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to treat for benefit)
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to treat for harm)

OR: B EL (odds ratio)

PRISMA: & 4t ¥F 1t 5 Meta 4 7 4t & M
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RoB: fifi AU (risk of bias)

RCT: B ML % #8448 (randomized controlled
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SD: FpifEZ (standard deviation)
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BEAIE . B, AT (6 2B 5 A
S5 I B8 FEL B30 B ) 08 L T L B A
BEAEBF AL, R IT O T 9 2 (L
X 2 ST 5 ), {515 b I R
TR AR 5,

RAEMAEITAEVEZ LR R Im A BN 51 AR
SR, ARIXFP T IRAIRATAE S, O AT 2 1Y
IS B 1R R 70 o T F 2 T S 5 T R A
S5 AN R4 2 SRS IR N7 2, DR AE AT E 1
i, — LR AR LG vRYT 1, T kR
P U WORR A (8 LI A& R B B B Ry T Y, B
AR H Rt S fi 58 ) LANIE I AR 42 i PR I 327 254
HIT

A 2R IR T AT Sk T IX s IR #ia T
i (BARHRZRTT RONZIRTT ) B eSS, JFxt
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BER LW ATISSF. GHRE IR YT B B R T AR 3
IS 1F) PAY 2 g 5 0 B L B A 3 DA R B AR EL ARS8 T 114
U Y& e

Ji ik

A R G VF A K K 4% Meta 4 BT (network meta-
analysis, NMA) . 7E PROSPERO ¥ Mt ( ¥& #t 5
CRD42020169813), JFiE A & Gi ¥ AL 240t i) 1
¥ & Wi H (Preferred Reporting Items for Systematic
Reviews and Meta-Analyses for Network Meta-analysis,

PRISMA-NMA) FRIAHGHEVE HEAT "7

XS ER

BAHKE T Medline. Embase (Ovid). CENTRAL £/
LILACS %u## e , 745 2023 510 H 8 H, TCiB F BRI (7
WANFE AR 1) FIBF, FRATIEH E T Clinicaltrials.
gov. WHO e JR 3 56 v M 7 & #0023 W03 22, I 1E
Google Scholar H#HT TH R

PINATE

PATHINT VP4 R S BRR EE  Ai s 55
A Al BRI 576 97 1 B AL 6 B 58 (randomized
controlled trial, RCT), FIELERITVEHEN (X LM
FEM 10 ~ 15 mg / kg, ATWEZFHN 5~ 10mg/ kg).
WFFEN RO R A BBl i G 5l R AR JLE . B
BIRTT I E SCAHRIN AR 2 Bh 259, 22 B iR 97 I
S V) o T E B 1) 73 0 A6 Y 2 b 245 (G S iR
X ORI, BfJE 2 ~ 4 h J5 RAAREIS ). EF
R TS (R BT R ), TR
FES AT 907 20— 2. ATl I R 45 R FE br
(BFE R BEARELS R ) P72t FET
FIRTT R (EIYAIT S 6 h PN ) B IAFIANE (52
FE R b O AE L E N AGEIR, B IRTT
JE4n A6 h ATERILE RIS (533084 h oA
B TR ) o X “TE RN I TE S T2,
AR FL R AL 58 S, ARG BRI TTVE,
il Gl B ELUR . DR BRI AR . RELS Rifa b
FaBE A& AIE R, 55 4 /NETRLES 6 /N (S 2 1
T (AR “58 4 /NBHRIR” A0 “58 8 NIRRT )
PAJCAS R R AR AR I R (g
WG ) A (R A BT ER E 1R YT
O, Bl et E . iR U RIECE
Pt it )

Xk Tiiide 5 #R R EX

HPFE % (JED, MCP, AFE, JAL) Bho7 H 5 &
Hbr AR EE . N 1 AT H EH AR A%
PRRRE T, Bk 8RAe. 2— =,
P % (JED, MCP., AFE, JAL) JHS7 58 B4 i ik,
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AR T ik P O 1) R A SR B, VPR 35 (LED,,
M.CP., AFE, JAL) Jl57 HE SRS 5 ERAE (FH5T
NBES WFTUH S S HI S 53 N BEEIE L)
T IS R AR (R S g 2GR ) RIAE A . X
FTaREE R, RIS AR LI N B 5%
FIRSEFH TR, PR B A 5
JH: SD AU S A, AEARIG DL E . X T LAEIR
T AR AL S5 SRR S At S5 A KR (i 7, FRATIAE A
WebPlotDigitizer T~ FL M I 2 42 LA "o 2 R A0y
B, HEE 3 ALFE A (JAR, JMS, LD.F) Bk

R & RREFTE

FAE A Cochrane i 2 XU A T H 2 (Risk of
Bias tool 2, RoB2) X fiff 78 #k4T 4 7. H. & ) fi e KU
VPAG, 2 ALPPEE# (JED, MC.P, AFE, JAL) SEHL
AR A e 25 XU 23 g vy AR, ™ AR AU ™ B “ A
—EMM” . EEE R 10 IR E L,
I I B R R A AT BT A

BIES S Meta 317

X RE R, BATHEUEL (odds ratio,
OR): Xf TRELEMLE)R, THEMEZE, FHRAHR T
95% & {5 [X [fi] (confidence interval, Cl)o 4{V 4% ftFx
15 B P A B R DY A BRI, 4% R Wan 7V
BE A 8D . A ARIRMAT TR AR, TRATT S 2k
RN AR, AR 78 RORAf TH R A & 7
TR 7 h i 2 ) SD BEAT Al .

XFFHCRT Meta 7387, FRATTR A0 B B SN A5
A, Jfad 2 geit BT E R B (BPAEREALAR R
et ) ®7s o T AT 2 TR TT I BB AR I R
AT e i, R P B AR B R B O 3dE

FFE—Ig R, RIWLHMKE, Hha
I T BE S FUECE A, Y SRS T
BIRR B AR BEPLRN NMA, AR B I 25 o
(¥ 1 78 7 7 (&l <) — 3, I H {3 A DerSimonian
A Laird J7iEAT A5 P FRATTHE P R4 X6 T it
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BATHER, PYFATERIN 0 ~ 1, W MERRE R
FRAR P BT T T S 4 R P VTS BT
PR P T E D 10 TR RS R, B
LRI 2 B ANFEAR RS BEAT B 7

I RR Y TIPS R R, B R 5
HEEREREE, FEERERESER ™. PG
BRI TR IR REFEM. ER K&
e RS (AR JRUR: LA K% BB ATLAR R T 0 25 4 AR 45 )
TRATVP Al T B LA TR A v IR R TS PE 22 57
VA (R E S B S, A
KA RS RS, SRA—SEEd it -6k
72 B AR PRI Wald 4t iF & AT VPl R —
FbEEE A A ENE P TR .

NARBN F B R IS TE R NAE MR 3=, AKX
Bz 5 AR 2 ) S5 o M A — SO SR IR, 384T
BEAT T BN AT o THRIARYE R (R REEAE B ) A7)
B (AR SEFE) ST WA 5. [, HIEREK
BEATL A BT 900 129 5 350 e i 12 R R B 9, R AT
AT, AN, FAVERAT T Meta FIESHT, ¥
R BRI AE A AR, (HEH R A R R
BESEM. BEAh, FRATI PR 45 R Fel & 057 (4
LR / PV vs FoAth 77k ) AT WAL T B o br
Bt R #E (FRAS 4.1.2) £ netmeta £ * SZFY,
g5 R DL R IR 1 T 2 B

TS IR

H12 4 VPR 5% (E.C. A LD.F.) A Sr A FH 47 43404
PR HE 51 7% (Grading of Recommendations,
Assessment, Development, and Evaluations, GRADE) #F
s —ANERRIMETHRUR, SRR BN NMA 5 THE
GINEE R T SRR TE . ARG, EE. K
Bt A2k, LA BAEAA — Bk A
AR P g2, JRATIHE T dR /N T A A B R
GRADE 77V M NMA 75 4548 ™, X T Fs i, 4% K
EXEA (O BRIy ) KRN EEAT . FATIHE
BAGE R RS P B R, EHBERTE R R
BT T I S UE i A S s RIS s 4 % 5 AR X



L, BLR N AR BANE o 45 2R AR TT 5 2L 101° F~=102° F) o ZIAWFICHVRALE AN TERR 2.
(57 4 /NI ANER 6 /NI TE A FA ) NNTB) DA 7= ZE Ak AT R BB 5 e AT Vs 25 i B R LA
A FH LR BBINETT 7 ZH (R R F ™ 5 UEHE, (HARHKF) 10 mg / kg 55 15 mg / kg X LM 5
AN RFAEHNNTH), FREA S 95% O, XS EH A My ) B UGS . PRIk, FRATDRE X 2 s 2
S BRSO (AR B2 BB R IR T RN BB St LRI T IR G T IE BT i, TARIE S0 2

RO ) S BATE R A T, s R ANAS Ak, B (5~ 7.5 mg / kg) FIE7IE (7.5~ 10
2 g — TS, IR NNT 455 20, mg / kg). B2 BRT TR EELRMWEE, ik
TIBHA. 4h A6 h R 4hFl6h KRN, LI

&k m F RN R b . o 2% B AN 7 1 1
1 U 70 R i AR RUES: ), 21 THURIE 78 M D 45 720
JEHEER JRUR: 0, 8 TR U AT AE — s (R R T, B
WA R T 4 314 2 FCHR, TRiE T 3 553 4 T 5 R R A gS R R Bk (R TRl 2).
SCHR, FEATH R 97 RIEAT T AU A . I A HERR — LR TR T AR IR AR, BRIEAMIR S, X

T 88 WS (WANTEE 1), N T 31 WA (3t X L YR AT BT
5009 L) (B 1), Horp 16 W5 (53.3%) 1E &
W B K FEAT, 7 TWET (23.3%) HIAF B2 ) i w FELR

B . BWIHHFHLE R ERIERDY 1.4 ~ 59 6 A TR 1 JLE A E A g, 00 o,

Zo ARIRINE T RO ERR .. HRAMALE, & WA A T AN IE) s SCRIARE:, ltn “ s

I RARRE 2 X o= 37.8° C~=385° C (8 = “OCE BB M LR <48 h IFIUAIE B R I
Identification of studies via databases and registers ] [ Identification of studies via other methods J

Records removed before screening:

Duplicate records removed Records identified from:
Records identified from*: (n=761) Websites (n =0)
Databases (n = 4305) f— Records marked as ineligible by Organisations (n =0)
Registers (n = 9) automation tools (n =0) Citation searching (n =1)
g Records removed for other etc.

reasons (n =0)

_ |

—
Records screened | Records excluded**
(n=3553) (n=3439)
Reports sought for retrieval Reports not retrieved Reports sought for retrieval Reports not retrieved
= (n=114) (n=15) (n=1) (n=0)
i |
@
Reports assessed for eligibility Reports excluded (67): Reports assessed for eligibility
(n=297) —|  NotRCT(n=33) (n=1) —
Different population (n = 9) Reports excluded:
Different comparisons (n = 8) (n=0)
Different outcomes (n = 17)
—
3
= Studies included in review
3| | =31
&
L

W1 R AFZE. PRISMAFF R & &F AR A, £ %13 83515 ¥ www.prisma-statementorg. X % B Page MJ,
Mckenzie JE, Bossuyt PM, Boutron |, Hoffmann C, Mulrow CD, et al, The PRISMA 2020 statement: an updated guideline for
reporting systematic reviews Systematic reviews and Meta-Analyses. BMJ 2021.
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lbuprofen_Low

Tougrolen_High,

buprofen_High

Acstarinaphen

Combined

‘Aternating

Atemating

B2 M Meta o ATLEME ., ATERMA. 4h ARLM. 6h WRLM. 4h - FHKIE. 6h - FPRBARZH
REFMAGNELZFSHE., T 2GR DEATEZZTROILEAS, A ie) T e R 5EE, &5

B 4m R T TR AE I PR AR G RIS S E .

WSROI IEE " W R, FRATTA G X 2 25 L 3k
TgitEIt. —WHERRI, SR M A
WIFALL, B RIT TR TR B L E AR A R
(Non-Communicating Children’ s Pain Checklist) 3£+ .
HARARKIS T B2 7. THRmA
RFIE WA AR 3.

7 U SR A TR FAET TR ) BN
X LR B A L, BEA VR T AR E B N E A
W R AT Re AR AL SR, BEAIRIT BN 4
FLIE AR A FEa %A [ )2 (mean difference, MD)],
-32.82 min; 95% Cl: —68.68 ~ 3.03; (KA MEiFHE ),
1H 95% Cl ELIHE IR . b 78 3A F1 B 73l JE o 1
NMA ity THE I AR AR B RS — B e i 45 . R R I
2R (P =093) BURFHA—E .

6 TR 7o 15 1 ESF 4 /NI RN SR 6 /NI T R 4
MItbfl. #hFEIE 4 BoR T8 4 NI (T ) A
6 /NI (A b A1) TE R B B AT RE EL R NMA £l
THEXTEE R . XT38 4 /NS R R oo, 8 0 o8 %8 5
5500 2k 2 B AH b, BE G IR 9T (OR: 1325 Cl:
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459 ~ 38.15; fILHAENE ). ZZEIARYT (OR: 3.59; Cl:
1.77 ~ 7.26; EERAENE) s B AT S (OR: 1.76;
Cl: 1.20 ~ 2.57; RHEM: ) WRIMHHEMAMR. 1k
gb, BKEIRIT WATREIL T2 BB IT (OR: 3.69; Cl:
1.07 ~ 2.69) 0 A R HUAR T &AW 55 HOE S . b 78
S5A HI B 75 1 NMA fli tHE B BRARIE A P B, DA KA
—HHES TSR RRIAR (P =053) SUREA—
k.

Xt 58 8 /INRE TG R A, 550 S0 8 i Ay
J7 (OR: 5.28; Cl: 2.38 ~ 11.71; H&&@iE L) ML #
¥JT (OR: 5.08; Cl: 238 ~ 11.71; {KHEN: ) ATRE
TR SR FE WY, T A AT S (OR: 1.02; Cl:
066 ~ 1.58; H&EMIEME) RRIEER. AR
JT 5B IRIT Z R R 22 7 (0R: 1.04; Cl:
0.28 ~ 3.86), IKHH AT SF TCAH ARG . b 78 ] 6A
FB &R T NMA fhi tHE AR P PP KA — 3L
PO HTEE R R RILA SR (P = 0.25) BURTEAR—5E .

RELR



16 U S0t 7R IT IS 4 h 1P 35 A i =0t
45,40, 49, 50,55, 54,5657 99°61. 6. 691t Sy (MD: —0.47;
Cl: —0.83 ~ —0.11; {RAAEME ) ZZBIRIT (MD: —0.42;
Cl: —0.84 ~ -0.00: K7 & ) Al m 7 & A ¥ 5%
(MD: —027; Cl: —047 ~ -0.06; K& M) AT GEAL
TXF O WEE FE Wy, AR B AT 2Y (MD: -0.10;
Cl: —0.43 ~ —024; fRHfiEME) TRZEZER. Hibtt
MR KIZESR . #bFeE 7A B 7305l &7 1 NMA
THE R AR E XA — S g R KRR
(P =0.84) By A — k.

12 WU FER 2 71897 )5 6 h [ 2 ik, 102
49°95,96,57,59.60.65.61 -t SVAYF (MD: —1.11; Cl: —1.51 ~
-0.70; MRWHEME) - ZEIRIT (MD: —1.51; Cl:
-2.10 ~ -0.92; fiAfhE M ) R = A5 (MD:
-0.25; Cl: —0.44 ~ —0.06; AHIEME ) Wow H BEARK

MR, AR R AT ZF (MD: —0.01; Cl: -0.28 ~
0.31; (RHREN) HXT M EIEM T2 & 2 7. JAh,
WG VR IT AE MR N B 7 AR TS E A& 2y, 2
ALERIT B AR ATIE S R . #hFE ] 8A
B JE7R 1 NMA i U {EL (1) #R AR B AN — B 43 dr 4
KEIMASE (P =032) SURHA—F M.

15 W 74 & TR T )5 4 h 5K 6 h [Pk iR
AR A, 19079 4 42 4666, 51, 55, 60,6569 691k S g L L AM T ] 9
B 100 BEAN, 2251 16 TAN 14 THE TR T8
i 134 35735 40740, 45, 90-95, 55°05, 61760, 68 g it g (54 52 54, 95,98, 8% A |y
ko X TRUEEARFE, RRIAEM T
T it 5 0 2 W e FE Yy 2 (A1 2 5 (Rh A 1 R
12), HARKME| 4R (P =051 P =088) SimHA
— ik,

BRI AR B E A E R, *he 13 @R

‘Outcome Certainty* Classification Intervention Re‘“‘:;;g;i;f:;’;ml“; P-score A‘:E];';‘: :zﬁnw(;;iz'?;;es' (9?;,: '1(‘3[)
Primary | Fever High Not effective (Similar to inophen) |Tbuprofen low dose e 037 1.91 (-87.26; 83.42)
Clearance |Low May be not effective. (May be similar to |Ibuprofen high dose 0.75 -32.82 (-68.68; 3.03)
inopt Combined 0.62 -27.58 (-105.02; 49.86)
Comp A p 025 =
Without evidence for this outcome Al -
Afebrile 4h |High
Comparator Acetaminophen 0.00
Without evidence for this outcome fien low dose - -
Afebrile 6h |High
Not effective (similar to acetaminoj fien High dose 1.02 (0.66; 1.58) 0.18 0(-0.11; 0.10) -
Low May be among the most effective lAItennﬂng 5.06 (2.38; 11.71) 0.82 -0.30 (-0.39; 0.11) 3(9;:3)
Comp A inopk - 0.16 --
‘Without evidence for this outcome Ibuprofen low dose - - --
Secondary | Temp 4h  |Low May be the most effective C ined - 0.97 -0.72 (-1.07; -0.38)
Alternating = 0.72 -0.48 (-0.81; -0.14)
Ibuprofen high dose - 0.50 -0.28 (-0.45; -0.12)
Not effective (similar to inophen) |Tbuprofen low dose 0.23 -0.10 (-0.43; 0.24)
Comparator inophen 0.07 --
Temp 6h  |High
Not effective (similar to inophen) |Ibuprofen low dose - 0.14 0.01 (-0.28; 0.31)
Comp A inopk - 0.13 -
Severe AE [High Similar to acetaminophen (safe) Aliemating  08B(03%217) 057 CocoeA00n
Low May be similar to inophen (may  |Ibup high dose 1.09 (0.11; 10.68) 0.53 0(-0.22; 0.03)
be safe) Ibuprofen low dose 0.92 (0.36; 2.37) 0.45 0(-0.22; 0.03)
o, A inopt = 0.45 e
Without evidence for this outcome Combined - - -
Mild AE  |Low Similar to acetaminophen (safe) | Alternating 1.09 (0.38; 3.13) 0.63 0.01 (-0.23; 0.10)
ITbuprofen high dose 2.16 (0.96; 4.87 043 0.14 (-0.34; 0.01)
May be similar to inophen (may | Combined 1.28 (0.53; 3.06) 0.52 0.04 (-0.22; 0.08)
be safe) Ibuprofen low dose 1.35 (0.91; 2.02 0.13 0.14 (-0.34; 0.01)
Comp A inopk - 0.79 --

B3 AT GRADE ikt TG CBALD b R B4, 4R A W% Meta 5 30 45 8 A
95% Cl, Haf AL (LR R ) #4ThER, HARR T AT EA %t & L9 %, * 24K GRADE # &
M REREAMEATYFI SR EIEE (LRGEHT). REELABETETKIVGR TiEE (L RAHTH
BUR)., R E: SREUBEAELELER. BRERE: TRERS B L XA AL, = RE £ 7 (risk
difference, RD): T ZAGRIE P xT BB AL R AL F) 4069 LR H. Cl: T3 X 19; MD: ¥ £; OR: Fbfhtb.
SF K4 GhA6h LEM), OR>1 AT AM T CBERAR; s FHELEALE, MD <0 RTEH

T2t CBERIAE, P B E 25 R 49 NNT vA 95% Cl & .
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NNTH

Miit Hirm Least Harm

1 58 110 161 213 264 316

Combined

Ibuprofen HD

NNTB

Liii Binifit Miit Binifit

385 359 308 256 204 101 1

Alternating

Ibuprofen LD

B4 BRITEAKIELHAA: KEE5TRRLEE3TL, Aebr4h: 4 h A R L#EG)LF )., Afebr6 h: 6h A
REHA)ILE A, HD: FHFHE. LD: 1KF . MAE: B TRRFMF. NNTH: WG PTE AL A TRR AR,
NNTB: 7897 FT 5 AZVASEILIR 5. SAE: T &R R B4, NNTH A F3f4E SAE A= MAE &9 K%; NNTB /A Fif4E 4 h A=
B h LA 93K 2 . NNT AT PR3 547 69 OR T, 48 %) B4 R A 2t TR AR B A0 F 69-F 3918, H#E 8 B+,

A& xR E (4o OR) BA 4ot 5 & XA, AAERAup,

TR RN 4 B s i R I . 2T RS
T H2yyrik. bR 14 EoR TR &, #hFe bkt
2 HAHRAE T GRADE B VP 45 3

LEyibagiit

XEER 4 /NI AN ES 6 /NI TG R A R SRR A 20 # HE
B RoB BTG, G5 SRRKAEARAL ¢ 2 AN P 1P £
FAZR) (#hedk 4). BT RSERD, AT
X G SRy BEAT TR e I ZH 23 H B Meta [5] UH 234
BEXTER 4 /NISRTES 6 /NP2 4R 0 ) Meta [B103 (4%
1 Y AR e MR R A ) 45 R AN FE AR 3 By X
L AT AR S RN A THEL ) 2 25 22 57

HREL

K 3 45 T NMA XTI T E5 R I & X 156 4
N TERE BREIRIT (RARG mE M NNT =

82

A MMTAREIT (EFAER: @FEMSE: NN =4),
RBWRITR T m A EAAEST (AR =i
NNT = 8), i i@ A& 5 I T X S Ee . X T
e /MR LR, BRERIT (ARG mE
NNT = 3) 5288697 (T RE B A &4 MK e 1
NNT = 3) ZCRARL, I HITRTREMR T-%F LBt s Ky Al
IR SR B 4 RN T 8 4 /N RIS 6 /NET G
B NNTB LA B 28 o5 R 7™ B AN [ 41 NNTH.

(5 B

AV T 31 BWEIT, XL T 1 A5
AT 2, 1t 28k By 1) B 25 MO 249097 5 %8, 3R &
4 469 PR AJLE . R RIS T Fidi i A6 38 Aurs
] AR 25 22 5, (HIATR I RT (G Bl
SEE ) AEH A /NSRS 6 /NI, o) LE Y EE IR



TXF LB R Wy B AT SRR T . SRS, BREIRIT IR
TRERIT, MAEIRIT T 56 4 /N ) R A
W SR, FEE 6 /NI, BRAIRIT B BIRITL
] ) 22 AT 2%

FATT LAHE WIHLAART UG, A #2438 T
R LERMEKIAE T, Fik, BATEAEE
NEEL R R, w0 6 SRR RCK,
WAVTCAVER %S R AT E B4R A . AR R 56
2 FTE TARMEACANE RT3, I kAT,
A SR IR B -

FEIRIAT I, BATRIREIG T LT 251877 .
KRR T RS LRI A& s 2 (8 )R &,
HAT €’ B/ B, FiE, AN
i B 5 22 BF ORI B I AN (100 B U5 T2 kR

AT BN e TP i, DO AT
RURYT, JFEHRKI 2 HZMGFER#EER. M
— BB RGBT AE S 4 /NN TR R I L EE L A5
BTG ZKIEAENES, BRI
HH X CBRIEEIT G, IRIELE 2 & 4 h R {EHIA
W55 SEIRIT M B R HCRIE T AL 5 6 /M &I,
SR SRS R E R

LIRS N R B Meta 04T CVPA TR 2
MIVEIT 77 5. 4 TUE B2 Meta 23 T LU 1 A 45 25 5
CBEEEEm T, I 2 UL T S 2R9T 5 X
LRI BONZRIT (RGBT vs ZERTT ) ZIE 1
beag ® % IXEERFTRI, AT RLTAR T LR
FEmy T AR AT XA VR YT 7 R T AR
J7 0% MR SCERERR, AR TR AR T TR
TR it BE AT LR [ 42 LA DURA 5 LA X R
W

KOO A R BRI A, AT SF ATk
—EAFAES T AT TR R BT TR AR R

FEB ™ A R FAE TR AR R4
2z, EHMEMIESERY, JCHRERKILE
o, A3 S5 AT RE 2 B I SR B L U T e,
FAAIN, ROT AEFR A IIA R F ALY J7 T A7 AE S5
PRYE. ¥ LI P 1 HcH A R FAF AR B
s F RS G RS (R e S A SR
TR B ARG AR G ) 70 X BETETE R R S G
B 1k (0 3 ) S L SR A RT FBR R DA R, W RE
5 AR TR A Ok T

R ATESF 5 A R A 2 8]3 E RIS
FEORE T BA m KU g Ko, W RE
FAETR AR R o B, A8 25 12 i PR 552 ek v e 3
THERET™ (gl ) H AT RE A 40 B G (4n
B PER ) B JLE. Bk, T EE A sk DL R
UL LETMIE =P R R I RES RN RS ER LIPS
BRo TEBUUT RS 2 UGHE NIRRT ) JF
KIYIRE V7 (13056 -

AT T AR ™ A R BRI, EH S
DA RS R A e KHME ] A7 18 i 1 s O
i SE RE BRI (AT REHE ™ E AL S G
B ) 7O TR A TR T b B R T RE
INE B AR ) BLERACIRZS (AT BN 'S 4645
(RIS ) o AE A IX 28 RS A 3R LA A F (s 00 T
(f 1 d B AR ), S8 ML A A A BT B
A REFRm 2. BuAh, T4 B i e XU L3,
LR IAS R 73 LA A5 P e Bk SR, 3k HY
TARWESURITE . B e, R AT BT T SRR A i
SFAE G ST B —HR 5, (B T KU JLEE (40
it 7K BT B i 7K B LEE AR SRR R LR ), I
GAEFAIESS (BRI AR T )

= %

UEAb, BATHI SR 5L A T U it Fr) J 301 28R
( B BTN LB B My BA I 55, AR fe ) L /N Y
R ER AR 271)). Bk, B SIS s Ik
7B ARG B R AR AT AT VS N . 7

DE LA CRUZ-MENA et al 83



B J K A8 FH 22 V) R RCT AL B AT KB U 1
ML 7T o

KW RAFAE— L RIR . B 5, BATRBF 7R
(CRIJUE ) BLHE % P 28 R0 1 IR G, A AT
THRIEE T DR 00 5 v R o O e 2 47 S 4 AN
Meta [E1)3 53 47, H AR B2 1945 B AL X L8 1
Rl Hk, BAMCERT DR HAERYTIEE N
(77 (X CBEEIER N 10 ~ 15 mg / kg, AIEZFN
5~ 10mg/ kg o BRIk, FRATMLIRAGEMHE 2 H A
TR (MBS ). h TR SRR,
TRATTTCIE PP A B Ao FH /N TR

H AN RRVER, AT A T RPER T
7 AR JE R FAG0 IR s PRR T (g2 vh B 28 s
MPUER ) XPREIRIT NARAL T LE R IR E B,
T AT A A B 38 4 ) B U DA SR I o B AT
) S 56 = Ao I LA A€ T RE R IRl B 189 Rl n 4
HRRT LM AR ST T S B IR 47 Al AR AN I
AN RE 24 5 W 1 8 38 24 0 BT 48R 58 16T R I PR R
o R, ASHIEFTES KA B2 F R R A2 5 T 4691
A FRVBTT RS FATAAE , 12 D I Rl (R
BIRETT IR ) BN RPEH S RO AL TR LA
SO B R BB VP AL, X T B GEL, LR
ARLERI R GF B ILEREE,

KO FMAFAE — e H . B, XRE -
GEATIK S AN L A By X256 7 AR 2536097 T
BUATIESE 1) NMA. SR BATTHT AL, X EE — N E L —
BEFC b BAR DA BT U2 R 2536 T 7T, o
M —— AT T Tt 2 9 1 99 RO2E AT PP A AT T o
X G AREEL, DR T A B2 BOW 2 7R
JrREATHRIE, JCik B R AN () 052
BRI R B BIE R T AR, AEIF RS S LB
MR, LIRS TR BRI ).
AT R AR A G T F0UHE Tt 20l A RS e, oK
B B — PR TT T R EARROCR . BEAE, NMA 3K

84

ATTRE NS N 1o 20 GE v SRR 5 T A7 1 T it 2 1)
(IR AR BIEAE R B2 B s St 7R 2

KT HABR . ARGV LR 2,
ToAl F BROR FARE RS RAVICIAT T HHMNI =
G oy A, DAVPAG T 1R RS A8 B 3R R &5 IR I A g
P, EREBUETE. WAL Meta [B1VT53Hr;  [F] I A4
GRADE J7 VPP IS (i & MR S A5 45 R . &Ja,
1381 Cochrane FlIE PR & 5 2 5 45 R 5T
IR, DL E TR 0 NMA 777, E4 35 PRISMA-NMA ™
BEARE.

B, BB IR ST AR IR AN R B IR TEZE SR
BRI & AR ITAE S 4 /NI AN S 6 /N
RANEBT R A S . A (A5 4 ~6h),
PR TT 7 5 (UERRZ6TT ) ARG H R TR
RN A R BT HAF RS+

(fdh # ARFF &)

A N: THE etyxchzx@suda.edu.cn

2 E XM

1 Betz MG, Grunfeld AF. Fever phobia in the emergency
department: a survey of children’s caregivers. Eur J Emerg Med.
2006;13(3):129-133

2 Del Vecchio MT, Sundel ER. Alternating antipyretics: is this an
alternative? Pediatrics. 2001;108(5):1236-1237

3 Sullivan JE, Farrar HC. Fever and antipyretic use in children.
Pediatr Sect Clin Pharmacol Comm Drugs. 2011;127(3):580-587

4 Narayan K, Cooper S, Morphet J, Innes K. Effectiveness of
paracetamol versus ibuprofen administration in febrile
children: a systematic literature review. J Paediatr Child Health.
2017;53(8):800-807

5 Trippella G, Ciarci_a M, de Martino M, Chiappini E. Prescribing
controversies: an updated review and meta-analysis on
combined/alternating use of ibuprofen and paracetamol in
febrile children. Front Pediatr. 2019;7:217

6 Wong T, Stang AS, Ganshorn H, et al. Combined and alternating
paracetamol and ibuprofen therapy for febrile children.

Cochrane Database Syst Rev. 2013;2013(10):6D009572



20

Davis-McKenzie PM, Brennen D, Frankson MA, Bullard C. Parental
knowledge, perceptions and practices toward childhood fever in
the emergency department in The Bahamas. West Indian Med J
[Internet. 2016;65(Suppl 5)]

D_1ez Domingo J, Burgos Ram_irez A, Garrido Garc_ia J,
Ballester Sanz A, Moreno Carretero E. [Use of alternating
antipyretics in the treatment of fever in Spain]l. An Esp Pediatr.
2001;55(6):503-510

Lava SAG, Simonetti GD, Ramelli GP, Tschumi S, Bianchetti MG.
Symptomatic management of fever by Swiss board-certified
pediatricians: results from a cross-sectional, Web-based survey.
Clin Ther. 2012;34(1):250-256

Canadian Paediatric Society. Fever and temperature taking.
Available at: http://www.caringforkids.cps.ca/handouts/fever_
and_temperature_taking

Chiappini E, Venturini E, Remaschi G, et al. Italian Pediatric
Society Guidelines for management of fever in children. J Pediatr.
2017,180:177—-183.e1

Green R, Jeena P, Kotze S, Lewis H, Webb D, Wells M, Department
of Paediatrics and Child Health, University of KwaZulu-Natal,
Durban, South Africa. Management of acute fever in children:
guideline for community healthcare providers and pharmacists.
S Afr Med J. 2013;103(12):948-954

Penna AC, Dawson KP, Penna CM. Is prescribing paracetamol “pro
re nata” acceptable? J Paediatr Child Health. 1993;29(2):104—106
Paul SP, Kini PK, Tibrewal SR, Heaton PA. NICE guideline review:
fever in under 5s: assessment and initial management (NG143).
Archives of Disease in Childhood-Education and Practice. 2021.
Hutton B, Salanti G, Caldwell DM, Chaimani A, Schmid CH,
Cameron C. The PRISMA Extension Statement for Reporting of
Systematic Reviews Incorporating Network Meta-analyses of
Health Care Interventions: checklist and explanations. 2015.

Page MJ, McKenzie JE, Bossuyt PM, et al. The PRISMA 2020
statement: an updated guideline for reporting systematic
reviews. Syst Rev. 2021;10(1):89

Tan E, Braithwaite I, McKinlay CJD, Dalziel SR. Comparison of
acetaminophen (paracetamol) with ibuprofen for treatment
of fever or pain in children younger than 2 years: a systematic
review and meta-analysis. JAMA Netw Open. 2020;3(10):€2022398—
15

Drevon D, Fursa SR, Malcolm AL. Intercoder reliability and validity
of Web-PlotDigitizer in extracting graphed data. Behav Modif.
2017;41(2):325-339

Egger M, Smith GD, Schneider M, Minder C. Bias in meta-analysis
detected by a simple, graphical test. BMJ. 1997;315(7109):629—
634

Wan X, Wang W, Liu J, Tong T. Estimating the sample mean and

21

22

23

24

25

26

27

28

29

50

31

52

33

34

55

standard deviation from the sample size, median, range and/or
interquartile range. BMC Med Res Methodol. 2014;1-13

Higgins JPT, Thompson SG. Quantifying heterogeneity in a
metaanalysis. 2002;1558:1539-1558

Jackson D, White IR, Riley RD. Quantifying the impact of
betweenstudy heterogeneity in multivariate meta-analyses. Stat
Med. 2012;31(29):3805-3820

R€ucker G, Schwarzer G. Ranking treatments in frequentist
network meta-analysis works without resampling methods. BMC
Med Res Methodol. 2015;15(1):58-59

Veroniki AA, Straus SE, Fyraridis A, Tricco AC. The rank-heat
plot is a novel way to present the results from a network
meta-analysis including multiple outcomes. J Clin Epidemiol.
2016;76:193—-199

Baker SG, Kramer BS. The transitive fallacy for randomized trials:
if A bests B and B bests C in separate trials. 2002;5:1-5.

Jackson D, Barrett JK, Rice S, White IR, Higgins JP. A design-
bytreatment interaction model for network meta-analysis with
random inconsistency effects. Stat Med. 2014;33(21):3639-3654
Veroniki AA, Vasiliadis HS, Higgins JPT, Salanti G. Evaluation
of inconsistency in networks of interventions. Int J Epidemiol.
2013;42(1):332-345

Guido S, Rg CJ. Meta-Analysis with R. : Springer Cham; 2015
Brignardello-Petersen R, Bonner A, Alexander PE, et al. GRADE
Working Group. Advances in the GRADE approach to rate the
certainty in estimates from a network meta-analysis. J Clin
Epidemiol. 2018;93:36—44

Brignardello-Petersen R, Mustafa RA, Siemieniuk RAC, et al.
GRADE Working Group. GRADE approach to rate the certainty
from a network meta-analysis: addressing incoherence. J Clin
Epidemiol. 2019;108:77-85

Brignardello-Petersen R, Tomlinson G, Florez I, et al. GRADE
Working Group. Grading of recommendations assessment,
development, and evaluation concept article 5: addressing
intransitivity in a network meta-analysis. J Clin Epidemiol.
2023;160:151-159

Brignardello-Petersen R, Florez ID, lzcovich A, et al. GRADE
working group. GRADE approach to drawing conclusions from
a network meta-analysis using a minimally contextualised
framework. BMJ. 2020;371:m3900

Altman DG. Confidence intervals for the number needed to treat.
BMJ. 1998;317(7168):1309-1312

Nabulsi MM, Tamim H, Mahfoud Z, et al. Alternating ibuprofen and
acetaminophen in the treatment of febrile children: a pilot study
[ISRCTN30487061. 1— BMC Med. 2006;4:4—8

Amdekar YK, Desai RZ. Antipyretic activity of ibuprofen

and paracetamol in children with pyrexia. Br J Clin Pract.

DE LA CRUZ-MENA et al 85



36

57

38

39

40

41

42

43

44

45

46

47

48

49

86

1985;39(4):140-143

Autret E, Breart G, Jonville AP, Courcier S, Lassale C, Goehrs
JM. Comparative efficacy and tolerance of ibuprofen syrup
and acetaminophen syrup in children with pyrexia associated
with infectious diseases and treated with antibiotics. Eur J Clin
Pharmacol. 1994;46(3):197-201

Autret E, Reboul-Marty J, Henry-Launois B, et al. Evaluation
of ibuprofen versus aspirin and paracetamol on efficacy
and comfort in children with fever. Eur J Clin Pharmacol.
1997;51(5):367-371

Autret-Leca E, Gibb IA, Goulder MA. Ibuprofen versus paracetamol
in pediatric fever: objective and subjective findings from a
randomized, blinded study. Curr Med Res Opin. 2007;23(9):2205—
2211

Nadal CF, Garcia de Miguel M, Campdera AG, Fernandez JP,
Calatayud GA, Bayle MS. Effectiveness and tolerability of
ibuprofen-arginine versus paracetamol in children with
fever of likely infectious origin. Acta Paediatr Int J Paediatr.
2002;91(4):383-390

Celebi S, Hacimustafaoglu M, Aygun D, et al. Antipyretic effect of
ketoprofen. Indian J Pediatr. 2009;76(3):287-291

Ebrahimi S, Es A, Ghafarian H. Comparison of effect and side
effects of acetaminophen and ibuprofen in treatment of febrile
children. Iran J Pediatr. 2010;20(4)

Jayawardena S, Kellstein D. Antipyretic efficacy and safety of
ibuprofen versus acetaminophen suspension in febrile children:
results of 2 randomized, double-blind, single-dose studies. Clin
Pediatr (Phila). 2017;56(12):1120-1127

Kauffman RE, Sawyer LA, Scheinbaum ML. Antipyretic
efficacy of ibuprofen versus acetaminophen. Am J Dis Child.
1992;146(5):622-625

Kelley MT, Walson PD, Edge JH, Cox S, Mortensen ME.
Pharmacokinetics and pharmacodynamics of ibuprofen isomers
and acetaminophen in febrile children. Clin Pharmacol Ther.
1992;52(2):181-189

Khubchandani RP, Ghatikar KN, Keny S, Ng U. Choice of antipyretic
in children. J Assoc Physicians India [Internet. 1995;43(9):614—-616
Kramer MS, Naimark LE, Roberts-Brauer R, McDougall A, Leduc
DG. Risks and benefits of paracetamol antipyresis in young
children with fever of presumed viral origin.

Lal A, Gomber S, Talukdar B. Antipyretic effects of nimesulide,
paracetamol and ibuprofen-paracetamol. Indian J Pediatr.
2000;67(12):865-870

Mcintyre J, Hull D. Comparing efficacy and tolerability
of ibuprofen and paracetamol in fever. Arch Dis Child.
1996;74(2):164—167

Pashapour N, Macooei AA, Golmobammadlou S. Alternating

50

51

52

53

54

95

56

57

58

59

60

61

ibuprofen and acetaminophen in the treatment of febrile
hospitalized children aged 9-24 months. Iran J Pediatr.
2009;19(2):164—168

Phadke MA, V PP, Joshi AS. lbuprofen in children with infective
disorders- antipyretic efficacy. Br J Clin Pract. 1985;39(11-
12):437-440

Rana D, Vyas F, Bhavsar R, Patel P, Patel V. Randomized
comparative trial of efficacy of paracetamol, ibuprofen and
paracetamolibuprofen combination for treatment of febrile
children. Perspect Clin Res. 2014;5(1):25-31

Sarrell EM, Wielunsky E, Cohen HA. Antipyretic treatment in
young children with fever: acetaminophen, ibuprofen, or both
alternating in a randomized, double-blind study. Arch Pediatr
Adolesc Med. 2006;160(2):197-202

Walson PD, Galletta G, Braden NJ, Alexander L. Ibuprofen,
acetaminophen, and placebo treatment of febrile children. Clin
Pharmacol Ther. 1989;46(1):9-17

Walson PD, Galletta G, Chomilo F, Braden N, Sawyer LA,
Scheinbaum ML. Comparison of multidose ibuprofen and
acetaminophen therapy in febrile children. Am J Dis Child.
1992;146(5):626-632

Wong A, Sibbald A, Ferrero F, et al. Fever Pediatric Study
Group. Antipyretic effects of dipyrone versus ibuprofen
versus acetaminophen in children: results of a multinational,
randomized, modified double-blind study. Clin Pediatr (Phila).
2001;40(6):313-324

Hay AD, Costelloe C, Redmond NM, et al. Paracetamol plus
ibuprofen for the treatment of fever in children (PITCH):
randomized controlled trial. BMJ. 2008;337(7672):a1302—a1333
Kramer LC, Richards PA, Thompson AM, Harper DP, Fairchok MP.
Alternating antipyretics: antipyretic efficacy of acetaminophen
versus acetaminophen alternated with ibuprofen in children. Clin
Pediatr (Phila). 2008;47(9):907-911

Luo S, Ran M, Luo Q, et al. Alternating acetaminophen and
ibuprofen versus monotherapies in improvements of distress
and reducing refractory fever in febrile children: a randomized
controlled trial. Paediatr Drugs. 2017;19(5):479—-486

Paul IM, Sturgis SA, Yang C, Engle L, Watts H, Berlin CMJ. Efficacy
of standard doses of ibuprofen alone, alternating, and combined
with acetaminophen for the treatment of febrile children. Clin
Ther. 2010;32(14):2433-2440

Ulukol B, K€oksal Y, Cin S. Assessment of the efficacy and
safety of paracetamol, ibuprofen and nimesulide in children
with upper respiratory tract infections. Eur J Clin Pharmacol.
1999;55(9):615-618

Vauzelle-Kervro€edan F, d’Athis P, Pariente-Khayat A, Debregeas
S, Olive G, G P. Equivalent antipyretic activity of ibuprofen and



62

63

64

65

66

67

68

69

70

paracetamol in febrile children. J Pediatr. 1997;131(5):683—687
Sh JF. A double-blind comparison of ibuprofen and paracetamol
in juvenile pyrexia. Br J Clin Pract. 1990;70:22-25

Alaje EO, Udoh EE, Akande PA, Odey FA, Meremikwu MM. Ibuprofen
versus paracetamol for treating fever in preschool children in
Nigeria: a randomized clinical trial of effectiveness and safety.
Pan Afr Med J. 2020;36:350

Deligne J, Grimaldi L, Jonville-B_era AP, Giraudeau B, Blum-
Boisgard C, Al E. Antipyretic drug use in children in French
office based medical practice. Pharmacoepidemiol Drug Saf.
2007;16(7):812-817

Figueras Nadal C, Garc_ia de Miguel MJ, G_omez Campder_
a A, Pou Fern_andez J, Alvarez Calatayud G, S_anchez Bayle M,
Paediatric Fever Co-operative Group from the Spanish Paediatric
Association. Effectiveness and tolerability of ibuprofen-arginine
versus paracetamol in children with fever of likely infectious
origin. Acta Paediatr. 2002;91(4):383-390

Wilson JT, Brown RD, Kearns GL, et al. Single-dose, placebo-
controlled comparative study of ibuprofen and acetaminophen
antipyresis in children. J Pediatr. 1991;119(5):803-811

Hoover L. AAP reports on the use of antipyretics for fever in
children. Am Fam Physician. 2012;85(5):518-519

Kanabar D. A practical approach to the treatment of low-risk
childhood fever. Drugs R D. 2014;14(2):45-55

Pierce CA, V B. Efficacy and safety of ibuprofen and
acetaminophen in children and adults: a meta-analysis and
qualitative review. Ann Pharmacother. 2010;44(3):489-506

Yin F, Liu Y, Guo H. Comparison between ibuprofen and
acetaminophen in the treatment of infectious fever in children: a

metaanalysis. J Healthc Eng. 2022;2022:1794258.

71

72

73

74

75

76

77

78

Martinelli M, Quaglietta L, Banderali G, Ferrara P, Romano C,
Staiano A. Prescribing patterns, indications and adverse events
of ibuprofen in children: results from a national survey among

Italian pediatricians. Ital J Pediatr. 2021;47(1):98—98

. Ashraf E, Ford L, Geetha R, Cooper S. Safety profile of ibuprofen

suspension in young children. Inflammopharmacology [Internet.
1999;7(3):219-225

Su L, Li Y, Xu R, et al. EACH Study Investigators. Association
of ibuprofen prescription with acute kidney injury
among hospitalized children in China. JAMA Netw Open.
2021;4(3):€210775

Ziesenitz VC, Welzel T, van Dyk M, Saur P, Gorenflo M, van
den Anker JN. Efficacy and safety of NSAIDs in infants: a
comprehensive review of the literature of the past 20 years.
Paediatr Drugs. 2022;24(6):603-655

Zerr DM, Rubens GE. NSAIDS and necrotizing fasciitis. Pediatr
Infect Dis J. 1999;18(8):724—-725

Lesko SM, 0'Brien KL, Schwartz B, Vezina R, Mitchell AA.
Invasive group A streptococcal infection and nonsteroidal anti-
inflammatory drug use among children with primary varicella.
Pediatrics. 2001;107(5):1108-1115

Higgins JPT, Thomas J, Chandler J, et al. Cochrane Handbook for
Systematic Reviews of Interventions version 6. 4 London 2023.
Available at: www.training.cochrane.org/handbook

Jansen JP, Trikalinos T, Cappelleri JC, et al. Indirect treatment
comparison/network meta-analysis study questionnaire to
assess relevance and credibility to inform health care decision
making: an ISPOR-AMCPNPC Good Practice Task Force report.
Value Health. 2014;17(2):157-173

[EXXREH1EBI% PEDIATRICS 2024;154(4):¢2023065390]

DE LA CRUZ-MENA et al 87



