AT.T% -2.70 [3.00,-2.40] - re@P0@®@®®
LIV Qing 2016 289 1.62 74 4 25 52 3.1% -1.11 F1.83,-0.39] = T T RPPPP
LI Miaoyun. 2017 508 1.24 53 7.38 1.8 53 1.7% -2.30 [2.89,-1.71] = eroeee®
QI Halyan.2017 411 1.04 50 552 1.2 50 8.4% -1.41 F1.85,-0.97] = T T RPPPP
REM Mingxing 2015 74 18 23 115 z.4 =4 1.5% ~410[5.13,-3.07] = L =2 1T 1 1T 1 1
Shan 2017 0.86 085 52 17.55 216 50 2.0% -16.69[17.60,-15.78] = L =34 1 1 1 1 ]
SHAC Xiaoli 2011 962 1.85 38 115 3.5 =2 1.0% -1.87 [3.14,-0.60] = L I s L1
TAO Muyun 2015 525 114 75 Fos 1.7 75 TE% -1.83[2.29,-1.37] - r 7 DOR@E®
WVEAMG Hao 2016 686 2.35 40 1263 35 40 1.0% -3.77 [5.08,-2.46] == TTPPPPP
WER Jianjun 2016 7Aooz 65 107 2.4 65 2.7% -3.E0 [4.38,-2.82] - rrT@eee®
WU Fourong 2017 7.2 1.8 34 11.4 23 a4 1.7% -4.20 5.18,-3.22] = L L 1 1 1 J
U Jiali 2017 15 2.3 B0 5.8 3 60 1.8% -1.20 [2.26, -0.34] — rr@@@e@®
WANG Lijun 2015 6.69 1.9 20 11.59 3.3 z0 0.6% -2.70 [4.36,-1.04] T TTDPDDD
i Jiermning 2017 27 1.7 35 58 1.8 =25 2.3% -210[2.94,-1.26] T rr@@@e@®
FHARIG Xiang 2015 a 2 2z 11 a3 az 1.0% -2.00[3.25,-0.75] — ey I 1 1T 1 1
ZFHAD Shuging 2017 83 31 29 132 28 29 0.7% -4.890 [6.42, -3.38] = r T Eeee®
FHEMG ¥uan. 2016 48 11 0 5.8 1 O 12.3% -2.00 [2.26, -1.64] - L =2 1T 1 1 T ]
Subtotal (95% CIy 1056 1038  87.8% -2.77 [-2.91, -2.63] |
Heterogeneity: Chi*= 108670, df= 22 (P = 0.00001); "= 98%
Test for overall effect: Z= 39.80 (P = 0.00001}
1.1.2 Other steroids
LI Ming 2015 2 17 50 121 3.2 50 1.6% 410 [5.10,-3.10] = ereeee®
LIk wan 2015 23 09 45 EX:) 1 45 10.6% 150 [1.89,-1.11] - L 1 1 1T I 1 T J
Subtotal (95% CIy o5 o5 12.2% -1.85[-2.21, -1.48] +
Heterogeneity: Chif= 22,32, df=1 (P = 0.000013; F= 95%
Testfor overall effect: Z=9.88 (P = 0.00001)
Total (95% CI) 1151 1134 100.0% -2.66 [-2.78, -2.53] [
Heterogeneity: Chi*= 113048, df= 24 (P = 0.00001); "= 98% == - 5 =

Test for overall effect: Z= 4075 (P = 0.00001)

Testfor subgroup differences: ChiT= 21.47, df=1 (P = 0.00001}, = 95.3%
Risk of bias legend

(A) Randam sequence generation (selection bias)

(B} Allocation concealment (selection kias)

(C) Blinding of participants and personnel (performance bias)

D} Blinding of outcorme assessment (detection bias)

{E} Incomplete outcome data (atirition bias)

Fy Selective reporting (reporting biash

G) Other bias

@ ¥ 71
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Steroid Control Mean Difference Mean Difference Risk of Bias
Stucly or Subgrou Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
1.2.1 v metindprednisolone
FAN Muwei 2015 871 1.8 44 1287 17 43 133% -416[4.90,-3.43 2
FENG ¥iaogiang 20184 184 222 30 17.83 1.98 30 63% -1.43[249,-037] =
FENG ¥iaogiang 20168 1422 153 30 17.83 1.98 30 90% -361 [451,-271] ==
Ll Ling 2015 113 22 5% 172 38 &1  50% -590[7.10,-4.70] —=—
REMN Mingxing 2015 a7 22 33 126 21 34 EE% -2.00[383,-187] ==
SHAO ¥iaoli 2011 905 23 38 1068 26 38 58% -1.63[273,-053 =
TAD Huyun 2015 642 1.8 75 1273 2B 75 140% -6.31[7.03,-559) =
WANG Hao 2016 1413 34 40 1678 35 40 3% 265 [416,-1.14] =
WER Jianjun 2016 172 29 65 216 23 @5 8.8% -4.40[530,-3.50] e
WU Yourang 2017 a5 21 34 127 2 34 TAE® -320[417,-2.23] ==
S0 Jiali 2017 17.8 52 60 236 61 B0 1.7% -580[7.83,-3.77
VANG Lijun 2015 856 1.3 20 1223 25 20 4T7% -3.67 [4.90,-2.44] R
ZHAMNG Xiang 2015 14 3 3z 17 4 32 24% -3.00[4.73,41.27] ———
Subtotal (95% Cly 561 562 8B.7% -3.95[-4.23,-3.66] +
Heterogeneity: Chi¥= 105.91, df =12 (P = 0.00001); F=89%
Testfor averall effect: Z= 27.18 (P = 0.00001)
1.2.2 Other steroids
LI Ming 2015 87 16 &0 135 33 50 7.0% -4.80[582,-3.74 ==
LIN van 2015 108 2.9 45 137 33 45 44% -2.90[4.18,-1.63) =
Subtotal (95% Cly 95 95 11.3% -4.07 [-4.86,-3.27] >
Heterogeneity Chi= 517, df=1 (P = 0.02}; "= 81%
Testfor averall effect: Z=10.00 (P < 0.00001)
Total (95% ClIj 649 647 100.0% -3.96 [-4.23, -3.69] ¢
Heterogeneity: Chi*= 11116, df= 14 (P < 0.00001}; F= 87% =5 g 3 1 =
Testfor averall effect: Z= 28.96 (P < 0.00001) :
Testfor subgroup diffierences: Chi*= 0.08, df= 1 (P = 0.78), F= 0% Favoursdexperimeriall davaurs [eata]
Risk of hias leqend
) Random sequence generation (selection bias)
B Allocation concealment (selection bias)
Ch Blinding of participants and personnel {performance hias)
D) Blinding of outcorme assessment (detection hias)
(B Incormplete outcorme data (attrition bias)
{Fr Selective reporting (repoting bias)
(G) Other bias
® C-reactive protein ¥13}
Steroid Control Mean Difference Mean Difference Risk of Bias
Study or Subyrou Mean  SD Total Mean  SD Total Weight W, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
1.3.1 W methsdprednisolone
FAN 3uwei 2015 1345 488 44 3B15 1285 43 1.1% -14.70[-18.80,-10.60] == 77
Ll Ling 2015 151 42 53 429 732 A1 35% -27.80[3008,-2553 = 77
LIU Qing 2016 878 285 74 1532 365 B2 14.4% -6.54 [7.66, -5.47] = 77
LU Miaoyun 2017 748 158 53 1324 287 53 231% -5.76 [6.64, -4.80] . @
QIU Haiyan 2017 823 109 50 1382 10 &0 23% -5.69 [8.48, -2.90] == 77
REM Mingxing 2015 132 58 33 296 106 34 1.4% -1640[2048 -12.31] = ?
Shan 2017 002 GEE 52 5167 187 S0 0E% -31.65[-37.14,-26.16 @
TAD Xuyun 2015 17.34 1008 75 4465 1877 75 08% -27.31[3213,-2249] = 77
YWANG Hao 2016 4886 521 40 7585 564 40 332% -26.89[-20.27,-24.51] = 77
U Jiali 2017 184 BF7 B0 364 102 BO 1.6% -17.50[2089,-14.11] = 77
YU Jieming 2017 116 51 35 158 57 35 28% -4.20 FB.73,-1.67] == 77
ZHAC Shuging 2017 95 22 29 173 31 29 94% -7.80 [9.18, -6.42] = 77
Subtotal (95% CI) 508 582 63.8%  -9.54[-10.07,-9.01] |
Heterogeneity: Chi®= 73267, df =11 (P = 0.00001); F= 98%
Testfor overall effect Z= 3520 (P < 0.00001)
1.3.2 Other steroids
LI Ming 2015 163 28 &80 538 74 60  4.0% -38.50[4063,-36.37] =
LIM Yan 2015 112 22 45 B1 13 45 323% 5.10 [4.35, 5.84] -
Subtotal (95% CI) 95 95 36.2% 0.31[-0.39, 1.02]
Heterogeneity: Chi®= 1438.47, df= 1 (P = 0.00001); F= 100%
Testfor overall effect Z= 0.87 (P = 0.38)
Total (95% CI) 693 677 100.0% -5.97 [ 6.39, 5.54] |
Heterogeneity: Chi®= 2648.97, df= 13 (P < 0.00001); F=100% 7 s ) s i

Testfor overall effect: Z= 27.59 (P = 0.00001)

Testfor subaroup differences: Chi®=478.93, df=1 (P = 0.00001), F= 99.8%
Risk ofhias legend

) Randorm sequence generation (selection bias)

B Allocation concealment (selection bias)

{C) Blinding of participants and personnel (perormance bias)

) Blinding of outcorme assessment (detection biasy

() Incomplete outcome data (attrition bias)

F) Selective reporting (reporting bias)

{G) Other bias
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Certainty assessment
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