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HHEE 1. 20} O[22E0|E 579 S5 Oto|2 =2 =0t H|FHoj|M H|Oj2 28}
Ol ANI(HIEEIAOIZEA, FI= 2X) X 2= O3 Z22[0|E X| = CHH| 211X

[BUEE(PICO)]

SEXHPOPULATION): 18M| O|¢} Ot=2 22t0|= £33 55 Oto| A Z 2t =0t HH 2txt
X Z2H(NTERVENTION): H|OI3 22}0| = SHAH|(E| ECIALO| 22|, A =2X) X =2
H| I CHAHCOMPARISON): O3 2210|E X|2

X|2Z2HOUTCOME): &g 7|2k, ¢l 212F X|2 23t /sl

1) HDE 9%
[2E]

20 0t3220|E =239 5 OI0|ZZ2t=0t HFH0| A DtE2210|= H|Ze| | X[ =0 = e Fote| 27H0| ¢
= [, H|Of2 2210|= MM| 2 13 = FI10610] X2 218 UKL S5 B, 2H & moderate).

2) 2H Y%

Aol mpaReto| = B34 vto|FEet=nt A8 xS o2 vntaRete| = X 53 vpa R el =
A8 olA o] A8 vhe-S v mak F2h9) thz A7 33 O Hek ga AT s o) gt WEeRE
25 B5 27 I A Bl Erprto] F7 ARE o] nha R et = ARgrol| v]El] AV ARk &
I o 2 GFAF om, X5 24417k o], 48A17F o], 72A]7F o] W S H]go] U EhTE HA=EA
o} iz gebo| Sl S v w2k th 2 A7) Q1AL AmEA AFETe] d97Izkel ¥ #e ARE B
oI o} gatAle] BN Bl A7) ofy ol W E A o2 Al =9l AL, FgFA BF AT A= 48
Zb ol W 4 v]go] AmEA ARgo| vARefo| = AR} Eohrh ey, A Aol AR
=g ghell o] 2 do] wie- a1, A HreA] Alzbet o] vjdHA o] Jlo] FFE olste] 24 FEL
2 et HEg Ao F-A 9} A= EA| Abol o] 94 Ao RE Adatr] ol AR Apm A 48417 o]
QD &7t " Egtrto] AV AmEAEe ¥ S5 02 Ughout AR} R385 Qlujets
3 AAE BA AREE S QlErhE B YR 2717} H)ele RES s,
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3)ZA &g 2t

Od 7|zt

% 399 T2 2T A7 A HEA o] F A X EF(78%)F A R etol = X E7(1007)S T
o g 73t ©E BAE vk Ay 7 o 1He] i Hd 7IRke] Aol -1.459(95% CI, -2,51~-0,40
D E HEZA | FHA| X FollA Froh 2 77 &5 235 B uk(Fig. 1).

Tetracyclines Macrolides Mean Difference Mean Difference
Study or Subgrou Mean S0 Total Mean SD Total Weight V. Random, 95% Cl IV, Random. 95% CI
1.2.1 minocycline+azithromycin vs azithromycin
Han ¥ 2016 37 1M 9 522 1.1 a0 32.4%  -1.81 [2.01,-1.01] =
LiJ 2017 324 036 21 548 058 21 34.0%  -224 [2.54,-1.94] ——
Subtotal (95% CI) 50 71 66.5% -1.90[-2.62,-1.19] ~—

Heterageneity: Tau?= 022, Chi*=6.11, df=1 (P =0.01); F= 84%
Testfor overall effect: Z= 5.23 (F = 0.00001)

1.2.2 minocycline vs clarithromycin
Zhang G 2016 184 06 28 24 08 29 335% -0.60 [0.97,-0.23] —=— 70000
Subtotal (95% CIy 28 20 335% -0.60[0.97,-0.23] -
Heterogeneity: Mot applicable

Testfor averall effect: 2= 3.21 (P = 0.001})

Total (95% CI) 78 100 100.0% -1.45[-2.51,-0.40] i
Heterogeneity Tau?= 0.83; Chi®= 46.72, df= 2 (P < 0.00001); F= 96% 2 1 1 2

Test for overall effect: Z=2.70 (P = 0.007) . .
Testfor subgroup differences: Chif= 1016, df= 1 (P = 0.001), F= 50.2% Faveurs [tetracyclines] Favours [macrolices]

Fig. 1. Comparison between tetracyclines treatment and macrolides treatment on fever duration (days).

@ <dd 71zt
3 4.,6) - -
Z 27 0] T2 2 A7V elA Bl Epato] 2 9Al (T B 371 A5 (577)3 nha R eto| = A
gﬁﬁm@%ﬂ o2 9 VIt &5 ERE vaet At 7 3ke] Hat J 9 717ke] Abol= -3.339(95%
,-4.32-2.350) 2 Hl EPALo| 2 A (G5 i 7D ARzl fol@ A9 712 &5 Adg R
(Fig. 2).
Tetracyclines Macrolides Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
Han ¥ 2016 834 247 29 1128 283 30 59.0% -2.04 [4.22,-1.66] Ld ®@70000
Zhang @ 2016 05 37 78 134 27 20 410% -300[544,-236 - 270000
Total (95% CI) 57 59 100.0% -3.33 [-4.32,-2.35] +
Heterageneity: Chi*= 0.88, df=1 (F = 0.35), F=0% R
Testforoverall effect: 2= 6.63 (P = 0.00001) Favours [tetracyclines] Favours [macrolides]

Fig. 2. Comparison of length of stays between tetracycline treatment and macrolide treatment.
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@ rtaRete|= A 5o} H Egprtol F -4 A 59| A3 Bl A5 &3

27 o] 2H9) 2 AFVoA Bl Egtale|E Al A B (49) % vl R o= X EF(50) oA A&
BIE g BA8ETE 7 ATtele deol jlaL, 713l o] SR EAY gAY, Aol s HAY A
7331 Aol 37t lvkar A ejatlon, zF AteM= T A5addA BdE A2 8 5 vusk it
nlagelo|= X gl o] X5 EIE 46.0% (23/50)01 R dlol] v]&| g Efrlo|EHA A BTl =
87.8% (43/49) 2 -2l 8t x| & F395 H AJTHOR 8.80, 95% CI 3.12~24.82) (Fig. 3).

Tetracyclines Macrolides Odds Ratio Odds Ratio Risk of Bias
Study or Subgrou Events Total Events Total Weight M-H. Fixed. 95% CI M-H. Fixed. 95% CI ABCDEFG
LiJi2017 19 21 13 21 469% 5.85([1.07, 32.08) 20000
Zhang Q 2016 24 28 10 29 531% 11.40([3.09, 42.10] —— 20000
Total (95% CI) 49 50 100.0% 8.80[3.12,24.82]
E

Total events 43 23
Heterogeneity: Chi*=0.37, df=1 (P = 0.54), F=0% D t 1 t {

e 0.001 01 1 10 1000
Testfor overall effect Z=4.11 (P < 0.0001) Favours [macrolides] Favours [tetracyclines]

Fig. 3. Comparison of efficacy between macrolide treatment and tetracycline treatment.

@ 24A13F o] 4 5 W& H|aL

271 9] AeA 3'1,_]-%1— A7V A Bl ERtitol Z A A 8 (919) 3 v Eeo| = X 27 (34)S e
2 2477t o] & 54 u]&-S B w3k A3, vpagelo| = X 8ol 11.8% (5/34) oA AU ol
H)a] B EgfAbo] F @Al X Ztol M= 56.0% (51/91) 014 244171 o]yl ¥k 5718 HTHOR 5.34, 95% CI
1.81~15.75) (Fig. 4).

Tetracyclines Macrolide Odds Ratio Odds Ratio Risk of Bias

E i i H, Fi ABCDEFGH
Okada 2012 43 Ba 4 13 7B4%  3.87[1.08,13.87] @20007200
Yo 2016 8 23 12 216% 10.67 [1.20,94.74] @000000
Total (95% CI) 91 34 100.0% 5.34[1.81,15.75] ~—
Total events a1 ]

Heterogeneity: Chi*= 063, df=1 (P=043), F=0%

Test for overall effect Z= 3.04 {P = 0.002) 0.01 0.1 1 1o oo

Favours [macrolides] Favours [tetracyclines]

Fig. 4. Forest plot for 24 hr-defervescence rates between tetracycline treatment and macrolide treatment.

298] A #AF AF N BEFZSEA B (219)F rtagelo]= X 27 (607)S e
24417F o} Whd 3 Bl &S H|wg A, vfARgo|E X872 8.3% (5/60), EFEFAM A w5
19.0% (4/21)& F = 7kol] £-2]3F 2Fo] = Ko X]+= ¢EITHOR 1,11, 95% CI 0.25~5.00) (Fig. 5).

Tosufloxacin Macrolide Odds Ratio Odds Ratio Risk of Bias

Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M_H, Fixed, 95% CI ABCDEFGH
Ishiguro 2017 0 8 147 139% 1.82[0.07, 48.61] 2000200
Okada 2012 4 13 4 13 861%  1.00[0.19,5.29] 20007200
Total (95% CI) 21 60 100.0%  1.11[0.25,5.00]
Total events 4 5
Heterogeneity: Chi*= 010, df=1 (P = 0.75); F= 0% ¢ y t t {

o = 0.01 0.1 1 10 100
Test for overall effect. Z=0.14 (P = 0.89) Favours [Macrolides] Favours [Tosufloxacin]

Fig. 5. Forest plot for 24hr-defervescence rates between tosufloxacin treatment and macrolide treatment.
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(3 48A17F o) W 5 )& ML

s o] Ak ko ”“oﬂ/q Bl EgfAbo] E9IAl 2| 8 (148%8) 3 nha g elo| = A 5 (1527%) &t
02 48A)7F oU] Y T4 H]-&-S v|wE A}, nfA R E}o]| = x| Bl 25.7% (39/152) 94 B AEYHA
R RIE R NS ES xﬂ | g ol A= 91.1% (136/148) 9|4 48A17F o] ¥ & 48 B JUHOR 18,37,
95% CI 8,87~38.03) (Fig. 6).

Tetracyclines Macrolide Odds Ratio Odds Ratio

M-H, Fixed, 95% CI M-H, Fixed, 95% C

Ishiguro 2017 4 4 1 47 0.8% 279.00[9.85, 780213
Kawal 2012 15 15 1 21 4.5%  T392[3.83, 142849
Kawal 2013 33 38 22 50 B6.3% 8.40[2.81,25.08]
Okada 2012 B2 it B 13 236% 12.06[3.05, 47.69]
e 2016 22 23 4 21 4.8% 93.50 [9.56, 914.92]
Total (95% CI) 148 152 100.0% 18.37 [8.87, 38.03]
Total events 138 39

Heterogeneity: Chi*=7 .67, df=4 (P=010); F= 48%

Test for overall effect Z= 7.84 (F < 0.00001) 0.01 o 1 10 100

Favours [Macrolides] Favours [Tetracyclines]

Fig. 6. Forest plot for 24hr-defervescence rates between tetracyclines treatment and macrolide treatment.

399 AFH B A7 VN BEFZ 2 A 2T(838)F vta Rt o= A2 E(1108)S e
48A17F olu] W A H]&-S v w3 Ay} nlagEle] T X ZEAE 26.4% (29/110)914 T AEUE ©
o H8l EFEZAR A BT oM & 62.70(52/83) 9l 484131 o] W Z& B QTHOR 2.78, 95% CI
1.41~5.51)(Fig. 7).

Tosufloxacin Macrolide 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 ABCDEFGH
Ishiguro 2017 0 g 1 47 46% 1.82[0.07,48.61] @2000200
Kawai 2013 43 62 22 B0 TEA%  2.88([1.32, 6.26] —— 020007200
Okada 2012 g 13 B 13 18.9% 2.63[0.53,13.07] —1 20007200
Total (95% CI) 83 110 100.0% 278 [1.41,5.51] -
Total events a2 28
Testfof ovorl et 22 304 (o000 oo o 0 100

TS - Favours [Macrolidesl] Favours [Tosufloxacin]

Fig. 7. Forest plot for 48hr-defervescence rates between tosufloxacin treatment and macrolide treatment

28] A BF A7V EFZEAL X 8EF(75%)F H Eprlo| A A 8F(106%)2 e
248417 oj] B 3 v|EE vug A, EFZEAR] XSl A= 69.3% (52/75) 4] SAEHIJA
dloll v)&l B Egtito]lE2lAl] x| B0l A= 88.7% (94/106) 9|4 48417F o) W 548 B JTHOR 0.32,
95% CI 0.13~0.76)(Fig. 8).

Tosufloxacin ~ Tetracyclines Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI ABCDEFGH
Katwal 2013 43 62 a3 38 675%  034[012,1.01] —— @2000706
Okada 2012 8 13 61 B8 325%  0.26[0.0, 1.08] — @290 20@
Total (95% CI) 75 106 100.0%  0.32 [0.13, 0.76] ~
Total events 52 94

- - Favours [Tetracyclines] Favours [Tosufloxacin]

Fig. 8. Forest plot for 48hr-defervescence rates between tosufloxacin treatment and tetracycline treatment.
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©@ 72713t o] B A=

27 ] A2 B A7 VoA B EStrto|FHA X 2(019)F ntaEeo] = A B2 (349)S thY e s
7227k ol ' 3 Bl &S vagh A, vhE Rk = A Bl 55.9% (19/34) oA A EAE Hel
H|3l H Etato] 2 A X5 oll A= 98.9% (90/91)ollA] 724131 ol Y 515 K THOR 40.77, 95% CI
6.15~270.12)(Fig. 9).

Tetracyclines Macrolides Odds Ratio Odds Ratio Risk of Bias
tal i i -H, Fi 5% Cl ABCDEFGH

Okada 2012 BT &8 9 13 48.3% 29.78[2.99, 206.75] —8— 970001700
e 2016 23 23 10 21 80.7%  §1.48[2.77, 957.69] — R — 970000080
Total (95% CI) 91 34 100.0% 40.77 [6.15, 270.12] —~i——
Total events a0 149
Heterogeneity: Chif= 010, df=1 (P = 0.76); F= 0% t t T t t

o - 0.005 0.1 1 10 200
Testfor overall effect Z= 3.84 (P = 0.0001} Favours [Macrolides] Favours [Tetracyclines]

Fig. 9. Forest plot for 72hr-defervescence rates between tetracycline treatment and macrolide treatment.
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@ FA=2A9t Hl EPA o] S -A) AFE-2] o] =
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Egprtol g Al ololls B2l Al S A9 5 gl B-volle T2 22 84| o] oA AHE-5 31718t
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WA Z A EHE A-ollA 124 o] FellM = FAA|F -, 124 nintol = H RSS9 22 F)
A 2T & Aoz AQtskaL Itk o wEREA oA o] Aol A= of 7 ofAll o] /dH &
S 71U 5 e 2SS AUE 5 0T B4l 23 Bl Ag-ollA Bl Epato| S -A A g
2 R 84 o] 3= thd o2 8k lal &84 vho|FETt=r} o] AR o]5o] JllerE o= ol
kol A 84 o] FollA s7FE o] Q= A& arefshd 84| o] FollA thE 83 &t A7 gAY Y olFd o]
AehaL dekd A9 g 5 1S Aotk v 24" dA7SolM 2 ofAl o] kAol g ks =
Shal AR oFA] ARg-oll thet 277} -2zt thE s7kARel S8 AL, 5 oAl T WA e
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Q@ FAzEA o} " EA o) F A A< 213]

B EgfAto] Z A9 AEEAlE ARAge] = Aot H Ebrto| 2 dAlE 22 o] #A 48], X
of Jo}d At Fxm P Ko} Mo Fakg-o @ 124 oPH AR F7loll M= 84 o)) oA RE ALE-
o] 317}=o] Qlom FEEA T nAd5e TEolA FAsEAdl 25t A=< e (erosion) o] WA o] HILE
Qo] 184 mgke] Aol ad ol A j7hE o] Q1A itk ¥ E HETHEo] ok oA o] FmEA| A
RS MR OR AT dEA ST AA Y o]t {ZE—“SV] o2 GAIARI A FAolH 7F ]
7o ATkaL EFA|RE Aob A A d @zt Al FmE, vl Etibo| S A Al AR ofbF] Qb Ado] Ey
Al s ot A E ATFEAAM T A Ol ek T2 A5t Al S EH A okth A&, v EAL
o] FH ARG O 2 It LI AAE v ET oA K o] dnk-g-o] A wiAE = glok, gk Aol ad
N AzEAl, bl Egpato] 2R o] iAol ARg-o] RIET} ZolA WA of7]E 4 Q= o] & Al theh
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6) ALH 4847} 58X
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8) AJollM Q| naqAret

3o g vpo|mEetzrt gl o] At vpa gt = WA i ARH SAE 7 I7F ke A A
Al A olM = E7bsslth. A Aol whE viazeto| = WA vhol &tz H e ke H 7o
theket 1o tisk elE E§et 25 Avto] FasiH, stAle] Ao 9lo] A5 o] 5H HE F
3] argfefof gty AlghE SAE o g shal ARt iAol = A e 84 55 vlolEE
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HYEF 2. 20 OIZRE[0|E £S48 ST OI0|2Z2 20 HHoM ZEE[TA
CX| $8 X|2= 0f3 22}0| = X|2 CHH| Z2FHQIDP?

A= E(PICO)]

SIXHPOPULATION): 18A| O3t O3 2210|= &84 53 O0|ZE2t=0t H|F 2tx}
X|ZH(NTERVENTION): Z2E|ZAHZ0|EX| HE X2

H| W CHAH(COMPARISON): O3 2210|E X|2

X|2ZIHOUTCOME): ¥ 2|2t & 2124, X2 &1, {Ish

1) 2LE Q%

Ho

[F1E]
20t OtA220|= 289 55 OI0|ZE24 =0t HHoj| M Of2 2210 = A Bo| &7 A X =0l Y Fate| =27H0| ¢l
2 [ I X 2E RAISIHAM, AHZ0|= EE A =2E HNVCHAL 3 B, 27 +& moderate).

2)2H %

Lol nfagele| = B84 F5 vlol2Ee=r) W 49 FAE dFoR, nfagefo| = gatAl 9} 28
2ol Y& 57 vfaRdo|E T X 57 (U27)S Bl udk T2 dj2a A 2438 Ui gk wleE
A& B3 24§ A, 2HRol= e X 870] §F A 57 vjs] i Jdr e aE o
2 gAY, 2y, 27 FA0) AREE =8 7o) o] @ Ado] vl a1, A Hrhola] Az Ee] v
Aol glo] BE FHwo] 27 £Fo 7 HYrheth, A Ro|= ALgo 2 Q13 o] 53} S E 1elet S
wj 9)3] Hrh= o]5o] SR =rha HrhEL A FA o AR H BE ATl 2H| o= &3l u}

ro

o

4

2 508 24T 5 Qe AFE QT B, BE J70 ZHEUSE FEEF02, 19 1-2 my/kg (3
o) 40 mg) 35U+ ol SHRLo.r, A2kek OFE o)) whe-ol tha ma glolet.
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@2d 71zt

Z 2470 229) th 2T ATolA AEH o=
(1174)8-& thF o2 HE 59 &= A5 2y 7|3t
ko] Apol= -3.324(95% CI, -4.16~-2.48Y) & W& A5 TollA Fogh & 7Rt &5 235 B Ack(Fig.
10).

Steroid Control 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 ABCDEFG
FAN Xuwei 2015 689 373 44 1145 27 43  36%  -4.56[5.93,-3.19] - 1200000
FENG Xiaogiang 20164 985 1.41 30 1226 1.4 30  38%  -2.41[3.12,-1.70] - 27 @
FENG Xiaogiang 20168 8.53 097 30 1226 1.4 30 38%  -3.73[4.34,-3.17 - 1700000 <
JI Chaoyu 2017 B2 21 45 108 19 45  389%  -4.70[553,-2.087] - 77 @ :
LI Ling 2015 64 28 53 91 24 &1 38%  -270[3.70,-1.70] - ?? @ rH
LI Ming 2015 8 17 50 124 32 50 38%  -410[510,-3.10] - ®@2e® @ |-J
LIN Jiangin 2015 5 132 42 T4 14 41 40%  -240 [2.66,-1.54] - 77 @
LIM Yan 2015 23 009 45 318 1 45 40%  -150[1.89,-1.11] - @ L1117 2
LIU Churryan 2017 D8 02 52 35 11 57  40%  -270[3.00,-2.40] - ? (11 1]
LIU Qing 2016 289 162 74 4 25 B2 38%  -1.11[1.83,-0.39] - ? @ L
LU ¥ia0yun 2017 508 124 53 738 18 63 40%  -230[F289.-1.71] - @r00000 re
QIU Haiyan.2017 411 1.04 50 552 1.2 50  40%  -1.41 [1.85,-0.87] - 2 0000 v
REN Mingxing 2015 74 19 33 115 24 34 38%  -410[513,-3.07] - @ Ral
Shan 2017 086 0.85 52 1755 316 50  39% -16.6917.60,-1578 2200000 >
SHAO Xiaoli 2011 963 1.95 30 115 35 38 37%  -1.87 [2.14,-060] - ® @ =
TAO Xuyun 2015 525 114 75 FO0B 17 78 40%  -1.83[2.28,-1.37] - ?? @ ru
WANG Hao 2016 886 235 40 1263 35 40 37%  -3.77 [6.08,-2.46] - 1700000 N
WEN Jianjun 2015 71 21 B85 107 24 B5  38%  -3.50[4.38,-2.82] - ?? ?
WU Yourang 2017 72 018 3 114 23 34 318%  -420[518,-1.27] eze0000 i)
U Jiali 2017 45 23 B0 58 3 B0 38%  -130[2.26-0.34 - 2700000 =
YANG Lijun 2015 889 1.88 20 1159 33 20 35%  -270[4.36,-1.04] — 772 @ foln
U Jieming 2017 37 17 35 58 18 35 38%  -210[2.94,-1.26] - 1700000 his
ZHANG Xiang 2015 5 2 32 11 3 32 3%  -2.00F3.25,-0.74] - 272 @
ZHAD Shuging 2017 83 31 29 132 28 29  36%  -4.90[5.42,-3.38] - ? @
ZHAD Yanfei 2014 216 074 40 454 1 40 40%  -2.38[2.77,-1.99] - (I ITT L1
ZHENG Xuan.2016 48 14 70 BB 11 70 40%  -2.00 [2.36,-1.64] - @
Total (95% CIy 1191 1174 100.0%  -3.32[4.16,-2.48] ]
Heterogeneity: Tau?= 4.60; Chit= 1132.27, df= 25 (P < 0.00001}; F= 95% 20 -1=u i 1=u 2=u
Testfor averall effect 2= 7.72 (P < 0.00001) Favours [experimental] Favours [control]

Fig. 10. Comparison between glucocorticoid therapy and macrolide therapy on fever duration.
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Z 1579 F&9] tz AF A RITEI T ~H Zo|= W A F7(1,1918)F} AR elo] =
5 X857 (1174%) S o= B8 X 59} v X5 4 77 &5 298 v wet 47 F k]
ol 71719] zpol= 4,039 (95% CI, -4.89~-3.180) 2 HE X5 oA 23t 9] 77t &= 292 1Y

Steroid Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight V. Random, 95% CI IV, Random, 95% CI
FAMN Huwei 2015 871 18 44 1287 17 43 G.8% -4.16[-4.90,-3.47] -
FEMG Xiaogiang 201 6A 164 222 30 17.83 1898 0 64%  -1.43[2.49-037) -
FEMNG Xiaogiang 20168 14.22 1.53 30 1783 188 a0 6%  -3.61 [4.51,-2.71] -
LlLing 2014 113 22 53 172 38 81 62%  -580[7.10,-4.70) -
LI bing 2015 87 16 a0 135 33 50 B.5% -4.80[5.82, -3.79] -
LIMYan 2015 108 29 45 137 33 45 B1% -2.90[-4.18,-1.62] -
REM Mingxing 20145 97 22 33 126 21 34 B.A5% -2.90[3.93,-1.87] -
SHAD Xiaoli 2011 9058 23 38 1068 26 38 BA4% -1.63[2.73,-0.53] -
TAQ Huyun 2015 642 1.8 TE 1273 26 78 6.8%  -6.31[-7.03,-5.59] -
WANG Hao 2016 1413 3.4 40 1678 35 40 9.8% -2.65[4.16,-1.14] -
WWEM Jianjun 2016 172 249 B 216 23 3] B.6% -4.40[-5.30,-3.50] -
WU Yourong 2017 95 21 34 127 2 34 B.5%  -3.20[4.17,-2.23] -
U Jiali 2017 178 &2 B0 236 641 1] 5.1%  -5.80[-7.83,-3.77] I
YANG Lijun 2015 8.56 1.3 20 1223 25 20 6.2% -3.67 [-4.90,-2.44] -
ZHAMG Xiang 2015 14 3 32 17 4 32 5.5% -3.00[-4.73,-1.27] I
ZHAQ anfel 2014 867 1.8 40 1703 38 40 B.1%  -8.36 [-9.69,-7.03] -
Total {95% CI) 689 687 100.0% -4.03[-4.89, -3.18] L
Heterogeneity: Tau?= 2.66; Chi#= 151.49, df= 15 (P = 0.00001}; F= 90% t

-10 5 0 5 10

Test for overall effect: Z= 9.26 (P = 0.00001) Favours [experimental] Favours [control]

Fig. 11. Comparison between glucocorticoid therapy and macrolide therapy on hospital days.

(3 C-reactive protein (CRP)2] W3}

Z 139 ¢] T2 th g QP RB0BAB0D 2] 1| Zo|= HE X BT(6937)F} v R Eto|=
95 ARRETE IO W A 2ok 4% AR CRP ga HIE 1|t 734 @7he] it Cre
7 G} 2] -16,03(95% CI, -22.56~-9.50) &2 W& 2| & Fol|A ]38k CRP 74 &2 W 3Ivh(Fig.
12).

\l

Steroid Control Mean Difference Mean Difference
Study or Subgrouw Mean SD_Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
FAM Yuwei 2015 13.45 488 44 2015 1285 43 FA% -14.70[18.80,-10.60] -
LI Ling 2015 161 42 53 428 72 51 7.2% -27.80[30.08,-25.52] -
LI Ming 2015 163 29 A0 538 71 A0 7.2% -38.50[4063,-3637] -
LIM Yan 2015 112 22 45 61 1.3 45 T.I% 510 [4.35, 5.85] -
LIU @ing 2016 878 285 74 1532 365 62 T7.2% -6.54 [-7.66,-5.42] -
LU Hiaoyun.2017 743 158 53 1324 287 53 7.2% -5.76 [-6.64,-4.89] -
QIU Haiyan.2017 223 1.0 50 1382 10 50 7.2% -5.60 [-2.48,-2.90] -
REM Mingxing 2015 132 58 33 296 106 34 7.1% -16.40[20.48,-12.31] -
Shan 2017 2002 668 52 5167 187 50 69% -31.65[37.14,-26.16] -
TAQ }uyun 2015 17.34 1008 75 4485 10877 75 F.O0% -27.31[3213,-22.49 -
WANG Hao 2016 48096 521 40 7585 5.64 40 72% -26.88[29.37,-24.51] -
U Jiali 2017 189 &7 B0 364 102 B0 TA% -1750[2088,-1411] -
YU Jieming 2017 116 51 35 158 &7 35 T.2% -4.20 [-6.73,-1.67] -
ZHAO Shuging 2017 95 22 29 173 31 29 73% -7.80[-9.18,-6.42] -
Total {95% CI) 693 677 100.0% -16.03 [-22.56, -9.50] -
Heterogeneity: Tau® = 152.92; Chi*= 2649.87, df= 13 (P = 0.00001); F= 100% t t t ;

-&0 -25 0 25 a0

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

Fig. 12. Comparison between glucocorticoid therapy and macrolide therapy on CRP level after treatment.
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7) oiReint 3= wor

@ Aol 22l

mlol A HEE AAE 22 A7 d2w, ok ¥R fajolA 2e| 2ol = Ao e S8 2
= vl go] A 83,700 D8 AEGOH, 2 20 = ALg ] thE T gL e A9 5w fla
ol T Waale. Y Ea A Barse) A 2H o= gl TS 2 A ol e A
A 24e WYk 2el 20| = AL Bl A1EH Sl o) AT-2 B4 Bl & 4 9le), 2ERo|=
Aol T TR e WL 3100l RO, T % 350 thE WA ZRE ARE ARG nns)
At 77 el Zol=Al o] BRME 1L, Bahg Ao B Fee, 22 8 e A7 w9ws) &4
7} it
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HHEE 3. 20} OIZ2E0|E £37d 55 Ofo|ZE 220 HHUM F1& Z=
E|ZAHZ0|CH| X|2= =8 AZE|FAH|Z0|SH| |2 CiH] ZapEOII}?

EHEE(PICO)]

2tXHPOPULATION): 18| O[3t Or222t0|E &8+ £F Ot0|Z E2t=0t 1| F 2kxt
X|2RH(INTERVENTION): A8 F2E|FAHZ0|EX| X|2

H| W CH4(COMPARISON): HF-& T Z2E|FAHZ0|=X|

X|ZZIHOUTCOME): &E 2(2F, & 212F, X7 21}, fIsh

A JEHE 124510] NS MEHY 22 A UBTHA D S5 B, 2 =& moderate).
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O ¢4 7zt
=)= 3T 2= = 3T A = ® = 5L =
1 7)o v A= MY Z Y EYEE o) ZYEYEE BT A5 a5 Ao v|ast 77}
o A =2 ol 3T 2= = = = ST
9 gz AFE ATk A g &) vz g EyEE AT W A5} O E A=, Ty=y
I~ = = = = =] = 7 j=3 o 13-18,20,22,23,25-
EE AT B8 A5t I A5 o] ade] A7)E Hlastlnt. F 2299 A9 2w AT
33,36,38,45) 5 = = - - - — -
oAl Mie T =U&EE FF -8 A F(1,056%)F @5 X 574(1,0398)7ke] Hat & 7|7k 2p
L - — PN =z - -
O] -2.779(95% CI, -2.91~-2.63 ) 2 WH Z | =Y EE AT -8 A5 TollA & 7|3ho] ] ol ©55
= A3 12} o 19,21) T 2= = = =
AL, F 2] F2S] g2 A7Vl ZYHEYEE BT e A 57958 B A =51 (951) 1He]
— - - — e -
Ht 2 717k 2ol -1.85U(95% CI, -2.21~-1.48Y) 2 ZHE=UYE2 7T B A7 oA & 7]7ko]
= = = ST 2= = = ST 2= =
SEEHT P Mg I vz eyER AT 8 AT ZYsYER AT 8 ARET T d
= = [N S 2~
71 &5 B9H-0.929)7F 2 A &<l & = AATH(Fig. 13)
Steroid Control Mean Difference Mean Difference Risk of Bias
Stuity or Subgrou; Mean SD Total Mean SD_Total Weight IV, Fized, 95% CI IV, Fixed, 95% CI ABCDEFG
1.1.1 ¥ metiwiprednisolone
FAM Xuwel 2015 689 373 44 1145 27 43 09% -4.56 [-5.93,-3.19] - ?
FEMG Xiaogiang 20164 985 141 30 1226 1.4 30 3.2% <241 [312,-1.70) - ?
FEMG Xiaogiang 20168 853 087 30 1226 1.4 30  4.4% -3.73[-4.34,-3.12) - ?
JI Chaoyu 2017 B2 21 45 108 18 45 24% -4.70[-5.53,-3.87] - ?
LI Ling 2015 B4 28 53 81 24 51 16% -2.70[-3.70,-1.70] - ?
LIN Jiangin 2015 5 12 42 71 14 4 52% -210 [-2.66,-1.54] - T
LIU Chunyan 2017 0g 02 62 35 11 52 17.7% -2.70[2.00,-2.40] " o€
LIU Qing 2016 289 162 T4 4 25 B2  34% -1 [1.83,-0.39] e o€
LU iaoyun.2017 508 1.24 B3 738 1.8 53  47% -2.30[-2.89,-1.71] - @
QIU Haiyan.2017 411 1.04 B0 552 1.2 50 8.4% -1.41 [1.85,-0.87] - 0€
REN Mingping 2015 74 18 33 115 24 34 16% -410[513,-3.07] - @
Shan 2017 086 085 52 17.55 316 50 2.0% -16.69[17.60,-1578 @
SHAQ Xiaoli 2011 963 1.95 38 115 35 38 1.0% -1.87 [-3.14,-0.60] - ®
TAQ ¥uyun 2015 525 114 75 708 17 75 T.6% -1.83[-2.29,-1.37] - 2@
WANG Hao 2016 886 235 40 1263 35 40 1.0% -3.77 [-5.08,-2.46] - 2@
WEN Jianjun 2016 7421 B5 107 24 BS  27% -3.60 [-4.38,-2.87] - ?
Wi Yourong 2017 72018 34 114 23 34 17% -4.20[-5.18,-3.22) - @
WU Jiali 2017 45 23 B0 58 3 BO  18% -1.30 [2.26,-0.34] e
YAMG Lijun 2015 289 1.88 20 1159 33 20 06% -2.70[-4.36,-1.04] -
i Jierning 2017 37 17 3 58 18 3/ 23% -210[-2.94,-1.26] -
ZHANG Xiang 2015 9 2 32 113 3T 1.0% -2.00[-2.25,-0.75] -
ZHAO Shuging 2017 B3 31 9 132 28 28 07% -490[-6432,-3.38) -
ZHENG Xuan. 20186 48 11 70 B8 11 7O 123% -2.00 [-2.36, -1.64] -
Subtotal {(95% Cly 1056 1039 87.8%  -2.77[-2.91,-2.63] |
Heterogeneity. Chi*= 1086.70, df= 22 (P < 0.000013; F = 98%
Testfor aoverall effect: Z= 39.80 (P = 0.00001)
1.1.2 Other steroids
LI Ming 2015 8 17 50 121 32 50 1.6% -4.10[510,-2.10] -
LIN ¥an 2015 23 08 45 38 1 45 106% -1.50[-1.89,-1.11] -
Subtotal (95% Cly 95 95 122%  -1.85[-2.21,-1.48] J
Heterogeneity: Chi*= 22.32, df= 1 (F < 0.00001%; F= 86%
Testfor overall effect 7= 988 (P < 0.00001)
Total (95% CI) 1151 1134 100.0%  -2.66[-2.78,-2.53] |
Heterogeneity. Chi#= 1130.49, df= 24 (P < 0.00001%; F = 98% t y ; y

1 20 10 0 10 20
Testfor aoverall effect: Z= 40.74 (P = 0.00001) Favours [experimental] Favours [sontrol]

Testfor subgroup differences: Chi®= 2147 df=1 (P = 0.00001), F= 953%

Fig. 13. Forest plot for fever duration in subgroup analysis with use of methylprednisolone and other steroids
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@44 71zt

A 713t v A= ez =Y EE et Y EYEE BT i]E_Q] IS F P o2 vwd
28] 2w A7 §ldoh g AR v 3] WdZ e ey &2 AT 8 X Ee v A5, ZY=
U&EE AT 8 X 59 v X8 7ke] a7 AV])E vustint F 13%4_91 T2 T e
TRBXED M W ZY =YL E ZF HE ABTG549) T G ilﬁ%(ssz%) 7] it J 9 717ke] b
o] -3.95%(95% CI, -4,23~-3.60 ) 2 T X 5o vlal vEZ e =y &E AT B8 X574 4 7]
ol ¥ Wo] &&H U, F 29 9] T2 2T ATV ZPsULE 76‘%1 HE A5F059)T ¢=
B7(95%) 7+e] Hat A 717ke] 2polE -4.07L(95% CI, -4.86~-3.27Q) 2 = | Ftol| ¥l ZE=y
EE AT W88 A5 Tl dd 7I3te] o] o] GEHEQT 7H HwE S ZHEYEE AT WHE A8
7t zgeyeE FF He X 5Hg Y 717 a5 G940.23Y)7F 2 AL el & 5= A AThFig. 14).

Y

Steroid Control Mean Difference Mean Difference Risk of Bias
Study or Subgrouy Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI ABCDEFG
1.2.1 ¥ methylprednisolone
FAMN ¥uwel 2015 871 1.8 44 1287 1.7 43 133% -416[-4.90,-3.47]

FEMG Xiaoniang 20164 16.4 2322 30 17.83 1.98 30 6.3% -1.43[2.49,-0.37]
FEMG Hiaogiang 20168 1422 1.53 an 1783 1.48 an 90% -361[4.81,-271]

LILing 2015 113 22 83 172 38 a1 5.0% -5.80F7.10,-4.70]
REM Mingxing 2015 97 212 33 126 21 34 6.8% -2.90[3.93,-1.87]
SHAO Xiaoli 2011 908 23 | 1068 26 | 59% -1E3[2.73,-053]
TAC Kuyun 2015 642 18 TH 1273 28 T4 140% -6.31[7.03,-5.59]
WANG Hao 2016 1413 3.4 40 1678 345 40 31% -2E5[-4.16,-1.14]
WEN Jianjun 2016 172 24 Bs M6 23 S B9% -4.40[-5.30,-3.50]
WU Yourong 2017 a8 21 4127 2 34 TE% -320[417,-2.23]
A il 2017 178 &2 B0 236 61 B0 1.7% -5.80[-7.83,-377]
YAMG Lijun 2015 8456 1.3 20 1223 24 200 47% -3.67[-4.90,-2.44]
ZHAMG Xiang 20145 14 2 a2 17 4 32 24% -300[-4.73,-1.27]
Subtotal {95% Cl} 554 552 88.7% -3.95[-4.23, -3.66]

Heterogeneity: Chi*=105.91, df=12 (P = 0.00001); F= 89%
Testfor averall effect 7= 27 18 (P = 0.00001)

1.2.2 Other steroids

LI Ming 2015 87 16 50 135 33 &0 7.O0% -4.80[5.82,-3.78]
LIN Y¥an 2015 108 20 45 137 33 45 44% -200[4.18,-1.67]
Subtotal (95% CI) 95 95  11.3% -4.07 [-4.86,-3.27]

Heterogeneity: Chi*= 517, df=1 (P =0.02); F=81%
Testfor averall effect Z7=10.00{F = 0.00001})

Total (95% CI) 649 647 100.0% -3.96 [-4.23, -3.69]

Heterogeneity: Chi®=111.16, df=14 (P = 0.00001); F= 87% t t t t

-0 -5 0 il 10

Testfor averall effect Z=23.98 (P < 0.00001) Favours [experimental]  Favours [contral]

Testfor subgroup differences: Chi®= 008, df=1 (P =0.78), F=0%

Fig. 14. Forest plot for fever duration in subgroup analysis with use of methylprednisolone and other steroids.
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(3 C-reactive protein (CRP)2] W3}

A 71Zel mAE MEZYdEYEE AT Y=L AT X759 292 FHow v
gk 729 gz A7 itk A v E Yl MEZYEUEE T HE A 59 O E A=,
prednisolone 74T W& 2|59} @5 X7 7He] &3] A7) & vlwetd), F 12H o] T2 2T AT
BIsTRESBISHNG Y MY LY S SR AT B A RT(508%) 7 vhAZeto] = BHE A R(5821)
< oz e X5} v X 59| CRP 74 E7-E v wdt ¥} F 31| Ht CRP7HA: G749 Aol

o

o

-9.54(95% CI, -10.07~9.01) 2. & W X| & oA & CRP 74 B35 B TH(Fig. 4). T 289 7219
27 ATV elN T =ULEE AT HE AZT0589)F @5 A 87(959) 7+e) Hit CRPE A &3¢
2ol 0.31(95% CI, -0.39 ~1.02) & 2] gk 2fo] & Ho| x| &ttt 1H4] v g Fa dZy=yEE 45
B8 A 57t ZYEYEE AT B8 AR EY CRP 74 33H(-9.85)7F 2 A& &1l & = U rhFig. 15)

O
O

Steroid Control Mean Difference Mean Difference Risk of Bias
Study or Subgrouy Mean 5D Total Mean 5D Total Weight I, Fized, 95% CI I, Fized, 95% CI ABCDEFG
1.3.1 IV methyiprednisolone
FAN Xuwei 2015 1345 488 44 2815 1285 43 11% -14.70[18.80,-10.60] -
LI Ling 2015 181 4.2 53 429 7.2 a1 3.5% -27.80[30.08,-25.53] -
LI Qing 2016 .78 285 74 1532 365 62 14.4% -6.54 [-7.66,-5.42]
LU Hiaoyun 2017 748 1.488 53 1324 2487 83 231% -6.76 [-6.64,-4.89] =
QI Haiyan.2017 823 1.09 50 13.92 10 a0 2.3% -5.69 [-8.48,-2.90] -
REM Mingxing 2015 13.2 54 33 296 108 34 1.1% -16.40[-20.49,-12.31] -
Shan 2017 20,02  G.66 52 81.67 187 il 0.6% -31.65[F37.14,-26.16] I
TAC Huyun 2015 17.34 10,09 75 4465 18.77 T4 0.8% -27.31 [F32.13,-22.49] -
WYANG Hao 2016 4896 521 40 7585 564 40 3.2% -28.89 [29.27 -24.51] -
U Jiali 2017 189 a7 B0 364 102 B0 16% -17.50[20849,-14.11] -
YU Jieming 2017 11.6 g1 34 158 a.7 35 2.8% -4 20[-6.73,-1.67] -
ZHAQ Shuging 2017 9.9 2.2 29 173 31 29 9.4% -7B0[9.18,-6.42] -
Subtotal (95% Cly 508 582 63.8% 051[10.07, 9.01] |

Heterogeneity: Chi®= 73257 df=11 (P = 0.00001); = 98%
Testfor overall effect £= 3520 (F = 0.00001)

1.3.2 Other steroids

LI Ming 2015 153 28 &0 538 71 &0 40% -38.50 [4063,-26.37] -
LIN Y¥an 2014 112 22 45 B1 13 45 323% 510 [4.35, 5.84] u
Subtotal (95% Cl) 95 95  36.2% 0.31[-0.39, 1.02]

Heterogeneity: Chi*= 1438.47, df= 1 (P = 0.00001) F= 100%
Testfor overall effect: 2= 0.87 (P =0.38)

Total (95% CI) 603 677 100.0%  -5.97 [-6.39, -6.54] i
by Chip= - -e : : : :
o~ 0 190 cownie= RN
Z=17. F imental] F trol
Tastfor subgroup difierences: Chit = 478.63, df=1 (P < 0.00001), F= 99.8% avours [sxperimental] Favours [control

Fig. 15. Forest plot for CRP level in subgroup analysis with use of methylprednisolone and other steroids.
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Table 3. OtO|FZ2tX0F 24Y 2| HQ[FE S0 Cict HHF 2222 Zatofl Ciet 2| 21

Study Type of study Patient | Extrapulmonary manifestation Treatment
Bhoopalan, 2017 Case report 8y, female | Steven-Johnson syndrome Intravenous methylprednisolone

14y, male (SJS) (mPD)+IVIG (response)
Canavan, 2015% Original article [11.9+88Yy mucocutaneous eruptions: IVIG treatment (8%)

SJS, erythema multiforme

Ahluwalia, 2014*” Original article |10(7-14)y | SJS mPD and IVIG (more effective)
Manwani, 2012°" Casereport |5y, female | SJS IVIG
Bressan, 20114 Case report 9y, female Mucositis (atypical SJS) VIG
Weng, 2009>? Case report 4y, male transverse myelitis and VIG

rhabdomyolysis

Chambert-Loir, 2009°? |Case report |12, female | Encephalitis IVIG

Attilakos, 2008 Case report 7y, female | encephalopathy VIG
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2. = W x|l 0|1=

D = o] dgRIEAR
- A 7)1 2 7 AR AR, 20109 o] % E3bE A3, A o] e A9 HAH, o HEVF
o] F0]zl HE7} consensus A Z] | 184] o]3} Ao} thAd
SHlA 7)1 B g A3 e 2A B2 BEae A3, AT Y= A9 19t o)n] g R gt

S0]70 A%, $=3 AGREE 2.09] 7o) 24 60% w7k 2] %]

SESEEE RN ERERRALES)
- e A)E Al Hmel AR, 184) ol o, lol(el, Fho], FHo], Aito]), 20104 o]
Z7he w4
-ulA] 715 o], fhio], Fo], Qo] o] sle] o], it I, u| PSR AT

D A4 224
- 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
- =] 5% (NDSL, KMBASE, KoreaMed, RISS, KISS)

S ATHOY: Respiratory Tract Infections, pneumonia, guideline
HAHAL ("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 guideline*[title] OR

recommendation*(title] OR standard*[title] OR “guiding principle*"[title])
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3) Preferred Reporting Items for Systematic Reviews and Meta-Analyses flowchart

| Records identified through database searching (n=3499) |

l

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

l | Records excluded based on title only (n=3009) |

| Records screened (n=70) |

| Records excluded based on abstract review (n=55) |

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

Records excluded after full text review (n=12)
1) Irrelevant subjects (n=9)
2) No de novo subjects (n=3)

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

Records excluded after full text review (n=15)

1) No relevant evidence and recommendation
(n=1)

2) Low quality (n=2)

| Included | | Eligibility I | Screening | | Identification |

| Studies included in adaptation (n=0) |

4) §3-% AGREE 2.0 /el 9124 952 54 o) eldalezel 257}
2011EE v F, 20149 % U, 201695 FF A 457k Ak v)F A7) 34 Tl Brh A 589
= 713 ok 60vel ISk eaL, Vbl 28] e BT 100 v]gtel ik,

JHtel o2ty XA 1, U x|3 2,002 L
JUE S B 34 108 38
FAH IS &N T 24 24 24
QAL Ot £ H 168 168 168
TOF (%) 6.9 580 9.7

A% 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. 1)
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:€25-76.2)

A)# 3. Practice recommendations for management of community acquired pneumonia in children. Hong

Kong J Paediatr, 2016;21:178-193.3)
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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)

[tems

Numbers Search strategy found

1 ((Mycoplasma pneumoniae[MeSH Terms]) OR "mycoplasma pneumoniae"[Title/Abstract]) OR "M. 5979
pneumoniae"[Title/Abstract]

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

3 #1 OR#2 7506

4 (Tetracycline[MeSH Terms]) OR Tetracycline*[Title/Abstract] 40679

5 (Minocycline[MeSH Terms]) OR Minocycline*(Title/Abstract] 7850

6 (Doxycycline[MeSH Terms]) OR Doxycycline*(Title/Abstract] 14694

7 (Metacycline[MeSH Terms]) OR Metacycline*(Title/Abstract] 350

8 (Oxytetracycline[MeSH Terms]) OR Oxytetracycline*[Title/Abstract] 7870

9 (tigecycline [Supplementary Concept]) OR Tigecycline*[Title/Abstract] 2589

10 (Quinolones[MeSH Terms]) OR Quinolone*(Title/Abstract] 46738

11 (Fluoroguinolones[MeSH Terms]) OR Fluoroguinolones*[Title/Abstract] 33578

12 (flumeguine [Supplementary Concept]) OR Flumequine*[Title/Abstract] 413

13 (citrated nalidixic acid [Supplementary Concept]) OR Negram*(Title/Abstract] 50

14 (Nalidixic Acid[MeSH Terms]) OR nalidixic acid*(Title/Abstract] 6289

15 (Oxolinic Acid[MeSH Terms]) OR Oxolinic acid*(Title/Abstract] 713

16 (((rosoxacin [Supplementary Concept]) OR Rosoxacin*[Title/Abstract]) OR Acrosoxacin*[Title/Abstract]) 112
OR Eradacil*[Title/Abstract]

17 (Ciprofloxacin[MeSH Terms]) OR Cipro*([Title/Abstract] 25587

18 (Fleroxacin[MeSH Terms]) OR Fleroxacin*[Title/Abstract] 622

19 ((lomefloxacin [Supplementary Concept]) OR lomefloxacin*[ Title/Abstract]) OR Maxaquin*[Title/Abstract] 872
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20 (nadifloxacin [Supplementary Concept]) OR nadifloxacin*(Title/Abstract] 89
21 ((Norfloxacin[MeSH Terms]) OR norfloxacin*[Title/Abstract]) OR Noroxin*[Title/Abstract] 4562
22 (((Ofloxacin[MeSH Terms]) OR Ofloxacin*[Title/Abstract]) OR Tarivid*[Title/Abstract]) OR Floxin*[Title/ 9818
Abstract]
23 ((Pefloxacin[MeSH Terms]) OR pefloxacin*(Title/Abstract]) OR Peflacine*[Title/Abstract] 1410
24 (balofloxacin [Supplementary Concept]) OR balofloxacin*[Title/Abstract] 41
25 (grepafloxacin [Supplementary Concept]) OR grepafloxacin*[Title/Abstract] 339
26 ((Levofloxacin[MeSH Terms]) OR levofloxacin*[Title/Abstract]) OR :abti[ Title/Abstract] 6515
27 (pazufloxacin [Supplementary Concept]) OR Pazufloxacin*[Title/Abstract] 144
28 (sparfloxacin [Supplementary Concept]) OR sparfloxacin*[Title/Abstract] 1223
29 (temafloxacin [Supplementary Concept]) OR temafloxacin*[Title/Abstract] 273
30 (clinafloxacin [Supplementary Concept]) OR Clinafloxacin*[Title/Abstract] 276
31 ((gatifloxacin [Supplementary Concept]) OR Gatifloxacin*[Title/Abstract]) OR Tequin*[Title/Abstract] 1632
32 (((moxifloxacin [Supplementary Concept]) OR moxifloxacin*[Title/Abstract]) OR Avelox*[Title/Abstract]) 4140
OR Vigamox*[Title/Abstract]
33 (sitafloxacin [Supplementary Concept]) OR Sitafloxacin*[Title/Abstract] 276
34 (prulifloxacin [Supplementary Concept]) OR prulifloxacin*([Title/Abstract] 140
35 management[Title/Abstract] 917949
36 ((Anti-Infective Agents[MeSH Terms]) OR "antiinfective agent"[Title/Abstract]) OR antimicrobial [Title/| 676010
Abstract]
37 ((Anti-Bacterial Agents[MeSH Terms]) OR "anti-bacterial agents'[Title/Abstract]) OR antibiotics[Title/| 409380
Abstract]
38 "antibiotic agent"[Title/Abstract] 385
39 (((Therapeutics[MeSH Terms]) OR treatment[Title/Abstract]) OR therapy[Title/Abstract]) OR| 7102563
Therapeutics[Title/Abstract]
40 chemotherapy[Title/Abstract] 308705
41 #4 OR#50R#6 OR#7 OR#8 OR#9 OR#10OR #11 OR#12 OR#13 OR#14 OR#150R#16 OR#17 OR| 7969695
#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
#3171 OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40
42 #3 AND #41 2605
43 (Mycoplasma genitalium[MeSH Terms]) OR genitalium([Title/Abstract] 1234
44 (Adult(MeSH Terms]) OR adult[Title/Abstract] 6771524
45 #43 OR #44 6772384
46 #42 NOT #45 1664
47 ((((Mycoplasma pneumoniae[MeSH Terms]) OR "mycoplasma pneumoniae"[Title/Abstract]) OR 1664

"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 Pneumanias"[Title/Abstract])) AND
(((Tetracycline[MeSH Terms]) OR Tetracycline*[Title/Abstract]) OR ((Minocycline[MeSH Terms])
OR Minocycline*[Title/Abstract]) OR ((Doxycycline[MeSH Terms]) OR Doxycycline*[Title/Abstract])
OR ((Metacycline[MeSH Terms]) OR Metacycline*([Title/Abstract]) OR ((Oxytetracycline[MeSH
Terms]) OR Oxytetracycline*[Title/Abstract]) OR ((tigecycline[Supplementary Concept])
OR Tigecycline*[Title/Abstract]) OR ((Quinolones[MeSH Terms]) OR Quinolone*[Title/
Abstract]) OR ((Fluoroguinolones[MeSH Terms]) OR Fluoroquinolones*[Title/Abstract]) OR
((flumequine[Supplementary Concept]) OR Flumequine*[Title/Abstract]) OR ((citrated nalidixic
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acid[Supplementary Concept]) OR Negram*[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 Cipro*[Title/Abstract]) OR
((Fleroxacin[MeSH Terms]) OR Fleroxacin*[ 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 Floxin*[Title/Abstract]) OR (((Pefloxacin[MeSH Terms]) OR pefloxacin*[Title/Abstract]) OR
Peflacine*[Title/Abstract]) OR ((balofloxacin[Supplementary Concept]) OR balofloxacin*[Title/Abstract])
OR ((grepafloxacin[Supplementary Concept]) OR grepafloxacin*[ Title/Abstract]) OR (((Levofloxacin[MeSH
Terms]) OR levofloxacin*[Title/Abstract]) OR ab, ti[Title/Abstract]) OR ((pazufloxacin[Supplementary
Concept]) OR Pazufloxacin*[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 Tequin*[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 ((AdultfMeSH Terms]) OR adult[Title/Abstract]))

Numbers Search strategy ]Ic'geunr:(sj

1 ‘'mycoplasma pneumoniae'/exp 6686
2 'mycoplasma pneumoniae":ab;ti 6449
3 #1OR #2 8646
4 'm. pneumoniae‘:abti 2605
5 ‘'mycoplasma pneumonia'/exp 3816
6 ‘'mycoplasma pneumonia':abti 821
7 'primary atypical pneumonia‘:ab;ti 309
8 'mycoplasma pneumoniae pneumonia‘:ab;ti 449
9 #6 OR #7 OR #8 1534
10 #50R #9 4381
11 'mycoplasma pneumonias':abti 20
12 #3 OR #4 OR #10 OR #11 10753
13 ‘tetracycline'/exp 77473
14 tetracycline*:abti 37429
15 #130R#14 88938
16 ‘minocycline'/exp 21230
17 minocycline*:abti 7822
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18 #16 OR#17 21986
19 ‘doxycycline'/exp 45104
20 doxycycline*:abti 15971
21 #19 0R #20 47080
22 'metacycline'/exp 844
23 metacycline*:abti 70
24 #22 OR #23 853
25 ‘oxytetracycline'/exp 12743
26 oxytetracycline*:ab,ti 4570
27 #250R #26 13506
28 'tigecycline'/exp 7901
29 tigecycline*:abti 3627
30 #28 OR #29 8086
31 ‘quinolone'/exp 4340
32 quinolone*:abti 16708
33 #31 OR #32 18657
34 ‘quinolone derivative'/exp 143815
35 fluoroguinolones*:abti 11879
36 #34 OR #35 146229
37 flumequine'/exp 969
38 flumequine*:abti 476
39 #37 OR #38 1052
40 'nalidixic acid'/exp 16342
41 negram*abti 41
42 ‘nalidixic acid*"abti 5858
43 #4171 OR #42 5879
44 #40 OR #43 17739
45 ‘oxolinic acid'/exp 1510
46 'oxolinic acid*":ab,ti 718
47 #45 OR #46 1654
48 'rosoxacin'/exp 354
49 rosoxacin*:abti 101
50 acrosoxacin*:abti 21
51 eradacil*:abti 3
52 #49 OR #50 OR #51 119
53 #48 OR #52 362
54 ‘ciprofloxacin'/exp 84613
55 cipro*:abti 31320
56 #54 OR #55 88541
57 fleroxacin'/exp 1736
58 fleroxacin*:abti 784
59 #57 OR #58 1783
60 'lomefloxacin'/exp 2716
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61 lomefloxacin*:abti 1087
62 maxaquin*:ab,ti 22
63 #61 OR #62 1098
64 #60 OR #63 2825
65 'nadifloxacin'/exp 280
66 nadifloxacin*:abti 123
67 #65 OR #66 283
68 ‘norfloxacin'/exp 14684
69 norfloxacin*:ab;ti 5353
70 noroxin*:ab,ti 14
71 #69 OR #70 5357
72 #68 OR #71 15343
73 'ofloxacin'/exp 24058
74 ofloxacin*:abti 8418
75 tarivid*abti 75
76 floxin*:abti 41
77 #740R#75 0R #76 8483
78 #730R #77 24969
79 'pefloxacin'/exp 4529
80 pefloxacin*:abti 1627
81 peflacine*:abti 19
82 #80 OR #81 1636
83 #79 OR #82 4722
84 'balofloxacin'/exp 262
85 balofloxacin*:abti 185
86 #84 OR #85 263
87 'grepafloxacin'/exp 1397
88 grepafloxacin*:abti 441
89 #87 OR #88 1418
90 'levofloxacin'/exp 29227
91 levofloxacin*:abti 9937
92 levaquin*:abti 81
93 #91 OR #92 9996
94 #90 OR #93 30207
95 'pazufloxacin'/exp 570
96 pazufloxacin®:ab,ti 335
97 #95 OR #96 580
98 'sparfloxacin'/exp 3964
99 sparfloxacin*:ab;ti 1680
100 #98 OR #99 4064
101 ‘temafloxacin'/exp 1014
102 temafloxacin*:abti 434
103 #1071 OR #102 1028
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104 ‘clinafloxacin'/exp 815
105 clinafloxacin*:abti 274
106 #104 OR #105 829
107 ‘gatifloxacin'/exp 6202
108 gatifloxacin*:ab,ti 2010
109 tequin*:abti 17
110 #108 OR #109 2013
111 #107 OR#110 6347
112 'moxifloxacin'/exp 15135
113 moxifloxacin*:abti 5471
114 avelox*:abti 56
115 vigamox*:abti 70
116 #1130R#114 OR#115 5499
117 #1120R#116 15432
118 'sitafloxacin'/exp 780
119 sitafloxacin*:abti 351
120 #118 OR#119 792
121 ‘prulifloxacin'/exp 457
122 prulifloxacin®:ab,ti 215
123 #1271 OR #122 470
124 'management'/exp 933600
125 management:ab,ti 1235534
126 #124 OR#125 2049929
127 ‘antiinfective agent'/exp 2806484
128 ‘antiinfective agent":ab,ti 31
129 antimicrobial:abti 157519
130 ‘anti-bacterial agents':ab;ti 173
131 #128 OR#129 OR #130 157690
132 #127 OR #1371 2841233
133 ‘antibiotic agent'/exp 1203967
134 antibiotics:ab,ti 215459
135 ‘antibiotic agent:abiti 529
136 #134 OR #135 215868
137 #133 0R #136 1262593
138 treatment:ab;ti 4982335
139 'therapy'/exp 7383560
140 therapy:abti 2199714
141 therapeutics:abti 82785
142 #140 OR #7141 2268193
143 #139 OR #7142 8140065
144 ‘chemotherapy'/exp 535417
145 chemotherapy:ab,ti 470539
146 #144 OR #145 723791
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147 #150R #18 OR #2171 OR #24 OR #27 OR #30 OR #33 OR #36 OR #39 OR #44 OR #47 OR #53 OR #56|12725890
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#117OR#120 OR#123 OR #1206 OR #132 OR#137 OR #138 OR #143 OR #146

148 #12 AND #147 5799
149 'mycoplasma genitalium'/exp 1573
150 genitalium:ab,ti 1483
151 #149 OR#150 1923
152 ‘adult'/exp 6776951
153 adult:abti 820498
154 #152 OR #153 7173430
155 #1571 OR #154 7174882
156 #148 NOT #155 4113
157 (('mycoplasma pneumoniae'/exp OR 'mycoplasma pneumoniae':ab,ti) OR 'm. pneumoniae':ab,ti OR 4113

('mycoplasma pneumonia’/exp OR (‘mycoplasma pneumonia':ab,ti OR 'primary atypical pneumonia'abti
OR 'mycoplasma pneumoniae pneumonia':ab,ti)) OR 'mycoplasma pneumonias':ab,ti) AND
(('tetracycline'/exp OR tetracycline*:abti) OR (‘minocycline'/exp OR minocycline*:ab,ti) OR (‘doxycycline'/
exp OR doxycycline*:ab,ti) OR (‘metacycline'/exp OR metacycline*:ab,ti) OR (‘oxytetracycline'/
exp OR oxytetracycline*:ab,ti) OR ('tigecycline'/exp OR tigecycline*:ab,ti) OR (‘quinolone'/exp OR
quinolone*:ab,ti) OR (‘quinolone derivative'/exp OR fluoroquinolones*:ab,ti) OR (‘flumequine'/exp OR
flumequine*: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 acrosoxacin*:ab,ti
OR eradacil*:ab,ti)) OR ('ciprofloxacin'/exp OR cipro*: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 floxin*:ab,ti)) OR ('pefloxacin'/exp OR (pefloxacin*:ab,ti
OR peflacine*:ab,ti)) OR ('balofloxacin'/exp OR balofloxacin*:ab,ti) OR ('grepafloxacin'/exp OR
grepafloxacin*:ab,ti) OR ('levofloxacin'/exp OR (levofloxacin*:ab,ti OR levaquin*:ab,ti)) OR (‘pazufloxacin'/
exp OR pazufloxacin*:ab,ti) OR ('sparfloxacin'/exp OR sparfloxacin*: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 prulifloxacin*:ab,ti) OR ('management'/exp OR management:ab,ti) OR (‘antiinfective 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:abti
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

[tems
Numbers Search strategy found
1 MeSH descriptor: [Mycoplasma pneumonia] explode all trees 24
2 “Mycoplasma pneumoniae”:ab;ti 116
3 ‘M. pneumoniae”:abti 44
4 #2 OR#3 120
5 #1 OR #4 123
6 MeSH descriptor: [Pneumonia, Mycoplasma] explode all trees 40
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7 “Mycoplasma pneumonia”:ab,ti 21
8 "Primary atypical pneumonia”:abti 2
9 "Mycoplasma pneumoniae pneumonia”:ab;ti 14
10 "Mycoplasma pneumonia”:ab,ti 0
11 #7 OR#8 OR#9 OR #10 35
12 #6 OR#11 65
13 #50R#12 148
14 MeSH descriptor: [Tetracycline] explode all trees 738
15 tetracycline*:abti 1447
16 #140OR#15 1608
17 MeSH descriptor: [Minocycline] explode all trees 337
18 minocycline*:abti 575
19 #170R#18 548
20 MeSH descriptor: [Doxycycline] explode all trees 806
21 doxycycline*:abti 1255
22 #19 OR #20 1356
23 MeSH descriptor: [Metacycline] explode all trees 19
24 metacycline*:abti 3
25 #23 OR #24 19
26 MeSH descriptor: [Oxytetracycline] explode all trees 114
27 oxytetracycline*:ab,ti 133
28 #26 OR#27 175
29 tigecycline*:ab,ti 92
30 MeSH descriptor: [Quinolones] explode all trees 3567
31 quinolone*:abti 494
32 #30 OR #32 3818
33 MeSH descriptor: [Fluoroquinolones] explode all trees 2642
34 fluoroguinolones*:abti 356
35 #330R #34 2839
36 flumequine*:abti 2
37 negram*abti 1
38 MeSH descriptor: [Nalidixic acid] explode all trees 65
39 'nalidixic acid'/exp 106
40 #38 OR #39 121
41 MeSH descriptor: [Oxolinic acid] explode all trees 6
42 ‘oxolinic acid*":ab;ti 7
43 #41 OR#42 8
44 rosoxacin*:abti 12
45 acrosoxacin*:abti 1
46 eradacil*:abti 2
47 MeSH descriptor: [Ciprofloxacin] explode all trees 962
48 cipro*:.ab,ti 1862
49 #54 OR #55 1949




50 MeSH descriptor: [Fleroxacin] explode all trees 60
51 fleroxacin*:abti 105
52 #50 OR #51 105
56 lomefloxacin*:abti 142
54 maxaquin*:ab,ti 4
55 nadifloxacin*:abti 19
56 MeSH descriptor: [Norfloxacin] explode all trees 234
57 norfloxacin*:ab;ti 420
58 noroxin*:abti 5
59 #57 OR #58 420
60 #56 OR #59 428
61 MeSH descriptor: [Ofloxacin] explode all trees 794
62 ofloxacin*:abti 866
63 tarivid*:abti 8
64 floxin*:abti 3
65 #62 OR #63 OR #64 869
66 #61 OR #65 1246
67 MeSH descriptor: [Pefloxacin] explode all trees 74
68 pefloxacin*:abti 158
69 peflacine*:abti 1
70 #68 OR #69 159
71 #67 OR#7/0 160
72 balofloxacin*:abti 9
73 grepafloxacin®*:abti 32
74 MeSH descriptor: [Levofloxacin] explode all trees 374
75 levofloxacin*:ab,ti 908
76 levaquin*:ab,ti 4
77 #750R #76 909
78 #740R#77 912
79 pazufloxacin*:ab,ti 21
80 sparfloxacin*:abti 125
81 temafloxacin*:abti 33
82 clinafloxacin*:abti 17
83 gatifloxacin*:abti 218
84 tequin*:abti 1
85 moxifloxacin*:abti 799
86 avelox*:abti 7
87 vigamox*:ab;ti 40
88 sitafloxacin*:abti 25
89 prulifloxacin®:ab,ti 39
90 management:ab,ti 61129
91 MeSH descriptor: [Anti-Infective agent'] explode all trees 27859
92 ‘antiinfective agent"abti 3
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93 antimicrobial:abti 4294

94 #92 OR#93 4297
95 #91 OR #94 30579
96 MeSH descriptor: [Anti-Bacterial agents] explode all trees 10999
97 ‘anti-bacterial agents':ab;ti 2
98 antibiotics:abti 9329
99 #97 OR #98 9329
100 #96 OR #99 17513
101 ‘antibiotic agent"abiti 36
102 MeSH descriptor: [Therapeutics] explode all trees 290609
103 treatment:ab;ti 420434
104 therapy:abti 192613
105 therapeutics:abti 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 #36 OR #37 OR #40 OR #43 OR #44 OR| 667171
#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 #1071 OR #7107 OR#108

110 #13 AND #109 122
111 MeSH descriptor: [Mycoplasma genitalium] explode all trees 11
112 genitalium:ab,ti 27
113 #1171 0R#112 27
114 MeSH descriptor: [Adult] explode all trees 1820
115 adult:abti 35087
116 #1140R#115 36868
117 #1130R#116 36894
118 #110NOT #117 114

[tems
Numbers Search strategy found
NDSL ("mycoplasma pneumoniae”|"M. pneumoniae’|"mycoplasma pneumonia”|"Primary Atypical Pneumonia”| 41

"Mycoplasma pneumoniae pneumonia”|"Mycoplasma Pneumonias") [(genitalium|adult) AND (Tetracycline*|
Minocycline*|Doxycycline*|Metacycline*|Oxytetracycline*|Tigecycline*|Quinolone*|Fluoroguinolones*|Flume
quine*|Negram*|"nalidixic acid*" |"Oxolinic acid*"|Rosoxacin*|Acrosoxacin*|Eradacil*|Cipro*|Fleroxacin*|lome
floxacin*[Maxaquin*|nadifloxacin*|norfloxacin*|Noroxin*|Ofloxacin*|Tarivid*|Floxin*|pefloxacin*|Peflacine*|ba

lofloxacin*|grepafloxacin*[levofloxacin*|Levaquin*|Pazufloxacin*|sparfloxacin*[temafloxacin*|Clinafloxacin*|G
atifloxacin*| Tequin*|moxifloxacin*|Avelox*|Vigamox*|Sitafloxacin*|prulifloxacin*|management|"antiinfective
agent"lantimicrobial|"anti-bacterial agents"|antibiotics|"antibiotic agent"|treatment|therapy|Therapeutics|che
motherapy) l(genitaliumladult)
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((((((((CALL=mycoplasma pneumoniae] OR [ALL=M. pneumoniae]) OR [ALL=mycoplasma pneumonia]) OR
[ALL=Primary Atypical Pneumonia]) OR [ALL=Mycoplasma pneumoniae pneumonia]) OR [ALL=Mycoplasma
Pneumonias]) AND ((((((([ALL=Tetracycline*] OR [ALL=Minocycline*]) OR [ALL=Doxycycline*]) OR
[ALL=Metacycline*]) OR [ALL=0xytetracycline*]) OR [ALL=Tigecycline*]) OR [ALL=Quinolone*]) OR
[ALL=Fluoroquinolones*])) 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 pneumonia]) OR [ALL=Mycoplasma Pneumonias])
AND ((((((TALL=Flumequine*] OR [ALL=Negram*]) OR [ALL=nalidixic acid*]) OR [ALL=0xolinic acid*])
OR [ALL=Rosoxacin*]) OR [ALL=Acrosoxacin*]) OR [ALL=Eradacil*]) OR [ALL=Cipro*])) 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 pneumonia]) OR [ALL=Mycoplasma Pneumonias]) AND ((((((({ALL=Fleroxacin*] OR
[ALL=lomefloxacin*]) OR [ALL=Maxaquin*]) OR [ALL=nadifloxacin*]) OR [ALL=norfloxacin*]) OR
[ALL=Noroxin*]) OR [ALL=Ofloxacin*]) OR [ALL=Tarivid*])) AND NOT ([ALL=genitalium] OR [ALL=adult]))) OR
((((((((CALL=mycoplasma pneumoniae] OR [ALL=M. pneumoniae]) OR [ALL=mycoplasma pneumonia]) OR
[ALL=Primary Atypical Pneumonia]) OR [ALL=Mycoplasma pneumoniae pneumonia]) OR [ALL=Mycoplasma
Pneumonias]) AND (((((([ALL=Floxin*] OR [ALL=pefloxacin*]) OR [ALL=Peflacine*]) OR [ALL=balofloxacin*])
OR [ALL=grepafloxacin*]) OR [ALL=levofloxacin*]) OR [ALL=Levaquin*]) OR [ALL=Pazufloxacin*])) 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=sparfloxacin*]
OR [ALL=temafloxacin*]) OR [ALL=Clinafloxacin*]) OR [ALL=Gatifloxacin*]) OR [ALL=Tequin*]) OR
[ALL=moxifloxacin*]) OR [ALL=Avelox*]) OR [ALL=Vigamox*])) AND NOT ([ALL=genitalium] OR [ALL=adult])))
OR ((((((TALL=mycoplasma pneumoniae] OR [ALL=M. pneumoniae]) OR [ALL=mycoplasma pneumonia]) OR
[ALL=Primary Atypical Pneumonia]) OR [ALL=Mycoplasma pneumoniae pneumonia]) OR [ALL=Mycoplasma
Pneumonias]) AND (((((TALL=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 pneumonia]) 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
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Pneumonias" [ALL]) AND (Tetracycline* [ALL] OR Minocycline* [ALL] OR Doxycycline* [ALL] OR Metacycline*
[ALL] OR Oxytetracycline* [ALL] OR Tigecycline* [ALL] OR Quinolone* [ALL] OR Fluoroquinolones* [ALL]
OR Flumequine* [ALL] OR Negram* [ALL] OR "nalidixic acid*" [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 Clinafloxacin* [ALL] OR Gatifloxacin* [ALL] OR Tequin* [ALL] OR moxifloxacin*
[ALL] OR Avelox* [ALL] OR Vigamox* [ALL] OR Sitafloxacin* [ALL] OR prulifloxacin* [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])
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(((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 Pneumnonias")) OR ((Quinolone OR Fluoroguinolones
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 Eradacil) 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 "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 "Primary Atypical Pneumonia"” OR "Mycoplasma pneumoniae pneumonia"
OR "Mycoplasma Pneumonias")) OR ((management OR antimicrobial OR antibiotics) AND
("mycoplasma pneumoniae" ((((ALL=Tetracycline*) OR (ALL=Minocycline*) OR (ALL=Doxycycline*)
OR (ALL=Metacycline*) OR OR "M. pneumoniae" OR "Primary Atypical 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")))
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(ALL=Oxytetracycline*) OR (ALL=Tigecycline*) OR (ALL=Quinolone*) OR (ALL=Fluoroquinolones*)
OR (ALL=Flumequine*) OR (ALL=Negram*) OR (ALL="nalidixic acid*") OR (ALL="0xolinic acid*") OR
(ALL=Rosoxacin*) OR (ALL=Acrosoxacin*) OR (ALL=Eradacil*) OR (ALL=Cipro*) OR (ALL=Fleroxacin*) OR
(ALL=lomefloxacin*) OR (ALL=Maxaquin*) OR (ALL=nadifloxacin*) OR (ALL=norfloxacin*) OR (ALL=Noroxin*)
OR (ALL=0Ofloxacin* OR (ALL=Tarivid*) OR (ALL=Floxin*) OR (ALL=pefloxacin*) OR (ALL=Peflacine*)
OR (ALL=balofloxacin*) OR (ALL=grepafloxacin*) OR (ALL=levofloxacin*) OR (ALL=Levaquin*) OR
(ALL=Pazufloxacin*) OR (ALL=sparfloxacin*) OR (ALL=temafloxacin*) OR (ALL=Clinafloxacin*) OR
(ALL=Gatifloxacin*) OR (ALL=Tequin*) OR (ALL=moxifloxacin*) OR (ALL=Avelox*) OR (ALL=Vigamox*)
OR (ALL=Sitafloxacin*) OR (ALL=prulifloxacin*)) 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 ((ALL=genitalium) OR (ALL=adult)))
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Japan Medical Abstracts Society, Igaku Chuo Zasshi (ICHUSHI) http://www.jamas.or.jp

[tems
Numbers Search strategy found
1 RAATTXR/AL 286
2 fi3s&/AL 2716
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 T I /AL 32
12 /849 V/AL 62
13 RESHA 01 2/AL 16
14 AEHA 1) /AL 0
15 FFIT YA U V/AL 2
16 FIrH4 0 /AL 8
17 &) o vE/AL 2
18 Ao/ avEE/AL 2
19 TILAF/AL 0
20 4 /AL 0
21 T2 ZE/AL 5
22 F¥V U UE/AL 0
23 OvE4T U/AL 0
24 ToayERGT /AL 0
25 LrauaFHTU/AL 32
26 JLaFgs /AL 0
27 A7 aFds /AL 1
28 XU YF /AL 0
29 FoTRFHLU/AL 3
30 ST aEHL /AL 3
31 JaF T U/AL 0
32 1) ey R/AL 1
33 AT OFHT U/AL 0
34 AR 0
35 No7oEgs /AL 0
36 gLR7aFHts /AL 0
37 LARTO&9T /AL 84
38 LJ7 ¥ /AL 0
39 N7 BFHS /AL 5
40 2/ AFHT U /AL

o
o



41 FXT7AOFHFT /AL 0
42 gUFooFxHs /AL
43 AF7aFHS /AL
44 T+ /AL 61
45 EFLTOFHY /AL 14
46 EAEY I X/AL 0
47 PAaTzOFHT /AL 20
48 T oaFESs /AL 0
49 management/AL 800
50 "antiinfective agent"/AL 0
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 JAE/AL 80767
60 {EFEA/AL 6152
61 #1TOR#120R#130R#14OR#150R#16 OR#17 OR #18 OR #19 OR #20 OR #2171 OR #22 OR #23 OR| 85249

#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 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 OR #47 OR #48 OR #49 OR

#50 OR #5717 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 A TERE/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

[tems
Numbers Search strategy found
1 ((((KY = 'mycoplasma pneumoniae’ OR KY = 'M. pneumoniae’ OR KY = ‘mycoplasma pneumonia’ OR KY| 355

= 'Primary Atypical Pneumonia’ OR KY = 'Mycoplasma pneumoniae pneumonia’ OR KY = 'Mycoplasma
Pneumonias’) AND (KY = ‘Peflacine* OR KY = 'balofloxacin® OR KY = ‘grepafloxacin® OR KY = levofloxacin®
OR KY = ‘Levaquin® OR KY = ‘Pazufloxacin® OR KY = ‘Sparfloxacin* OR KY = temafloxacin* OR KY =
‘'clinafloxacin® OR KY = ‘gatifloxacin® OR KY = ‘tequin® OR KY = ‘moxifloxacin* OR KY = ‘avelox* OR KY =
'vigamox* OR KY = ‘sitafloxacin* OR KY = ‘prulifloxacin* OR KY = 'management’ OR KY = ‘antiinfective agent’
OR KY = ‘antimicrobial’ OR KY = ‘anti-bacterial agents’ OR KY = ‘antibiotics’ OR KY = ‘antibiotic agent’' ORKY =
‘treatment’ ORKY = ‘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 = Tetracycline* OR KY = 'minocycline® OR KY = ‘doxycycline® OR KY = ‘metacycline®
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OR KY = "oxytetracycline® OR KY = 'tigecycline* OR KY = ‘quinolone* OR KY = ‘fluoroquinolone* OR KY =
flumequine® 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® ORKY = floxin* OR KY = ‘pefloxacin®)) NOT (KY = ‘genitalium’ ORKY = ‘adult’))

(3 Preferred Reporting Items for Systematic Reviews and Meta-Analyses flowchart

Identification Records identified through database searching (n=5564)
Cochrane (97) EMbase (3138) PubMed (1664)
Korean (223) Japanese (87) Chinese (355)

Screening | ‘ Records after removal of duplicates (n=5244)

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

Records screened (n=100)
Eligibility Records excludedA 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) No relevant data provided (n=2)

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

.AOtOI32El0|E 224 2 0jo|AZ2tX0 HHoj|A A2E|TAH|Z0|=H €L X|2= 013
|2 CHH| 22t QIF?

>N

HEE 3. 20t OARE0|E 239 S5 DIO|2SEH=0 HFoA Z78 Z2E|ZAHZO0|EX Xz2s H
8 A2E[TAHZ0|EX| X| 2 CHH| 20PHQI0F?

4N 1%

R

- 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)
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L= 2 ey |
Numbers Search strategy Results
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
11 #7 OR#8 OR#9 OR #10 1231
12 #6 OR#11 4069
13 #50R#12 7430
14 Anti-Inflammatory Agents[MeSH Terms] 139370
15 Antiinflammatories[ Title/Abstract] 97
16 “Anti-Inflammatories’[Title/Abstract] 768
17 "Antiinflammatory Agents"[Title/Abstract] 1130
18 “Anti-Inflammatory Agents[Title/Abstract] 6523
19 #150R#16 OR#17 OR#18 8454
20 #14 OR#19 143360
21 Steroids[MeSH Terms] 794971
22 Steroid*[Title/Abstract] 212103
23 #21 or #22 905218
24 Glucocorticoids[MeSH Terms] 56432
25 Glucocorticoid*[Title/Abstract] 59965
26 #24 OR #25 96605
27 Prednisolone[MeSH Terms] 47756
28 Prednisolone*[Title/Abstract] 24830
29 #27 OR#28 58223
30 Prednisone[MeSH Terms] 37085
31 Prednisone*(Title/Abstract] 26016
32 #30 OR #31 49160
33 Methylprednisolone[MeSH Terms] 17962
34 Methylprednisolone *{Title/Abstract] 14137
35 Methyl-prednisolone *[Title/Abstract] 894
36 #34 OR #35 14927
37 #33 OR#36 24162
38 Methylprednisolone Hemisuccinate[MeSH Terms] 687
39 Solumedrol[Title/Abstract] 114
40 “Solu-medrol"[Title/Abstract] 119
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41 #39 OR #40 233

42 #38 OR #41 860
43 Adrenal cortex hormones[MeSH Terms] 264003
44 Adrenal cortex hormones*(Title/Abstract] 10505
45 #43 OR #44 264121
46 Hydrocortisone[MeSH Terms] 68365
47 Hydrocortisone*[Title/Abstract] 17537
48 #46 OR #47 73016
49 #20 OR #23 OR #26 OR #29 OR # 32 OR #37 OR #42 OR #45 OR #48 1097699
50 #13 AND #49 296
51 (((((Mycoplasma pneumoniae[MeSH Terms]) OR (("Mycoplasma pneumoniae”[Title/Abstract]) 296

OR Mycoplasma pneumoniae[MeSH Terms]))) OR ((Pneumonia, Mycoplasma[MeSH Terms]) OR
(((("Mycoplasma pneumonia“[Title/Abstract]) OR "Primary Atypical Pneumonia“[Tile/Abstract])
OR "Mycoplasma pneumoniae 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 Prednisolone*[Title/Abstract])) OR ((Prednisone[MeSH Terms]) OR Prednisone*[Title/
Abstract])) 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 hormones*[Title/Abstract])) OR ((Hydrocortisone[MeSH Terms]) OR
Hydrocortisone*[Title/Abstract]))

EMBASE

Numbers Search strategy Results
‘Mycoplasma pneumoniae'/exp 6,614
2 ‘Mycoplasma pneumoniae’ab,ti 6,393
3 #1 OR#2 8,555
4 ‘M. pneumoniae:ab;ti 2,575
5 ‘Mycoplasma pneumonia’/exp 3,755
6 ‘Mycoplasma pneumonia‘:ab,ti 805
7 ‘Primary atypical pneumonia’abti 310
8 ‘Mycoplasma pneumoniae pneumonia’:abti 438
9 #6OR#7 OR #8 1,510
10 #50R #9 4317
11 ‘Mycoplasma pneumonias':ab;ti 20
12 #3 OR#4 OR#10 OR #11 10,633
13 antiinflammatories:abti 199
14 ‘anti-inflammatories":abti 1,128
15 antiinflammatory agent'/exp 1,683,729
16 ‘antiinflammatory agents':abti 1,921
17 ‘anti-inflammatory agents'abti 7,624
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18 #16 OR#17 9,484
19 #150R#18 1,685,471
20 'steroid'/exp 1,389,799
21 steroid*:ab;ti 283,695
22 #20 OR #21 1,468,138
23 'glucocorticoid'/exp 658,094
24 glucocorticoid*:abti 75,285
25 #23 OR #24 676,327
26 ‘prednisolone'/exp 113,687
27 prednisolone*:abti 32939
28 #26 OR #27 119,790
29 'prednisone'/exp 155,510
30 prednisone*:abti 39,232
31 #29 OR #30 160,522
32 'methylprednisalone'/exp 81,253
33 methylprednisolone*:abti 20,573
34 ‘'methyl-prednisolone*:ab,ti 1,510
35 #33 OR #34 21,882
36 #32 OR#35 84,786
37 'methylprednisolone sodium succinate'/exp 6,315
38 solumedrol:abti 488
39 'solu-medrol“abti 199
40 #38 OR #39 683
41 #37 OR #40 6,410
42 'corticosteroid'/exp 863,033
43 ‘adrenal cortex hormone*:abti 611
44 #42 OR #43 863,087
45 ‘hydrocortisone'/exp 120,575
46 hydrocortisone*:abti 19,790
47 #45 OR #46 124,603
48 #130R#14 OR#19 OR #22 OR #25 OR #28 OR #31 OR #36 OR #41 OR #44 OR #47 2,434,793
49 #12 AND #48 1,564
Numbers Search strategy Results
MeSH descriptor: [Mycoplasma pneumonia] explode all trees 24
2 “Mycoplasma pneumoniae”:ab;ti 113
3 “M. pneumoniae”:abti 43
4 #2 OR#3 117
5 #1 OR #4 120
6 MeSH descriptor: [Pneumonia, Mycoplasma] explode all trees 40
7 “Mycoplasma pneumonia”:abti 21
8 “Primary atypical pneumonia”:abti 2
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9 “Mycoplasma pneumoniae pneumonia”:ab;ti 14
10 "Mycoplasma pneumonia”:ab,ti 0
11 #7 OR#8 OR#9 OR#10 35
12 #O6OR#11 65
13 #50R#12 145
14 MeSH descriptor: [Anti-Inflammatory Agents] explode all trees 12500
15 antiinflammatories:abti 6
16 "anti-inflammatories”:ab;ti 63
17 "antiinflammatory agents":abti 64
18 "anti-inflammatory agents”:abti 332
19 #150R#16 OR#17 OR#18 461
20 #140R#19 12809
21 MeSH descriptor: [Steroids] explode all trees 44003
22 steroid*:abti 15216
23 #21 or #22 54508
24 MeSH descriptor: [Glucocorticoids] explode all trees 4091
25 Glucocorticoid*:ab ti 2817
26 #24 OR #25 6096
27 MeSH descriptor: [Prednisolone] explode all trees 3602
28 prednisolone*:abti 3328
29 #27 OR#28 5513
30 MeSH descriptor: [Prednisone] explode all trees 2944
31 prednisone*:ab,ti 4837
32 #30 OR #31 5838
33 MeSH descriptor: [Methylprednisone] explode all trees 1702
34 methylprednisolone*:ab;ti 2293
35 “methyl-prednisolone*":abti 133
36 #34 OR #35 2397
37 #33 OR#36 2924
38 MeSH descriptor: [Methylprednisone Hemisuccinate] explode all trees 56
39 solumedrol:ab,ti 19
40 "solu-medrol”:abti 27
41 #39 OR #40 45
42 #38 OR #41 92
43 MeSH descriptor: [Adrenal Cortex Hormones] explode all trees 13079
44 “adrenal cortex hormone*":abti 5
45 #43 OR #44 13083
46 MeSH descriptor: [Hydrocortisone] explode all trees 5170
47 hydrocortisone*:abti 1639
48 #46 OR #47 6024
49 #20 OR#23 OR #26 OR #29 OR #32 OR #37 OR #42 OR #45 OR #48 69866
50 #13 OR #49 11
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Korea database

Databases Search strategy Results

NDSL (("mycoplasma pneumoniae" AND "Antiinflammatory Agents") OR ("mycoplasma pneumoniae” AND "Anti- 11
Inflammatory Agents") OR ("mycoplasma pneumoniae” AND Steroid*) OR ("mycoplasma pneumoniae”
AND Glucocorticoid*) OR ("mycoplasma pneumoniae" AND Prednisolone*) OR ("mycoplasma
pneumoniae" AND Prednisone*) OR "mycoplasma pneumoniae" AND Methylprednisolone*) OR
("mycoplasma pneumoniae" AND Solumedrol) OR ("mycoplasma pneumoniae” AND Adrenal cortex
hormone*) 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 pneumania” AND Glucocorticoid*) OR
("mycoplasma pneumonia" AND Prednisolone*) OR ("mycoplasma pneumonia” AND Prednisone*) OR
("mycoplasma pneumonia” AND Methylprednisolone*) OR ("mycoplasma pneumonia” AND Solumedrol)
OR ("mycoplasma pneumonia" AND Adrenal cortex hormone*) OR ("mycoplasma pneumonia" AND
Hydrocortisone*) OR ("Mycoplasma pneumoniae pneumonia” AND "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 Prednisolone®) OR ("Mycoplasma pneumoniae pneumonia”
AND Prednisone*) OR ("Mycoplasma pneumoniae pneumonia" AND Methylprednisolone*) OR
("Mycoplasma pneumoniae pneumnonia” AND Solumedrol) OR ("Mycoplasma pneumoniae pneumonia”
AND Adrenal cortex hormone*) OR ("Mycoplasma pneumoniae pneumonia” AND Hydrocortisone*) OR
("Pneumonia, Mycoplasma” AND "Antiinflammatory Agents") OR (“Pneumonia, Mycoplasma“ AND "Anti-
Inflammatory Agents") OR (“Pneumonia, Mycoplasma” AND Steroid*) OR ("Pneumonia, Mycoplasma”“ AND
Glucocorticoid*) OR ("Pneumonia, Mycoplasma” AND Prednisolone*) OR ("Pneumonia, Mycoplasma”“ AND
Prednisone*) OR ("Pneumonia, Mycoplasma” AND Methylprednisolone*) OR ("Pneumonia, Mycoplasma
“ AND Solumedrol) OR (“Pneumonia, Mycoplasma” AND Adrenal cortex hormone*) OR (“Pneumonia,
Mycoplasma” AND Hydrocortisone*))

KMBASE | (((([ALL=mycoplasma pneumoniae] OR [ALL=M. pneumoniae]) OR [ALL=mycoplasma pneumonial)) 19
OR [ALL=Primary Atypical Pneumania]) OR [ALL=Mycoplasma pneumoniae pneumonia]) OR
[ALL=Mycoplasma Pneumonias]) AND ((([ALL=Anti-Inflammatory Agent*] OR [ALL=Steroid*]) OR
[ALL=Glucocorticoid*]) OR [ALL=Prednisolone*]) OR [ALL=Prednisone*]) OR [ALL=Methylprednisolone*])
OR [ALL=Methylprednisolone Hemisuccinate*]) OR [ALL=Adrenal cortex hormone*]) OR
[ALL=Hydrocortisone*])

KoreaMed |("mycoplasma pneumoniae” [ALL] OR "M. pneumoniae" [ALL] OR "mycoplasma pneumonia” [ALL] OR 1
"Primary Atypical Pneumonia" [ALL] OR "Mycoplasma pneumoniae pneumonia” [ALL] OR "Mycoplasma
Pneumonias" [ALL]) AND ( "Anti-Inflammatory Agent*" [ALL] OR Steroid* [ALL] OR Glucocorticoid* [ALL]
OR Prednisolone* [ALL] OR Prednisone* [ALL] OR Methylprednisolone* [ALL] OR Methylprednisolone
Hemisuccinate* [ALL] OR Adrenal cortex hormone* [ALL] OR Hydrocortisone* [ALL])

RISS (("mycoplasma pneumoniae" AND Antiinflammatories) OR ("mycoplasma pneumaniae" AND 20
Steroid*) OR ("'mycoplasma pneumoniae" AND Glucocorticoid*) OR ("mycoplasma pneumoniae" AND
Prednisolone*) OR (mycoplasma pneumoniae" AND Prednisone*) OR ("mycoplasma pneumoniae”
AND Methylprednisolone*) OR ("mycoplasma pneumoniae" AND Methyl-prednisolone*) OR
"mycoplasma pneumoniae" AND Solumedrol) OR ("mycoplasma pneumoniae" AND Adrenal cortex
hormone*) OR (mycoplasma pneumoniae" AND Hydrocortisone*) OR (mycoplasma pneumonia” AND
Antiinflammatories) OR (mycoplasma pneumonia” AND Steroid*) OR ("mycoplasma pneumonia” AND
Glucocorticoid*) OR ("mycoplasma pneumonia” AND Prednisolone*) OR (“mycoplasma pneumonia” AND
Prednisone*) OR ("mycoplasma pneumonia" AND Methylprednisolone*) OR ("mycoplasma pneumonia”
AND Methyl-prednisolone*) OR ("mycoplasma pneumonia" AND Solumedrol) OR ("mycoplasma
pneumonia" AND Adrenal cortex hormone*) OR ("mycoplasma pneumonia” AND Hydrocortisone*) OR
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("M. pneumoniae" AND Antiinflammatories) OR ("M. pneumoniae" AND Steroid*) OR ("M. pneumoniae”
AND Glucocorticoid*) OR ("M. pneumoniae" AND Prednisolone*) OR ("M. pneumoniae" AND Prednisone*)
OR ("M. pneumoniae" AND Methylprednisolone*) OR ("M. pneumoniae" AND Methyl-prednisolone*)
OR ("M. pneumoniae" AND Solumedrol) OR ("M. pneumoniae" AND Adrenal cortex hormone*) OR ("M.
pneumoniae” AND Hydrocortisone*))

KISS

(("mycoplasma pneumoniae" AND Antiinflammatories) OR ("mycoplasma pneumoniae" AND
Steroid*) OR ("mycoplasma pneumoniae" AND Glucocorticoid*) OR ("mycoplasma pneumoniae”
AND Prednisolone*) OR (mycoplasma pneumoniae" AND Prednisone*) OR ("mycoplasma
pneumoniae" AND Methylprednisolone*) OR ("mycoplasma pneumoniae" AND Methyl-
prednisolone*) OR "mycoplasma pneumoniae” AND Solumedrol) OR ("mycoplasma pneumoniae”
AND Adrenal cortex hormone*) OR (mycoplasma pneumoniae” AND Hydrocortisone*) OR (mycoplasma
pneumonia" AND Antiinflammatories) OR (mycoplasma pneumonia” AND Steroid*) OR ("mycoplasma
pneumonia” AND Glucocorticoid*) OR ("mycoplasma pneumonia” AND Prednisolone*) OR ("mycoplasma
pneumonia"” AND Prednisone*) OR ("mycoplasma pneumonia” AND Methylprednisolone*) 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 Steroid*) OR
("M. pneumoniae" AND Glucocorticoid*) OR ("M. pneumnoniae” AND Prednisolone*) OR ("M. pneumoniae”
AND Prednisone*) OR ("M. pneumoniae” AND Methylprednisolone*) OR ("M. pneumoniae" AND Methyl-
prednisolone*) OR ("M. pneumoniae" AND Solumedrol) OR ("M. pneumoniae" AND Adrenal cortex
hormone*) OR ("M. pneumoniae" AND Hydrocortisone*))

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

14

Numbers Search strategy Results
“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
18 Solumedrol/AL
19 “Solu-medrol"/AL
20 “Adrenal cortex hormone”/AL
21 Hydrocortisone/AL 225
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#8or#9or#10o0r#11 or#120r #13 or#14 or#150r#16 or #17 or #18 or #19 or #20 or #21

3410

22
23 #7and # 22 4
24 (("Mycoplasma pneumoniae”/AL) or ("M. pneumoniae”/AL) or ("Mycoplasma pneumonia“/AL) or 4

("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

Numbers

Search strategy

Results

1

(((TI = "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 (Tl = “mycoplasma pneumoniae
pneumonia” OR AB = "mycoplasma pneumoniae pneumonia”) OR (Tl = "mycoplasma pneumonias” OR
AB = "mycoplasma pneumonias”)) AND ((TI = "Anti-Inflammatories” OR AB = "Anti-Inflammatories”) or (T!
= "Antiinflammatory agents” OR AB = "Antiinflammatory agents"’) or (Tl = "Anti-Inflammatory agents”
OR AB = "Anti-Inflammatory agents”) OR (Tl = Steroid OR AB = Steroid) OR (TI = Glucocorticoid OR AB =
Glucocorticoid) OR (TI = Prednisolone OR AB = Prednisolone) OR (TI = Prednisone OR AB = Prednisone)
OR (Tl = Methylprednisolone OR AB = Methylprednisolone) OR (Tl = Methyl-prednisolone OR AB = Methyl-
prednisolone) OR (Tl = Solumedrol OR AB = Solumedrol) OR (Tl = Solu-medrol OR AB = Solu-medrol) OR
(Tl = "Adrenal cortex hormone” OR AB = "Adrenal cortex hormone”) OR (Tl = Hydrocortisone OR AB =

Hydrocortisone)))

202

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

= Records identified through database searching (n=2108)

= Cochrane (8) Korean (30)

& Embase (1372) Japanese (4 )

+ PubMed (296) Chinese (202)

3

‘ Records after removal of duplicates (n=1829)

— Records excluded based on title
CED only (n=1698)

S ‘ Records screened (n=131) ‘

o Records excluded based on abstract
& review (n=75)
— 1) Irrelevant subjects (n=45)

2) Not proper intervention (n=13)

N 3) Irrelevant outcomes (n=5)

2z 4) Case report/review (n=12)

a ‘ Full-text articles assessed for eligibility (n=56) ‘

= Records excluded after full text review (n=31)
= 1) No proper subjects (n=21)

2) Inadequate study protocol(dependent,

? independent variables) (n=8)

3 - - 3) Review (n=1)

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

=

75




HYEE 4. 20t OIF2210|E 5379 TS OO|Z S 20 HFHMM YF8 HAZZE2 E K== 0122
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ORI

- 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)

@ 342

PubMed

Numbers Search strategy Results

Mycoplasma pneumoniae[MeSH Terms] 2758
2 “Mycoplasma pneumoniae"[Title/Abstract] 5280
3 ‘M. pneumoniae"[Title/Abstract] 2179
4 #2 OR #3 5558
5 #1 OR #4 5897
6 Pneumonia, Mycoplasma[MeSH Terms] 3603
7 “Mycoplasma pneumonia[ Title/Abstract] 572
8 “Primary Atypical Pneumonia“[Tile/Abstract] 315
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 #50R#12 7414
14 Immunoglobulins [MeSH Terms] 809669
15 Immunoglobulin [Title/Abstract] 116261
16 Immunoglobulins[Title/Abstract] 30248
17 “Immunoglobulin”[Title/Abstract] 3006
18 #150R#16 OR#17 141210
19 #140R#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
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EMBASE

Numbers Search strategy Results

‘Mycoplasma pneumoniae’/exp 6596
2 ‘Mycoplasma pneumoniae’ab,ti 6379
3 #10R#2 8532
4 ‘M. pneumoniae”:abti 2567
5 ‘Mycoplasma pneumonia’/exp 3742
6 ‘Mycoplasma pneumonia“:ab,ti 802
7 "Primary atypical pneumonia‘abti 310
8 ‘Mycoplasma pneumoniae pneumonia’:ab,ti 437
9 #6 OR#7 OR #8 1507
10 #50R #9 4304
11 ‘Mycoplasma pneumoniasabti 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 globulinsab,ti 1514
18 #140R#150R #16 OR #17 170287
19 #130R#18 488566
20 #12 AND #19 1271

Cochrane library

Numbers Search strategy Results

MeSH descriptor: [Mycoplasma pneumonia] explode all trees 24
2 “Mycoplasma pneumoniae”:abti 113
3 “M. pneumoniae":ab;ti 43
4 #2 OR#3 117
5 #1 OR #4 120
6 MeSH descriptor: [Pneumonia, Mycoplasma] explode all trees 40
7 “Mycoplasma pneumonia”:abti 2121
8 "Primary atypical pneumonia”:abti 2
9 “Mycoplasma pneumoniae pneumonia”:abti 14
10 “Mycoplasma pneumonia”:ab,ti 0
11 #7 OR#8 OR#9 OR #10 35
12 #6 OR #11 65
13 #50R#12 145
14 MeSH descriptor: [Immunoglobulins] explode all trees 18091
15 immunoglobulin:ab,ti 3644
16 immunoglobulins:ab;ti 674
17 “immune globulin”:abti 370
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18 #150R#16 OR#17 4451
19 #140R#18 20387
20 #140OR#19 162
21 MeSH descriptor: [Gamma-Globulins] explode all trees 21
22 #20 or #21 176
23 #19 or #22 20396
24 #13and #23 8
Databases Search strategy Results
NDSL (("mycoplasma pneumoniae") OR ("M. pneumoniae") OR ("mycoplasma pneumonia") OR ("Primary 10

Atypical Pneumonia") OR ("Mycoplasma pneumoniae pneumonia“) OR ("Mycoplasma Pneumonias")) AND
((mmunoglobulin) OR (Immunoglobulins) OR (‘'immune globulin®) OR (gamma-Globulins))

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

KoreaMed |("mycoplasma pneumoniae" [ALL] OR "M. pneumoniae" [ALL] OR "mycoplasma pneumonia” [ALL] OR 40
"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, lgaku Chuo Zasshi (ICHUSHI) http://www.jamas.or.jp

Numbers Search strategy Results
“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
10 “Immunoglobulin”/TA
1 Gamma-globulins/TA 0
12 #8 or#9 or #10 or #11 87
13 #70r#12 0
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China National Knowledge Infrastructure (CNKI) http://www.cnki.net
Numbers Search strategy Results

1 (((TI = "mycoplasma pneumoniae” OR AB = "mycoplasma pneumoniae”) OR (TI = M. pneumoniae” OR AB 64
="M pneumoniae”) OR (Tl = “mycoplasma pneumonia” OR AB = “mycoplasma pneumonia”) OR (((TI =
“Primary Atypical Pneumonia” OR AB = “Primary Atypical Pneumonia”) OR (Tl = ‘mycoplasma pneumoniae
pneumonia” OR AB = "mycoplasma pneumoniae pneumonia”) OR (Tl = ‘mycoplasma pneumonias” OR AB
= "mycoplasma pneumonias”)) AND ((TI = Immunoglobluin OR AB = Immunoglobulins) or (TI = “Immune
globluin” OR AB = “Immune globluin”) OR (Tl = ‘gamma-globulins’ OR AB = ‘Gamma-globulins’)

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

Identification Records identified through database searching (n=2543)
Screening Records after removal of duplicates (n=2368)

(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 screened (n=81)

N Records excluded based on title only
—

<

Eligibility

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

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)

l

Included Studies included in qualitative synthesis (n=1)

C—

Studies included in quantitative synthesis (n=1)
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Characteristics Intervention
Number C?f Number of
Study e subjects; .
Study design | Count Period, mean Experimental Control Outcome
v year age of mean age group group
. of control
experiment
group
group, y
Zhang |Randomized | China |2010- 28; 29; minocycline 100 mg | clarithromycin fever duration,
Q controlled 2014 10.3+1.7 10.141.7 |twicedailyfortwo 1250 mg, 3times  |hospital day
2016 |study (8-14yr) | (8-14yr) weeks per day, 2 weeks
HanX, |Randomized | China |2012- 295 30; based on azithromy- |azithromycin 10 | fever duration,
2016  |controlled 2015 | 9.54+1.20 |10.32+1.76|cin,add minocycline |mg/kg/dfor5d,  |hospital day
study hydrochloride, 4 mg/ |stop for 3 days,
kg for thefirsttime, |prn 2 courses of
thenchangeto 2 treatment
mg/kg per 12 hours
for 5d.
LiJ, Randomized | China |2016 21, 21, azithromycin 10 mg/ |azithromycin 10 |fever duration
2017  |controlled 10.54+0.38 | 10.61+0.36 'kg/d+minocycline  |mg/kg/d
study (8-14yr) (9-14yr) |50 mg twice daily
Ishiguro |Prospective Japan [2013- 12 47 minocycline 2-4 mg/ |azithromycin 10 | defervescence
N, 2017 |observational 2015 kg/dfor 2-4days;  |mg/kg/dayfor3 |rate within 24,
study tosufloxacinat 12 |days, clarithromy- [48,and 72 h
mg/kg/d for 3-7 days |cin 10-15mg/kg/ |after antibiotic
day for 3-7days |administration
Kawai Y, |Prospective Japan |2005- 15; 6; minocycline 2-4 mg/ |azithromycin 10 | defervescence
2012 |observational 2010 74(1-15) | 84(2-14) |kg/d mg/kg/day; rate within 48 h
study clarithromycin after antibiotic
10-15 mg/kg/day; |administration
Kawai Y, |Prospective Japan |2005- 100; 50; minocycline4mg/  |azithromycin 10 |defervescence
2013  |observational 2012 | tosufloxacin 8.0 kg/d; tosufloxacin 12 |mg/kg once daily, |rate within 48 h
study 6.5(0-15), range: |mg/kg/d clarithromycin 15 | after antibiotic
minocycline 1-15) mg/kg twice daily |administration
9.8(1-15) (7 clarithromycin 15
cases<8yr mg/kg twice daily
of age)
YeH, Prospective |China  |2015 | 23;9.2+1.6 | 21;9.3+1.0 |doxycycline4mg/  |azithromycin 10 |defervescence
2016  |observational kg/d mag/kg/d rate within 24,
study 48,72 hafter
antibiotic
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2) 27 9ok

(D Summary of evidence (randomized controlled trials)

Fever duration after treatment

3 rando- |very not not not none 78 100 |- MD 1.45lower | SO0
mized |serious® |serious |serious |serious (257 lower to LOW
trials 0.4 lower)

Efficacy

2 rando- |serious’ | not not not none | 43/49 | 23/50 |OR880 |422mareper |0
mized serious |serious |serious (87.8%) | (46.0%) [(3.12t0 | 1,000 (from MODER
trials 24.82) |267 moreto ATE

495 more)

Length of stay

2 rando- |serious’ |not not not none 57 59 |- MD 3.33lower | &S0
mized serious |serious |serious (4.32lowerto | MODER
trials 2.35lower) ATE

Cl: Confidence interval; MD: Mean difference; OR: Odds ratio
*random0i| CHgt A&, blind?+ giCH

(2) Summary of evidence (prospective observational studies)

Tosufloxacin-macrolide (24 hr-defervescence)

2 observa-|serious® |not not serious”| none | 4/21 5/60 OR1.11 |8moreper |&OO0O
tional serious |serious (190%) | (83%) [(0.25t0 |1,000(from| VERY
studies 5.00) 61fewerto| LOW

229 more)

Tetracyclines-macrolides (24 hr-defervescence)

2 observa-|serious® |not not serious’| strong | 51/91 5/34 |OR534 [332more |&0O0O0O
tional serious |serious asso- | (56.0%) | (14.7%) |(1.81to |per 1,000 VERY
studies ciation 15.75)  |(from 91 LOW

more to
584 more)

Tosufloxacin-macrolide (48h-defervescence)

3 observa-|serious® |not not serious’| none | 52/83 | 29/110 |OR2.78 |235more |00
tional serious | serious (62.7%) | (264%) (1.47to | per 1,000 VERY
studies 551) (from72 LOW

more to
400 more)
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Tetracyclines-macrolides (48h-defervescence)

5 observa- |serious’ |not not not strong | 136/148 | 39/152 |OR 18.37|/607 more |00
tional serious |serious |serious’| asso- | (91.9%) | (25.7%) | (8.87to |per 1,000 LOW
studies ciation 38.03 |(from497

more to
673 more)

Tosufloxacin-tetracyclines (48h-defervescence)

5 obser- |serious’ |not not not strong | 136/148 | 39/152 |OR 18.37/607 more |00
vational serious |serious |serious’| asso- | (91.9%) | (25.7%) | (8.87to |per 1,000 LOW
studies ciation 3803) |(from497

more to
673 more)

Tosufloxacin-tetracyclines (48h-defervescence)

2 obser- |serious® |not not serious®| none | 52/75 | 94/106 | OR0.32 |172fewer |00
vational serious |serious (69.3%) | (88.7%) | (0.13to |per 1,000 VERY
studies 0.76) |(from 31 LOW

fewer to
382 fewer)

Tosufloxacin-tetracyclines (48h-defervescence)

2 obser- |serious’ |not not serious’| none | 90/91 | 19/34 |OR40.77| 422more | &OO0
vational serious |serious (98.9%) | (55.9%) | (6.15t0 | per1,000 | VERY
studies 27012) | (from327 | LOW

more to
438 more)

Cl: Confidence interval; OR: Odds ratio
REXFHIEO| QIARS] F=2HE] THEO 2, WEt H=p0f| CHet &2

[EhR B WIS

—
"H 22~ OIS (optimal information size) 2 CHE T, A2[2H0] 211 §le

o
o
T
Hr
ol
OF
™

82




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

O 77k

Tetracyclines Macrolides Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight V. Random. 95% CI IV, Random. 95% CI
1.2.1 minocycline+azithromycin vs azithromycin
Han ¥ 2016 a7 1 a9 532 1.1 50 324% 181 F201,-1.01] —
LiJ 2017y 324 036 2 548 059 21 34.0%  -2.24 254,194 -
Subtotal {95% CI) 50 71 66.5% -1.90[-2.62,-1.19] -

Heterogeneity: Tau*= 0.22; ChF=611, df=1 (P =0.01); F=84%
Testfor overall effect Z=5.23 (P = 0.00001)

1.2.2 minocycline vs clarithromycin
Zhang @ 2016 18 0B 28 24 08 20 335% 060057023 —a— 20000
Subtotal (95% CI) 28 20 33.5% 0.60 [0.97,-0.23] -
Heterogeneity: Mot applicable

Testfor overall effect Z=3.21 (P = 0.001)

Total (95% CI) 78 100 100.0% -1.45 [-2.51,-0.40] ———
Heterogeneity; Tau® = 0.83; Chi*= 46.72, df= 2 (P < 0.00001); "= 95% 2 1 1 2
Testfor overall effect Z=2.70 (P = 0.007) .

Testior subgroup differences: Ghi*= 10.16, df= 1 (F = 0.0013, = 50.2% Faveurs [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 outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

@ 44d 7z

Tetracyclines Macrolides Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean _ SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
Han ¥ 2016 B34 217 20 1128 283 30 50.0% -2.04[4.22,-1.66] = 20000
Zhang @ 2016 95 32 28 134 27 29 41.0% -200[5.44,-2.36] - ®200
Total (95% CI) 57 50 100.0% -3.33 [4.32,-2.35] *

+ + T t t
-0 -5 1] ]
Favours [tetracyclines] Favours [macrolides]

Heterogeneity: Chi*= 0,88, df= 1 (P = 0.35); F= 0%
Testfor overall effect: Z= 6.63 (P = 0.00001})

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

Tetracyclines Macrolides Odds Ratio Odds Ratio Risk of Bias
Weight M-H, Fixed, 95% CI M_H, Fixed, 95% CI

LiJi2017 19 21 13 21 469% 5.85[1.07,32.08]
Zhang Q 2016 24 28 10 29 531% 11.40(3.09,42.10]
Total (95% CI) 49 50 100.0% 8.80[3.12,24.82]
Total events 43 23

Heterogeneity: Chi*= 0.37, df=1 (P = 0.54);, F= 0%

Testfor overall effect. Z=4.11 (P < 0.0001) 0.001 & L . 1000

Favours [macrolides] Favours [tetracyclines]
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@ 24717k o] e 5 W& Bl

Tetracyclines Macrolide Odds Ratio Odds Ratio Risk of Bias
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDEFGH
Okada 2012 43 68 4 13 784% 3.67[1.08,13.67] ®2000:00
Yo 2016 g 23 121 216% 10.67[1.20,94.74] ez000000
Total (95% CI) o 34 100.0% 5.34[1.81,15.75] ~a-
Total events a1 g
Heteragenelty, Chi== 0.63, o= 1 (P = 0.43); *= 0% Lo o 1 o o

Test for overall effect: 2= 3.04 (P =0.002)

Risk of bias legend
(M) CHEERE A E
(B)H&AHHI D=4
(C) WEkH 4=
D)TESE
VEIRE =0H
JZ2LHE

G) EZHHE 2
H) AEE 2t 1

=™

Tosufloxacin Macrolide
tudy or Subgrou Events Total Events Total
Ishigura 2017 a g 1 47
Okada 2012 4 13 4 13
Total {95% CI) 2 60
Total events 4 g

Heterageneity: Chi®= 0.02, df=1 {P = 0.90); F= 0%
Testfor overall effect: £=0.14 (P = 0.89)

Risk of bias legend
() TH &AL A

(B) N &AHI s H
(C) nlEtH 2

Dy E=E

(E) A =1
(F)SotE

(G) EE 2 IS
(H) S5 202D

a5

® 48213k ol B 57 Hl& H|aL

Macrolide

Tetracyclines

Ishigura 2017 4 4 1 47
Kaweai 2012 18 18 B bl
kawai 2013 33 38 22 a0
Okada 2012 62 B8 3] 13
e 2016 22 23 4
Total {95% CI) 148 152

Total events 136 39
Heterageneity: Chi*= 767 df=4 (P=0.10); F= 48%
Testfor overall effect: Z2=7.84 {P = 0.00001})

Risk of bias legend
(A)CH&RE A E
(B)[HEHAHHI W 2 H= 4
(C) nl 2t =

D xEEE

(E) BIHAE = HE
(Fy 20 E

(G) BZHATHZIAE
(H)dHE 202D

Favours [macrolides] Favours [tetracyclines]

Risk Ratio {Non-event) Risk Ratio {Non-event) Risk of Bias
Weight M-H, Fixed, 95% CI ¥ ABCDEFGH
62.0% 0.97 [0.83, 1.15] 27200000
38.0% 1.00[0.60, 1.67] ®@2000700
100.0% 0.92 [0.79,1.23]
t U T + +
0.5 0.7 1 1.5 2
Favours [Tosufloxacin] Favours [Macrolides]
Odds Ratio Odds Ratio Risk of Bias
M-H, Fixed, 95% CI ABCDE

0.8% 270.00 [9.65 790217
45%  72.02[3.83 1428.49]
£i6.3% 8.40[2.81, 25.08]
236%  12.06 [3.06, 47 69]
48%  ©3.501(6.56 61492
100.0%  18.37[8.87, 38.03]

I L ! |
0.01 01 1 10 100
Favours [Macrolides] Favours [Tetracyclines]
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Tetracyclines Macrolide

Odds Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI

Ishiguro 2017 4 4 1 47

Kaweai 2012 15 15 3] 21 4.5%
Kawai 2013 33 a8 22 50  BE.3%
Okada 2012 62 68 6 13 236%
e 2016 22 23 4 21 4.8%
Total (95% CI) 148 152 100.0%

Total events 136 a4
Heterogeneity: Chi*= 767, df=4 (P=010); F= 48%
Testror overall effect Z=7.84 (P = 0.00001)

Risk of bias legend
(A)[H&HAL A

(B) A HI RIS 4
(C) WEHH

D) EEE

(E) BIRAE =18
=3

(G) BEHE 20HE
(H)SHE 20210

Tetracyclines Macrolide

Odds Ratio
MH, Fixed, 95% CI

0.8% 270.00[9.85, 780217
73.92 [3.83, 1428.49]

£.40(2.81, 26.08]
12.06 [3.08, 47 53]

93,50 [9.56, 914.92]

18.37 [8.87, 38.03]

Odds Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI

Ishiguro 2017 4 4 1 47

Kaweai 2012 15 15 3] 21 4.5%
Kawai 2013 33 a8 22 50  BE.3%
Okada 2012 62 68 6 13 236%
e 2016 22 23 4 21 4.8%
Total (95% CI) 148 152 100.0%

Total events 136 a4
Heterogeneity: Chi*= 767, df=4 (P=010); F= 48%
Testror overall effect Z=7.84 (P = 0.00001)

Risk of bias legend
(A)[H&HAL A

(B) A HI RIS 4
(C) w2t =

D) EEE

(E) BIRAE =18
=3

(G) BEHE 20HE
(H) 48 E 02D

©72A13E oW s A=

Tetracyclines Macrolides

Okada 2012 67 [if5} e} 13 49.3%
e 2016 23 23 10 21 50.7%
Total (95% CI) a1 34 100.0%
Total events 40 14

Heterogeneity: Chi*=0.10, df=1 (P = 0.76); F=0%
Test for averall effect: Z= 3.84 (P = 0.0001)

Risk of bias legend
(A) TH&REEE

(B) (HZHAtH W Y= &
(C) W 2HH ==

D) TE=E

(B) B =1
(Fy 20+ EIH

G) BT 2R
(H) SEHE 2P 1]

I

LD LD 12

|

oor o
Favours [Macrolides]

1

10 100
Favours [Tetracyclines]

Odds Ratio
MH, Fixed, 95% CI

0.8% 270.00[9.85, 780217
73.92 [3.83, 1428.49]

£.40(2.81, 26.08]
12.06 [3.08, 47 53]

93,50 [9.56, 914.92]

18.37 [8.87, 38.03]

2078 [2.99, 206.74]
5148 [2.77, 957.69]

40.77 [6.15,270.12]

I

LD LD 12

|

oor o
Favours [Macrolides]

1

10 100
Favours [Tetracyclines]

Odds Ratio

0.005

01
Favours [Macrolides]

t
10
Favours [Tetracyclines]

200006
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Characteristics Intervention
Num.ber C_‘f Number of
subjects; o
Study mean subjects; . Outcome
Country| Year e meanage = Experimental group Control group
. of control
experiment
group
group, y
FAN China | 2012- 44, 43, 2 mg/kg/d of methylpre- |oral administration Fever duration,
Xuwei 2015 | 8.2+27 72421 |dnisolone for 5 consecu- | Azithromycin tablets (10 Hospital day, CRP
2015 tive days then received 1 |mg/kg; max. dose 0.5 g) for 1|change
mg/kg/d for 2 days. day then received 5 mg/kg
of azithromycin through day,
2-5(max. dose 0.25)
FENG China 2013~ Fever duration,
Xiaogiang 2015 Hospital day,
2016 Cough duration,
Improvement of
chest x-ray
JIChaoyu |China | 2014- 50; 50; 2 mg/kg/d of intraven- | daily intravenous infusion of |Fever duration,
2017 2016 | 51403 49+05 |ous methylprednisolone |azithromycin (10 mg/kg/d)  |Cough duration
for 3d.
LILing China | 2013- 53; 57; low-dose methylpredn- |Erythromycin intravenous  |Fever duration,
2015 2014 | 65121 6.6+19 |isolone 2 mg/kg/d for drip 1 week, then change to |Hospital days,
3-5days Azithromycin intravenous  |Cough duration,
drip for 3 days, stop for 4 Change in chest
days, then oral take Azithro- |x-ray, CRP change
mycin Tablets for 3 days,
then stop for 4 days then
oral take Azithromycin
Tablets for 3 days again),
with 3rd generation cepha-
losporins.
LIMing |China | 2013- 50; 50; intravenous administra- |daily intravenous admini- Fever duration,
2015 2014 | 3.1+04 3.2+0.2 |tion of Prednisolone stration of Azithromycin 10 |Hospital days,
sodium succinate 1-2  |mg/(kg/d) for 3-5d, then Cough duration,
mg/(kg/d) for 3days, stopped for 3d. Sequential  |CRP change
then changed to oral therapy with daily admini-
administration of Pre-  |stration of Azithromycin Dry
dnisone 1-2 mg/(kg/d), |suspension 10 mg/(kg/d) for
then stopped 7-10d of |3 days then stopped for 4
tapering days, and repeated for total
course of treatment of 1
month
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LIN China | 2012- 42, 41, intravenous administra- | Daily intravenous administra- |Fever duration,
Jiangin 2015 | 64%12 6.1£1.3 |tion of methylpredniso-  |tion of azithromycin 10mg/ | Cough duration,
2015 lone 1 mg/kg/time, 2 kg, for 3-5d then oraladmini- | Time to normali-
times/day, for 3 days, stration of azithromycin 10 |zation of chest
then changed tooral mg/kg/d for 3d stop for 4 x-ray
administration of methyl- |day. Oral administration was
prednisolone, 1mg/kg/  |repeated for 2-3 times during
time, 2 times/day. course of treatment
LIN China 2012~ 45; 45; intravenous infusion of  |intravenous infusion of Azi- | Fever duration,
Yan, 2015 | 6.4%32 6.7+33 |dexamethasone 0.2-0.3 |thromycin and gamma Hospital day,
2015 mg/(kg/d) for 5d globulin Cough duration,
Time to normali-
zation of chest
x-ray,CRP change
Ly China | 2015- 52; 52; methylprednisolone intravenous infusion of imm- |Fever duration,
Chunyan, 2016 | 58+40 56+42 |pulsetherapy: 1-2mg/ |unoglobulin 400 mg/(kg/d) |Time to normali-
2017 kg/d, withintravenous  |for 2d; intravenous infusion  |zation of chest
micropump injection for | of azithromycin 10mg/(kg/ |x-ray
3d. d)for 5d.
LIy China | 2013- 74 62, Intravenous infusion of  |intravenous infusion of Fever duration
Qing, 2015 methylprednisolone 2 |azithromycin 10 mg/kg/d for
2016 mg/(kg/d) was admini-  |5d then stop 4d and repeat
stered until 24 hours for 2-3 cycles
after defervescence. Oral
prednisone was started
with 1-2 mg/(kg/d) then
tapered for 7-14d
LU China | 2014- 53; 52; intravenous infusion of |10 mg/kg of oral Azithromy- | Fever duration,
Xiaoyun, 2015 | 6.59+1.57 | 6.80+1.43 |methylprednisolone cinfor 1 day continued by 5 |Cough duration,
2017 2mg/kg/d for 5d mag/kg of azithromycin from | Time to normali-
day 2-5. zation of chest
x-ray, CRP
change
Qu China | 2015- 50; 50; methylprednisolone 1-2 |intravenous infusion azithro- |Fever duration,
Haiyan, 2016 | 691+2.16 | 6.85+2.10 |mg/kg/d mycin 10 mg/(kg/d) was Cough duration,
2017 used until symptom impro- |CRP change
vement then changed to
daily oral Azithromycin sus-
pension 10 mg/kg/d.
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REN China | 2011- 33 34, Methylprednisolone 2 |intravenous infusionof As- |Fever duration,
Mingxing 2013 | 89+24 9.3+30 |mg/kg/dfor 5daysthen |partate azithromycin 10mg/ |Hospital days,
2015 reduced to 1 mg/kg/d for|(kg/d) for 3d; intravenousin-  |CRP change
2d. fusion of gamma globulin 1.5
g/k, 1 time/day, for 3d; intra-
venous infusion of rifampicin
10mag/kg, 12h/time, for 4
times, used for 3days then
stopped for 4 day then
change to oral administration
of Azithromycin 10 mg/(kg/d),
for 3 days then stopped for 4
days. Total duration of treat-
ment was 7 days for one
course of treatment and
continued for 3 weeks
Shan China | 2013- 52; 50; Oral or intravenous intravenous azithromycin ~ |Fever duration,
2017 2015 | 7.36+2.33 | 7.29+3.03 |methylprednisolone 2 CRP change, LDH
ma/kg/d, for 3 days change, D-dimer
change
SHAO China | 2008- 38; 38; small dose of Macrolide antibiotics Fever duration,
Xiaoli 2010 | 637+2.83 | 6.87+2.86 'methylprednisolone for Hospital days,
2011 3-4 weeks Cough duration,
chest X-ray
change
TAO China | 2013- 75; 75; Intravenous methylpre-  |Intravenous azithromycin Fever duration,
Xuyun 2014 | 74%14 7.3+1.3 |dnisolone 2 mg/kg/d for (10 mg/kg/d) for 3 days then |Hospital day,
2015 4-5dayson5-7dayof  |stopped for 4days. Followed |Cough duration,
treatment (dose increas- | by oral azithromycin for 3 Changein chest
edto 4 mg/kg/d accord- |days then stopped for 4 days | X-ray, CRP
ing to patient symptoms). |continued for 3weekswith  |change
Thenreducedto 1mg/ |ceftazidime
kg/d for 3 days after
defervescence.
WANG China | 2013- 40; 40; 4 consecutive days with | Daily intravenous infusion of |Fever duration,
Hao 2016 2015 | 510+1.86 | 486135 |2 mg/kg/d of methyl-  |Azithromycin 10 mg/kg/d for |Hospital day, CRP
prednisolone then 3d.Thenchangedto5mg/ |change
reduced to 1mg/kg/d  |kg/d of oral Azithromycin, 3
times/day, for 3 days then
stopped for 4d
WEN China 65; 65; intravenous infusion of  |Azithromycin 10 mg/kg/d for | Fever duration,
Jianjun 71+45 7.7+45 |methylprednisolone (2 |3 dthen stopped for 4d. Hospital days
2016 mg/d, 1-2 times and Changed to oral Azithromy-

reduced as symptoms
improved

cin after symptoms improve
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Wu China | 2013- Methylprednisolone 2 |Intravenous infusion of Fever duration,
Yourong 2014 mg/kg/d, for 3d. Then  |Aspartate azithromycin 10 |Hospital days
2017 changedto 1mg/kg/d  |mg/kg/d for 3days. After 3
for 2d. consecutive days of treat-
ment, oral azithromycin, 10
mag/kg/d, was administered
for 3d then stopped for 4d
XUJiali  |China | 2015- 60; 60; oral intake of methyl- daily oral intake of azithro-  |Fever duration,
2017 2017 | 68%16 71425 |prednisolone 2 mg/kg/d |mycin 10 mg/(kg/d) for 3d  |Hospital days,
for 3-5d on 2nd day of  |then stopped for 4d then Cough duration,
treatment repeated for 3-4 times CRP change
YANG China | 2012- 20 20 intravenous administra- |intravenous infusion of Azi- |Fever duration,
Lijun 2014 tion of methylpredniso-  |thromycin 7-10 mg/kg/d Hospital days,
2015 lone 1 mg/kg/d for 2 Cough duration,
weeks
YU China 2014~ 35; 35; Intravenous infusion of  |Intravenous infusion of ery-  |Fever duration,
Jieming 2015 | 56+2.7 5.7+2.3 |methylprednisolone2  |thromycin 20-30 mg/kg/d, 2 | Cough duration,
2017 mag/kg/d, 2 times/day.  |time/day. Change to oral CRPchange
azithromycin 10 mg/kg/d
after 48 hours of defer-
vescence
ZHANG  |China 2012~ 32 32 Intravenous infusion of  |Intravenous infusion of ery- | Fever duration,
Xiang 2013 5+2 411 urbason 1-2mg/(kg/d) |thromycin 20-30 mg/kg/d,  |Hospital days
2015 with nebulized budeso-  |for 2 times, for 7 days; follow-
nide, for 3-5d; If symp-  |ed by oral administration of
toms don'timprove, oral |Azithromycin 10 mg/kg/d,
administration of me- (max. dose 0.5 g/d), for 3d
thylprednisolone was then stopped for 4d.
given for 3-5d.
ZHAO China | 2013- 29; 29; Daily intravenous me-  |Intravenous azithromycin 10 | Fever duration,
Shuging 2015 | 57424 5325 |thylprednisolone 1.5-2.0 /mg/kg/donthe Tstday,5  |Cough duration,
2017 ma/kg/d for 3 days, then |mg/kg/d from 2nd to 5th CRP change
changedto 1 mg/kg/d  |day, 5days asatotal
and tapering within 1 treatment course.
week
ZHENG |China 2015- 70; 70; Intravenous infusion of  |intravenous infusion of azi- | Fever duration,
Xuan, 2016 | 55+05 51406 |methylprednisolone2  thromycin 10mg/kg/din3  |Cough duration,
2016 mag/kg/d, for 3d times/day CRP change
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2) o7 aok®

Certainty assessment Ne of patients Effect
Ne of Study Risk of Steroesi ey placabo Relative | Absolute Ly Eresime
studies design bias considerations st mant (95% CI) (95% CI)
Fever duration
24 randomised | not serious | serious not serious | not serious | none 1151 1134 MD 2.66 CRITICAL
oin ] ©080
(2.78
lower to
253
lower)
Hospital Days
15 randomised | not serious | serious not serious | not serious | none 649 647 MD 3.96 IMPORTANT
2| G000
(4.23
lower to
3.69
Iower)
CRP level after treatment
14 randomised | not serious | serious not serious | not serious | none 603 677 MD597 | @@@DQ | MPORTANT
trials lower MODERATE
(6.39
lower to
54
Iower)

3) The Cochrane Collaboration’s tool for assessing risk of bias
O 713k

Mean Difference

IV, Random, 95% CI

Steroid Control Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% Cl
FAMN Huwei 2015 689 373 44 1145 27 43 6% -4.56 [-5.93,-3.19]
FEMG Xiaggiang 20164 985 1.4 o 1226 14 30 39% -241312,-1.70)
FEMG Xiaogiang 20168 8453 047 3001236 14 30 39% S373F4.34,-317
Jl Chaoyu 2017 62 21 45 108 18 45 39% -4.70 [-5.53,-3.87]
Ll Ling 2015 64 28 53 91 24 a1 318% -2.70F3.70,-1.700
LI Ming 20145 g 17 a0 121 32 a0 38% -4.105.10,-3.10]
LIN Jiangin 2014 5 12 42 71014 41 4.0% -210 -2.66,-1.54]
LIM*an 20148 23 049 45 38 1 45 4.0% -1.50 -1.89,-1.11]
LIU Chunyan 2017 08 0z 52 35 14 52 4.0% -2.70[-3.00,-2.40]
LIU Ging 2018 288 1.62 T4 4 15 62 39% -1 [1.83,-0.39]
LU ¥iaoyun.2017 508 1.24 53 738 18 83 40% -2.30[-2.88,-1.71]
QIU Haiyan.2017 411 1.04 a0 552 1.2 a0 4.0% -1.41 [-1.84,-0.97]
REM Mingxing 2015 74 148 33115 24 34 318% -4.10[-5.13,-3.07]
Shan 2017 0.86 085 52 17.85 3186 a0 39% -16.69 F17.60,-15.78] -
SHAD Xiaagli 2011 963 1.95 3| 115 35 38 3T% -1.87 [-3.14,-0.60]
TAOQ Kuyun 2015 525 1.14 T TO08 17 T8 4.0% -1.83 2.29,-1.37]
WANG Hao 2016 .86 235 40 1263 35 40 I7% -3.77 [-5.08,-2.46]
WEN Jianjun 2016 7a021 Bs 107 24 65 3.9% -3.60 [-4.38,-2.82]
Wy Yourong 2017 72 18 34 114 23 34 3.8% -4.20[-5.18,-3.22]
H Jiali 2017 45 23 1} 5.8 3 60 38% -1.30 F2.26,-0.34]
YAMG Lijun 2015 0.89 1.88 20 1188 33 20 15% -2.70 [-4.36,-1.04]
YU Jieming 2017 . i} 58 18 35 3.9% -210[-2.94,-1.26]
ZHANG Kiang 2015 9 2z 32 1 3 32 3T% -2.00 [-3.24,-0.79]
ZHAQ Shuging 2017 83 31 29 132 28 29 JE% -4.90 -6.42,-3.38]
FHAO Yanfei 2014 216 074 40 4.54 1 40 4.0% -2.38F2.77,-1.99
FHEMG Xuan.2016 48 14 7o BB 14 70 4.0% -2.00 [-2.36,-1.64]
Total (95% CI) 1191 1174 100.0% -3.32 [4.16, -2.48]

Heterogeneity, Tau?= 4.60; Chi#= 1132.27, df= 25 (P < 0.00001); F= 98%
Testfor overall effect: Z=7.72 (P = 0.00001)

Risk of bias legend

A) Random sequence generation (selection bias)
B) Allocation concealment (selection bias)
'C) Blinding of participants and personnel (performance bias)

E) Incomplete outcome data (aftrition bias)
F) Selective reporting (reporting bias)

G) Other bias

(
(
(
(D) Blinding of outcome assessment (detection bias)
(
(
(
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Favours [experimental] Favours [control]
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@ 4 73k
Steroid Control Mean Difference Mean Difference Risk of Bias
Study or Subgrou Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% Cl
FAN Xuwel 2015 art 18 44 1287 1.7 43 6.8% -4.16 [4.90 -3.42] -
FEMG Xiaogiang 20164 16.4 2322 a0 17.83 188 30 6.4%  -1.4312.49-037] -
FEMG Xiaogiang 20168 14.22 1.43 30 17.83 1.498 30 G.E%  -3.61[4.81 -271] -
LILing 2015 1.3 22 93 172 38 a1 6.2% -5.90[7.10 -4.70] -
LI Ming 2015 87 16 a0 135 33 a0 64%  -4.80F5.82-3.748] -
LIM Yan 2015 10.8 29 45 137 33 45 GA% -2.90[4.18 -1.62] I
REM Mingxing 2015 9.7 22 33 128 24 34 6.5% -2.90[3.93 -1.87] -
SHAOC Xiaoli 2011 908 23 38 1068 28 3| 64%  -163F273,-053) -
TAQ Huyun 2015 642 1.8 e 1273 26 Ta 6.8% -6.31[7.03 -5.549] -
WANG Hao 2016 1413 3.4 40 1678 3.5 40 58% -265[4.16 -1.14] —
WEM Jianjun 2018 172 248 65 M6 23 GBS G6E% -4.40F5.30,-3.50] -
WU Yourang 2017 948 21 34 127 2 34 G.48% -3.20 417 -2.23] -
HU Jiali 2017 178 52 B0 236 61 60 51%  -5.80[7.83 -3.77] -
YANG Lijun 2015 886 1.3 20 01223 25 200 B.2%  -3.67 [F4.90-2.44] I
FHAMNG Xiang 2015 14 3 32 17 4 32 5.4% -3.00[4.73 -1.27] I
ZHAOD Yanfei 2014 867 1.8 40 17.03 39 40 6.1% -8.36 [9.69 -7.03] I
Total {95% CI) 689 687 100.0% -4.03 [-4.89, -3.18] L J
Heterogeneity, Tau®= 2.66; Chi*= 151.49, df = 15 (F =< 0.00001}; F= 90% _150 5 7 5 150

Testfor overall effect: 2= 9.26 (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 persoennel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E} Incomplete outcome data (atfrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(3) C-reactive protein ¥ 3}

Steroid Control Mean Difference Mean Difference Risk of Bias

Study or Subarou Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI DEFG
FAN Yuwei 2015 1345 488 44 2815 1285 43 7.4% -14.70[18.50,-10.60] — [T1IT]
LI Ling 2015 164 42 53 4289 72 &1 7.2% -27.80[-30.08,-2553] - ®
LI Ming 2015 153 28 50 638 71 50 7.2% -38.50[40.63,-36.37 - ®
LIN Yan 2015 112 22 45 61 13 45 7.3% 510 [4.35, 5.85] " ®
LIU Qing 2016 278 285 74 1532 3B5 62 7.2% -6.54 [-7.66,-5.47] - ®
LU xiaoyun.2017 748 158 53 1324 287 53 7.2% -5.76 [-6.64,-4.88] ®
QIU Haiyan.2017 223 108 50 1382 10 80 7.2% -5.60 [-8.49,-2.80] @®
REN Mingxing 2015 132 589 33 296 108 34 7% -16.40[2048,-1231] - ®
Shan 2017 2002 666 52 5167 187 50 6.9% -3165[37.14,-2616] — @
TAD Xuyun 2015 17.34 1008 75 4465 1877 75  7.0% -27.31[32.13,-2249 - ®
WANG Hao 2016 4896 521 40 7585 564 40 7.2% -26.89[29.27,-2451] - ®
U Jiali 2017 189 87 60 364 102 B0 7.4% -17.50[-20.89,-14.11] - ®
¥U Jierming 2017 116 51 35 158 BT 35 72% -4 20 }673,-1 67 - ®
ZHAQ Shuging 2017 a5 22 29 173 31 219 T.2% -7.8019.18,-6.42] ®
Total (95% CI) 693 677 100.0% -16.03 [-22.56, -9.50] <>

Heterogeneity Tau?= 152.82; Chi®= 2648.97, df= 13 (P = 0.00001); F= 100% }50 25 ; 255 550

Test for overall effect: 2= 4.81 (P = 0.00001)

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

Favours [experimental] Favours [control]
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Characteristics Intervention
Num'ber O_f Number of
subjects; o
Study mean subjects; _ Outcome
Country | Year ageof mean age | Experimental group Control group
; of control
experiment
group
group, y
FAN China |2012- 44, 43; 2 mag/kg/d of methyl- oraladministration Azithro- |Fever duration,
Xuwei, 2015 82+27 7.2%2.1 |prednisolone for 5 con-  |mycin tablets (10 mg/kg; Hospital day, CRP
2015 secutivedaysthenre- |max.dose0.5g)for Tday  |change
ceived 1 mg/kg/dfor 2  |thenreceived 5 mg/kg of
days. azithromycin through day,
2-5(max.dose 0.25q)
FENG China |2013- Fever duration,
Xiaogiang 2015 Hospital day,
2016 Cough duration,
Improvement of
chest x-ray
JIChaoyy, |China  |2014- 50; 50; 2 mg/kg/d of intraven- | daily intravenous infusion of |Fever duration,
2017 2016 | 51403 49+05 |ousmethylprednisolone |azithromycin (10 mg/kg/d) |Cough duration
for 3d.
LILing, |China [2013- 53; 57; low-dose methylpredni- |Erythromycin intravenous Fever duration,
2015 2014 | 6.5+21 6.6+19 |solone 2 mg/kg/d for 3-5|drip 1 week, thenchangeto |Hospital days,
days Azithromycin intravenous Cough duration,
drip for 3 days, stop for 4 Changein chest
days, then oral take Azithro-  |x-ray, CRP change
mycin Tablets for 3 days, then
stop for 4 days then oral take
Azithromycin Tablets for
3days again), with 3rd
generation cephalosporins.
LIMing, |China |2013- 50; 50; intravenous administra- |daily intravenous admini- Fever duration,
2015 2014 | 31404 3.2+0.2 |tion of Prednisolone stration of Azithromycin 10 |Hospital days,
sodium succinate -2 |mg/(kg/d)for 3-5d, then Cough duration,
mg/(kg/d) for 3days, stopped for 3d. Sequential  |CRP change
then changed to oral therapy with daily admini-
administration of Predn- |stration of Azithromycin Dry
isone 1-2 mg/(kg/d), suspension 10 mg/(kg/d) for
then stopped 7-10d of | 3days then stopped for
tapering 4days, and repeated for total
course of treatment of 1
month
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LIN China |2012- 42, 41, intravenous administra- |Daily intravenous admini-  |Fever duration,
Jiangin, 2015 | 6.4%12 6.1+1.3 |tion of methylpredn- stration of azithromycin 10 |Cough duration,
2015 isolone 1 mg/kg/time, 2 |mg/kg, for 3-5d then oral Time to normali-
times/day, for 3 days, administration of azithromy- |zation of chest
then changedtooralad- |cin 10 mg/kg/d for 3d stop | x-ray
ministration of methyl-  |for 4 day. Oral administration
prednisolone, 1 mg/kg/ |was repeated for 2-3times
time, 2 times/day. during course of treatment
LIN China 2012~ 45; 45; intravenous infusion of  |intravenous infusion of Fever duration,
Yan, 2015 | 6.4+32 6.7433 |dexamethasone 0.2-0.3 |Azithromycinand gamma  |Hospital day,
2015 mg/(kg/d) for 5d globulin, Cough duration,
Time to normali-
zation of chest
x-ray, CRP
change
Ly China |2015- 52; 52 methylprednisolone intravenous infusion of im- |Fever duration,
Chunyan, 2016 | 58+40 56+4.2 |pulsetherapy: 1-2mg/  |munoglobulin 400 mg/(kg/d) | Time to normali-
2017 kg/d, withintravenous  [for 2d; intravenous infusion  |zation of chest
micropump injection for | of azithromycin 10mg/(kg/ |x-ray
3d. d)for 5d.
LIy China |2013- 74 62, Intravenous infusionof  |intravenous infusion of azi-  |Fever duration
Qing, 2015 methylprednisolone 2  [thromycin 10 mg/kg/d for 5d
2016 mg/(kg/d) was admini-  |then stop 4d and repeat for
stered until 24 hours 2-3cycles
after defervescence. Oral
prednisone was started
with 1-2 mg/(kg/d) then
taperedfor 7-14d
LU China 2014~ 53; 52, intravenous infusion of |10 mg/kg of oral Azithromy- |Fever duration,
Xiaoyun. 2015 | 6.59+1.57 | 6.80+1.43 |methylprednisolone 2 |cin for 1 day continued by 5 | Cough duration,
2017 mag/kg/d for 5d mg/kg of azithromycin from | Time to normali-
day 2-5. zation of chest
x-ray,CRP change
Qu China |2015-| 50;6. 50; methylprednisolone 1-2 |intravenous infusion azithro- |Fever duration,
Haiyan. 2016 | 91216 | 6.85+2.10 |mg/kg/d mycin 10 mg/(kg/d) was Cough duration,
2017 used until symptomimpro-  |CRP change
vement then changed to
daily oral Azithromycin sus-
pension 10 mg/kg/d.
REN China 2011~ 33 34, Methylprednisolone 2 |intravenous infusion of As-  |Fever duration,
Mingxing 2013 | 89+24 9.3+30 |mg/kg/dfor5daysthen |partate azithromycin 10 mg/ |Hospital days,
2015 reduced to 1 mg/kg/d for|(kg/d) for 3d; intravenous ~ |CRP change

2d.

infusion of gamma globulin
1.5g/k, 1time/day, for 3d;
intravenous infusionof
rifampicin 10 mg/kg, 12h/
time, for 4 times, used for 3
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days then stopped for 4 day
then change to oral admini-
stration of Azithromycin 10
mag/(kg/d), for 3 days then
stopped for 4 days. Total
duration of treatment was
7days for one course of
treatment and continued for
3weeks

Shan, China |2013- 52; 50; Oral or intravenous intravenous azithromycin Fever duration,
2017 2015 | 7.36+2.33 | 7.29+3.03 |methylprednisolone 2 CRP change, LDH
ma/kg/d, for 3 days change, D-dimer
change
SHAO China | 2008- 38; 38; small dose of methyl- Macrolide antibiotics Fever duration,
Xiaoli, 2010 | 6.37+2.83 | 6.87+2.86 |prednisolone for 3-4 Hospital days,
2011 weeks Cough duration,
chest X-ray
change
TAO China 2013 75 75; Intravenous methylpre- |Intravenous azithromycin ~ |Fever duration,
Xuyun, 2014 | 74+14 7.3+1.3 |dnisolone 2 mg/kg/d for (10 mg/kg/d) for 3 days then |Hospital day,
2015 4-5dayson5-7dayof  |stopped for 4 days. Followed |Cough duration,
treatment (dose increas- |by oral azithromycin for 3 Changein chest
edto 4 mg/kg/daccord- |days then stopped for 4 days | X-ray, CRP
ing to patient symptoms). |continued for 3 weeks with  |change
Thenreducedto1mg/ |ceftazidime
kg/d for 3 days after
defervescence.
WANG  |China |2013- 40; 40; 4 consecutive days with | Daily intravenous infusion of |Fever duration,
Hao 2016 2015 | 5.10+1.86 | 486%1.35 |2 mg/kg/d of methyl-  |Azithromycin 10mg/kg/d for |Hospital day, CRP
prednisolonethenre-  |3d. Thenchangedto5mg/ |change
ducedto T mg/kg/d kg/d of oral Azithromycin, 3
times/day, for 3 days then
stopped for 4d
WEN China 65; 65; intravenous infusion of  |Azithromycin 10 mg/kg/d for | Fever duration,
Jianjun 7.1+45 7.7+45 |methylprednisolone (2 |3d then stopped for 4d. Hospital days
2016 mg/d, 1-2 times and Changed to oral Azithromy-
reduced as symptoms  |cin after symptoms improve
improved
Wu China |2013- Methylprednisolone 2 |Intravenous infusion of Fever duration,
Yourong, 2014 ma/kg/d, for 3d. Then  |Aspartate azithromycin 10 | Hospital days
2017 changedto 1 mg/kg/d  \mg/kg/d for 3 days. After 3

for 2d.

consecutive days of treat-

ment, oral azithromycin, 10
mag/kg/d, was administered
for 3d then stopped for 4d
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XU Jiali, |China |2015- 60; 60; oralintake of methylpre- |daily oral intake of azithro-  |Fever duration,
2017 2017 68+16 7.1+2.5 |dnisolone 2 mg/kg/d for |mycin 10 mg/(kg/d) for 3d  |Hospital days,
3-5d on 2nd day of then stopped for 4d then Cough duration,
treatment repeated for 3-4 times CRP change
YANG China 2012~ 20 20 intravenous administra-  |intravenous infusion of Azi- |Fever duration,
Lijun, 2014 tion of methylpredniso-  [thromycin 7-10 mg/kg/d Hospital days,
2015 lone 1 mg/kg/d for 2 Cough duration,
weeks
YU China 2014~ 35; 35; Intravenous infusion of  |Intravenous infusion of ery- |Fever duration,
Jieming, 2015 b5ex2.7 5.7+2.3 |methylprednisolone2  |thromycin 20-30 mg/kg/d, 2 | Cough duration,
2017 mg/kg/d, 2 times/day.  |time/day. Change to oral CRPchange
azithromycin 10 mg/kg/d
after 48 hours of deferves-
cence
ZHANG |China |2012- 32; 32 Intravenous infusion of  |Intravenous infusion of ery-  |Fever duration,
Xiang, 2013 5+2 411 urbason 1-2mg/(kg/d)  [thromycin 20-30mg/kg/d, |Hospital days
2015 with nebulized budeso-  |for 2 times, for 7 days; fol-
nide, for 3-5d; If symp-  |lowed by oral administration
toms don'timprove, oral |of Azithromycin 10 mg/kg/d,
administration of (max.dose 0.5 g/d), for 3d
methylprednisolone was |then stopped for 4d.
given for 3-5d.
ZHAO China  |2013- 29, 29, Daily intravenous me-  |Intravenous azithromycin 10 |Fever duration,
Shuging, 2015 B57+24 53+25 |thylprednisolone 1.5-2.0 /mg/kg/donthe Tstday,5  |Cough duration,
2017 mag/kg/d for 3 days, then |mg/kg/d from 2nd to 5th CRPchange
changedto 1mg/kg/d  |day, 5days as atotal treat-
and tapering within 1 ment course.
week
ZHENG |China |2015- 70; 70; Intravenous infusion of  |intravenous infusion of azi- |Fever duration,
Xuan, 2016 | 5505 51+0.6 |methylprednisolone2  |thromycin 10mg/kg/din3  |Cough duration,
2016 mag/kg/d, for 3d times/day CRP change
2) 27 898
Certainty assessment Ns of patients Effect
RIS | N A e
Fever duration
20 [ randomisea [ ot serious | serious not serious | ot serious | none 1151 1134 Mﬁ%ﬁ DO@O [ crmen
5
Hospital Days
15| randomisea [ not serous | serious not serious | ot serious | none 640 647 Mﬁéﬁ OO | mromT
3
CRP level after treatment
5.54
lower)
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3) The Cochrane Collaboration’s tool for assessing risk of bias

O 7|7k

Steroid Control Mean Difference Mean Difference
Study or Subgrouy Mean SD Total Mean SD Total Weight I, Fized, 95% Cl I, Fized, 95% Cl
1.1.1 ¥ metindprednisolone
FAM ¥uweel 2015 683 373 44 1145 27 43 0.9% -4.56 [-5.93,-3.19] - ?
FEMG Xiaogiang 20164 985 1.4 3001226 14 30 32% -241F312,-1.70] - ?
FEMG Xiaggiang 20168 883 047 a0 1226 14 30 4.4% -3734.34,-317 - -
Jl Chaoyu 2017 62 21 45 108 19 45 2.4% -4.70 [-5.53,-3.87] - ?
LI Ling 2015 B4 28 53 91 24 a1 1.6% -270F3.70,-1.70 - ?
LIM Jiangin 20148 i 1.2 42 7114 41 5.2% -2.10 [-2.66,-1.54] - ?
LIU Chunyan 2017 08 0z 52 38 14 82 17 7% -2.70[3.00,-2.400 " -
LIU Ging 2018 288 1.62 T4 4 15 62 3% -1 1.83,-0.39] - ?
LU Kiaoyun.2017 508 1.24 53 F38 18 a3 1.7% -2.30[-2.89,-1.71] - @®
QIU Haiyan.2017 411 1.04 a0 5582 12 a0 4.4% -1.41 [-1.85,-0.97] = 2?2
REN Mingxing 2015 74 18 33 115 24 3 15% 410 [56.13,-3.07) - ® 2
Shan 2017 0.86 085 52 17.85 3186 a0 20% -16.69 F17.60,-15.78] - @
SHAD Xiaagli 2011 963 1.95 3| 115 35 38 1.0% -1.87 [-3.14,-0.600 - [ ]
TAOQ Huyun 2015 525 1.14 va 708 17 75 THE% -1.83 2.29,-1.37] - ?
WANG Hao 2016 886 235 40 12,63 35 40 1.0% -3.77 [-5.08,-2.46] - -
WEN Jianjun 2016 7a021 Bs 107 24 65 27% -3.60 [-4.38,-2.82] - ?
Wy Yourong 2017 72 18 34 114 23 34 1.7% -4.20-5.18,-3.22] - @
W Jiali 2017 45 23 60 5.8 3 60 1.8% -1.30 F2.26,-0.34] e ?
YAMG Lijun 2015 £2.85 1.88 20 1188 33 20 0.6% -2.70 [-4.36,-1.04] - -
YU Jieming 2017 a7 17 38 58 18 35 2.3% -210[-2.94,-1.26] - ?
ZHAMG Xiang 2015 g 2z 32 1 3 32 1.0% -2.00[-3.25,-0.79] - ?
ZHAQ Shuging 2017 83 31 28 132 28 29 07% -4.90 [6.42,-3.38] - -
FHEMNG Xuan.2016 48 14 7o BB 14 70 12.3% -2.00 [-2.36,-1.64] - @7
Subtotal (95% Cly 1056 1039 87.8% -2.77 [-2.91, -2.63] |
Heterogeneity. Chi*= 1086.70, df= 22 (P = 0.00001); F= 98%
Testfor overall effect: Z=39.80 (P < 0.00001)
1.1.2 Other steroids
LI wing 2015 g 1.7 00 121 32 40 1.6% -4.10F5.10,-3.100 -
LIMYan 2014 23 049 44 38 1 45 10.6% -1.50 -1.89,-1.11] -
Subtotal (95% Cly 5 05 12.2% -1.85[-2.21, 1.48] t
Heterogeneity Chi#= 22.32, df= 1 (P < 0.00001}; F= 96%
Testfor overall effect: Z=9.88 (P = 0.00001)
Total (95% Cly 1151 1134 100.0% -2.66[-2.78, -2.53] |
Heterogeneity Chi#= 113049, df= 24 (P < 0.00001); F= 98% t

20 -0 0 10 0

Testfor overall effect: Z= 40,75 (P = 0.00001) Favours [experimental] Favours [controf]

Testfor subgroup diffierences: Chi®= 21.47, df=1 (P = 000001}, = 95.3%
Risk of hias legend

() Random sequence generation (selection hias)

(B) Alocation concealment (selection bias)

(C} Blinding of participants and personnel (performance hias)

(D} Blinding of outcome assessment {detection hias)

(E) Incamplete outcorme data (attrition hias)

{F} Selective reporting (reparting bias)

(G) Other bias
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@ ¥ 71zt
Steroid Control Mean Difference Mean Difference Risk of Bias
Study or Subgrouj Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI ABCDEFG
1.2.1 ¥ methyprednisolone
FAM ¥uwei 2015 871 1.8 44 1287 1.7 43 13.3% -416[-4.90,-3.42] - 7?7 @
FENG Xiaogiang 20164 16.4 2.22 30 1783 1498 30 6.3% -1.43[2.49 -0.37] - ? 7
FENG Xiangiang 20168 14.22 1.43 30 1783 1498 30 9.0% -3.61[4.51,-271] - 7?7
LILing 2015 1.3 22 53 172 38 a1 5.0% -5.90[-7.10,-4.70] - ??
REM Mingsing 2015 97 22 33 126 21 34  B.S8% -280[3.93-1.57 — [ ]
SHAD Xiaoli 2011 9.05 23 38 1068 26 38 69% -1.63[2.73,-0.53] - [ )
TAD Xuyun 2015 642 1.8 T8 1273 16 75 14.0% -6.31[-7.03,-5.59] - ?
WANG Hao 2016 1413 34 40 1678 35 40 31% -2B5[4.16,-1.14] - ?
WEM Jianjun 2016 172 28 65 216 2.3 65 8.9% -440[-5.30,-3.50] - ?
Wyl Yourong 2017 9.5 24 34 127 2 34 TE% -320[417 -2.23] - @
¥ Jiali 2017 178 482 B0 236 6.1 6D 1.7% -580[7.83,-3.77] - ?
YAMG Lijun 2015 8.46 1.3 20 1223 15 20 47% -3.67 [4.90,-2.44] - ?
ZHAMG Kiang 2015 14 3 3z 17 4 32 24% -3.00[4.73,-1.27] - ?
Subtotal (95% CIy 554 552 88.7% -3.05[-4.23,-3.66] +

Heterogeneity: Chi*=105.91, df=12 (P < 0.00001}); F= 89%
Test for overall effect Z=27.18 (P = 0.00001)

1.2.2 Other steroids

LIMing 2015 87 18 a0 138 33 50 TO0% -480[5.82-3.78] -
LIMYan 2015 108 29 45 137 33 45 44% -290[-4.18,-1.62] —_
Subtotal (95% CI) a5 95  11.3% -4.07[-4.86, -3.27] *

Heterogeneity: Chif= 517, df =1 (F = 0.02); F= §1%
Test for overall effect Z=10.00 {P = 0.00001)

Total {95% CIj 640 647 100.0% -3.96[-4.23, -3.69] L]
Heterogeneity: Chi®=111.16, df= 14 (P = 0.00001}; F=87%

Test for overall effect Z= 2896 (P = 0.00001)

Test for subgroup differences: Chi*=0.08, df=1 (P=078), F= 0%
Rizk of hias legend

(&) Random seguence generation (selection hias)

(B} Allocation concealment {selection hias)

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

(@ Blinding of outcome assessment {detection bias)

(E) Incormplete outcome data (attrition hias)

F) Selective reparting (reporting bias)

(G) Other hias

10 5 0 5 10
Favours [experimental] Favours [control]

(3 C-reactive protein ¥ 3}

Steroid Control Mean Difference Mean Difference Risk of Bias
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Fized, 95% Cl IV, Fized, 95% Cl
1.3.1 ¥ methyiprednisolone
FAM Xuwei 2015 1345 4388 44 2814 1285 43 1.1% -14.70[18.80,-10.60] -
LILing 2015 151 472 53 4248 T2 51 3.5% -27.B0[30.08,-25.57] -
LI Qing 2016 878 285 74 1532 365 B2 14.4% -6.54 [-7.68,-5.42] -
LU Xigoyun 2017 .48  1.58 63 1324 287 83 231% -6.76 [-6.64,-4.88] =
QU Haiyan 2017 823 1049 A0 13.492 10 a0 2.3% -5.69 [-8.48,-2.90] -
REN Mingxing 2014 132 59 33 296 106 34 1.1% -16.40[2049,-12.31] -
Shan 2017 2002 GE6 52 5167 187 60 (0.6% -31.65[F37.14,-26.16) -
TAD Xuyun 2015 17.34 10,09 TG 4465 1877 75 0.8% -27.31[32.13,-22.49] -
WANG Hao 2016 4896 5.2 40 7585 464 40 3.2% -26.89[29.27,-24.91] -
HU Jiali 2017 188 87 B0 364 102 6O 1.6% -17.50[20.89,-14.11] -
YU Jieming 2017 11.8 5.1 35 158 a7 35 2.8% -4 20 [-6.73,-1.67] -
FHAC Shuging 2017 9.5 22 28 173 31 29 9.4% -T.8B0[-9.18,-6.437] -
Subtotal (95% Cly 598 582 63.8%  -0.54[-10.07,-9.01] |

Heterageneity, Chi#= 732.57, df= 11 (P < 0.00001); F= 83%
Test for overall effect: Z= 3520 (P = 0.00001)

1.3.2 Other steroids

LI Ming 2015 153 28 50 538 74 50 4.0% -38.50 [-40.63,-36.37] -
LIN Yan 2015 112 22 45 61 13 45 323% 5.10[4.35, 5.85] L]
Subtotal (95% CI) 95 95 36.2% 0.31[-0.39, 1.02]

Heterogeneity Chif= 143847, df=1 (P = 0.00001); F= 100%
Test for overall effect Z2=0.87 {F=0.38)

Total (95% Cl 693 677 100.0% 5.97 [-6.39, -5.54] |

Heterogeneity Chif= 264997, df= 13 (F = 0.000013; F=100% -Isu _255 ; 255 55
Testfor overall effect Z= 2759 (P = 0.00001) .

Test for subgroup diferences: Chi*= 478.93, df=1 (P = 0.00001), F=89.8% Favours [experimental] Favours [control]
Risk of bias legend

(A) Random sequence generation {selection hias)

(B Allocation concealment (selection hias)

(Cy Blinding of participants and personnel {performance hias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcorme data (attrition hias)

(F) Selective reporting (reporting bias)

(G) Other bias
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1) A FAel £3HE 7o) 54

2013- |25(7.29+3.03,y) |52(7.36+2.33,y) |Azithromycin 3| Azithromycin | Fever duration, Impro-
2017 2015 49(7.36%£2.32) |d+IVIG3d 3d vement of chest x-ray

2)2H a°fE

fever duration

1 randomised |not serious’ |not serious® |none K& A& = azythromycin+| &SSO | CRITICAL
trials serious serious immunoglobulin X2 (n=| LOW
49)2 B 3¢S EoLt
Azithromycin 5 AtE
(n=50)2 Hr 742l &4&7|
22 2

CRP

1 randomised |not serious® |not serious” |none azythromycin+immunoglo-| &= | IMPORTANT
trials serious serious bulin X|2#(n=49)0| H+| LOW
38.4mg/L2 azythromycin
CHE X 22(n=50)2] 51.6
mo/L ECHEE.

Chest X-ray

1 randomised |not serious® |not serious” |none azythromycin+immunoglo-| ©SOO) | IMPORTANT
trials serious serious bulin X|27(n=49) | H& LOW
o POH =, guE
o T HIZ0] 22} 71.4%,
67.9%, 72.2% = azythro-
mycin £F= X2 (n=50)2]
25.0%, 34.6%, 33.3% LCt
T2 EUEEY.

Cl: Confidence interval

Explanations

°single study

®too small for optimal information size
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