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CQ 1-3: MIMEZMD/INAFAT—Hh—ELT, FAAILI =2 (PCT), LTS (P-SEP), 124—0OAF

-6(IL-6) (/AN ?

* CQ—PICO RFEIZELHFE

BMfE B EDRELEEZEICE TEN\AFI—H—DFERAMICEALT FXELUARCQERTRIFRET
CRP, PCT, P-SEP, IL-6 M4 DD/N\AAI—H—%Y LIFl=, FN\AAT—H—DHEMEZELTOFAM
EEHMICHRETT B0, BEP)IED ERABRELETREENFONIERER, @ HMENKO—EHF
HGETREENRONDIEEEF D2 DIZH (T TFH@EL =, T A (D)L, & PCT, P-SEP, IL-6 DBIFELL,
TIRAL(O)FFE, NEZERICEITHAREIGHIE, TEAENTADOREBGEDBEEETARTIMILIC
XY BHEEETMT HEEL, FERDEBERT-.

* XHMRRK (FHEEFINTONE, ZOXBBRRRZELEH)

PCT

““ . . ” ““ . ” “ . ” ““ . . ” 1 . ” “ . .

procalcitonin”; “sepsis”, “sepsis syndrome”, “septicemia”, “infection”, “systemic inflammatory response
syndrome”, and “SIRS”; and “sensitivity”, “specificity”, “predictive value”, “likelihood ratio”, “review”,

“ il “ ' ” “ . ”
meta—analysis”, “false positive ', and “false negative .

P-SEP
(“presepsin” or “soluble CD14 subtype” or “sCD14-ST”) AND (sepsis OR “bacterial infection” OR “systemic

inflammatory response syndrome” OR “SIRS”)

IL-6

“sepsis” “infected” and “interleukin—6" or “IL-6".

CRP

(1) type of study (“descriptive study” OR “diagnosis” OR “epidemiological study” OR “meta—analysis” OR
“multicenter study” OR “prospective” OR “review-literature” OR “reproducibility” OR “test” OR “validation”);
(2) site (“critical care” OR “hospital” OR “intensive care”); (3) subjects (“human”); (4) test (“C-reactive protein”
OR “interferon” OR “interleukin” OR “procalcitonin” OR “white blood cell count” OR “sedimentation”) and (5)
disease (“infection” OR “cross infection” OR “hospital acquired infection” OR “meningitis” OR “multiple organ
dysfunction syndrome” OR “MODS” OR “pneumonia” OR “sepsis” OR “septicemia” OR “septic shock” OR

“systemic inflammatory response syndrome” OR “SIRS”).



* XEhERDT7O—

PCT

3487 articles retrieved from databases

3321 excluded on the basis of title orabstract
&4 animal experiments
76 case reports
145 commentaries and letters
I 21 meta-analyses
382 raviews
37 editorials
316 meeting abstracts, poster presentations, or correspondence
2280 not relevant®

166 full-text reviews

136 did not meet the selection criteria
93 reference group or control group did not correspondto
our definitions
— 1 nowell defined reference standard according to guidelines
37 no 2x2 contingency table could be made
3 language other than English, German, or French
2 ageyoungerthan 28 days

30 studies included in meta-analysis

K YBETE SR RX THEALTWAERIFAZE 30 HDSL, MNEEXMRELT- 4 FHERKRSL, 4 CQ TIXERIBFE
26 FEXNHRELT SR £17o7=,

P-SEP

185 articles retrieved from databases

171 excluded
+ dulplicated
» review or letter or edioral or case report or
meeting abstract or letter or meta analvsis

* experiment in Vivo or in vitro

+ paediatric patients

p

14 for full-text review

6 excluded
* 1 not relate to diagnosis value
» lwithout2 X2 table

* 4 1neligible design

A 4

8 included for meta-analvsis
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* ZEE R DF

PCT
1
Studyld H
I
Wanner 2000 ——
Tugrul 2002 ——
Tsangaris 2009
Tsalik 2011 —E
Supnn 2000 ——
Selberg 2000 —!—l—
Sakr 2008 —
Ruiz-Alvarez 2009 -
Oshita 2010 —'_:
Nagini 2006 — &
Meynaar 2011 | — =
Latour-Perez 2010 o=
Kofoed 2007 —l—l—
Jimeno 2004 — 1
Ivancevic 2008 —
Hsu 2011 — :
Harbarth 2001 1 —&
Gibot 2004 — T
Gaini 2006 —a—
Du 2003 —="—
Dorizzi 2006 T
Clechh (Sur) 2006 —
Clech (Med) 2006 —
Castelli 2004 — &
Bell 2003 ——
Al-Nawas 1996 —&— :
Ahmadingjad 2000 e
I
COMBINED "f"
I
1
T T
03 10
SENSITMITY
P-SEP

SENSITIVITY (95% CI) Studyld
0.76 [0.60 - 0.87] Wanner 2000
0.73 |0.62 - 0.83] Tugrul 2002
0.70 [0.50 - 0.86] Tsangaris 2008
0.68 [0.62 - 0.74] Tsalik 2011
0.650.53 - 0.76] Supnn 2000
0.86 [0.65 - 0.97] Salberg 2000
0.68 [0.60 - 0.77] Sakr 2008
0.83[0.73-0.91] Ruiz-Alvarez 2009
0.68 [0.58 - 0.76] Oshita 2010
0.88 [0.69 - 0.97] Naeini 2006
0.97 [0.84 - 1.00] Meynaar 2011
0.74 [0.62 - 0.83] Latour-Perez 2010
0.800.71 - 0.88] Koloed 2007
0.41[0.26 - 0.58] Jimeno 2004
0.83 [0.68 - 0.93] Ivancevic 2008
0.56 [0.42 - 0.70] Hsu 2011
0.97 [0.88 - 1.00] Harbarth 2001
0.83 [0.69 - 0.92] Gibot 2004
0.76 [0.64 - 0.85] Gaini 2006
0.80 [0.56 - 0.94] Du 2003
0.82 [0.69 - 0.92] Dorizzi 2006
0.80 [0.63 - 0.92] Clec’h (Sur) 2006
0.81[0.64 - 0.92) Clec'h (Med) 2006
0.62 [0.44 - 0.78] Castelli 2004
0.76 [0.63 - 0.86] Bell 2003
0.60 [0.51 - 0.69] Al-Nawas 1906
0.89 [0.79 - 0.95] Ahmadingjad 2009

0.77[0.72 - 0.81] COMBINED
Q=125.05, df = 26.00, p = 0.00
12 = 79.21 [71.83 - 86.59]

02

SPECIFICITY (85% Cl)

0.77 [0.67 - 0.86]
0.80[0.44 - 0.97]
0.61(0.72-0.89]
0.63[0.52-0.73]
0.70 [0.46 - 0.88]
055(023 - 0.83]
0.56 [0.49 - 0.63]
0.64[0.43 - 0.82]
0.80 [0.68 - 0.90]
0.96[0.80 - 1.00]
0.80 [0.65 - 0.90]
0.88(0.74 - 0.96]
0.58(0.44 - 0.71]
092 0.82 - 097
0.77[0.55 - 0.92]
1.00[0.72 - 1.00]
0.78[0.52 - 0.94]
0.69[0.49 - 0.85]
0.53[0.29 - 0.76]
0.74[0.55 - 0.88]
0.81[0.64-0.983]
0.95(0.83 - 0.99]
0.95[0.83 - 0.99)
0.87[0.60 - 0.08]
0.80[0.70 - 0.89]
0.79[0.73-0.84]
0.78[0.63 - 0.88]

0.80[0.74 - 0.84]
Q=140.74, df = 26.00, p= 0.00
12 = 81.53 [75.18 - 87.87)



Studyld l SENSITMITY (95% CI) Studyld
|
|
|
|
|
Romualdo 2014 et 0.81 [065-092] Romualdo 2014
|
|
Kweon 2014 —1 0.88 [0.78 - 0.94] Kweon 2014
|
|
Ishikura 2014 —_—t - 0.91 [0.78 - 0.97] Ishikura 2014
|
|
Behnes 2014 —:— o 0.90 [0.81 - 096] Behnes 2014
|
Vodnik 2013 : O 1.00 [0.88 - 1.00] Vodnik 2013
|
Ulla 2013 0 : 0.79 [0.70 - 0.87] Ulla 2013
|
|
Liu 2013 —a— | 0.71 [0.67 - 0.74] Liu 2013
|
|
Endo 2012 —f 0.88 [0.80 - 093] Endo 2012
|
|
|
|
|
COMBINED <jl> 0.86[0.79 - 0.91] COMBINED
|
: Q=7360,df =700, p= 000
|
: 12 =00.49 [85.35 - 95.63]
T T
06 1.0
SEMSITIVITY
Sensitivity (95% CI)
| i Gouel-Cheron 2012 0.84 (0.68-0.94
@ Tsalik 2012 0.58 (0.52-0.65
— Jekari 2013 0.65 (0.54-0.76
i f
i i
] )
Pooled Sensitivity = 0.62 (0.57 to 0.67)
| Chi-square = 10.22; df = 2 (p = 0.0080)
0 0.2 0.4 0.6 0.8 1 Inconsistency (I-square) = 80.4 %
Sensitivity
i Specificity (95% CI)
—.—'— Gouel-Cheron 2012 0.73 (0.60-0.83
@ Tsalik 2012 067 (0.57-0.77
8 Jekari 2013 0.83 (0.74-0.90
i
i
i
¢ Pooled Specificity = 0.75 (0.69 to 0.80)
| Chi-square = 8.21; df = 2 (p = 0.0447)
0 0.2 0.4 0.6 0.8 1 Inconsistency (I-square) = 67.8 %
Specificity

B

9

10

SPECIFICITY (95% Cl}

063 [0.56-0.70]

0.82[0.68 - 0.02]

0.77 [0.61 - 0.89]

060 [032-084]

0.93[0.78 - 0.99]

0.61[0.50-0.72]

0.86 [0.81 - 0.90]

081[0.70-0090]

0.78[0.68 - 0.85]

Q=8507,df =700 p= 000

12 =91.77 [87.50 - 96.04]

0.3 1.0

SPECIFICITY
Bensitivity SROC Curve
1 S
0.9+

L]
0.8 /
0.7+
L}
06 ®
05+
044
03
02 o
01
0 02 0.8 g
1-specificity

Asymmetric SR
AUC =0.7854
SE{AUC) = 0.07¢

Q*=0.7346
SE(Q") = 0.0662



CRP

|

|

|

|

i

Acsa] 2000 —n—
Salerg 2000
Suprn 2000
Vialion 2000
Kasdller 2000
Ligarts 1999 —

Romenourger 1989

COMBINED

SEMSITIITY

SENSITMITY [25% CT)

060 (149 - A71]

0E5[045-0:54]

087 (082 - 057

081 [054 - 0.96]

082 069 - 0.91]

0.72 P63 - 0:50]

032 (019 - 0.45]

0700055 - 0.82]

Q=5381,df =500, p= 000

2 = 58,85 [B2.05 - 25.64]
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Aol 2000

Selbang 2000

Sugrin 2000

Wialion 2000

hulier 2000

Ugane 1992

Romenounger 1999

COMEINED

l
___F__T__ﬂ______

_______€>_____T

ai

SPECIFICITY

=

SPECIFICITY [25% &)

071 (042 - 052

0.40[0.05 - 0.85]

047 [0:25 - A61]

082 [068 - 0.97]

067 [0.52 - 0.79]

067 [0.56-077]

0.93 058 - 1.00]

070,55 - 0.83]

Q=2044 of =600, p= Q00

2 = TOUES [47.74 - 53 56]



CQ:2-1: MiKRIEE (T DED LSITIRERT HM ?

* CQ—PICO REICED#RHE

A CQ DEMIE, —MBINLGMARIEEDIIIVT OHEITHEZICOVWTOHEL LIRS S LTH>T, PICO &
FELDHL,. CQ DRBRITHLEFE L, CQ TIXGLMEERICEER T HILLEZR AN, BAY, BEHRELLIC CQ
ELTHRYLIFREEMNSOEHIERL-, RRMICITMABREED2/IVT%E 1 ELT PICO 2R EL. Xik#g
RETVD. B CIENREESROERELR T HH8ELT,
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CQ:2-2: MiKIEELN DEERAKIL, LWOAZEDISITERT EH ?

* CQ—PICO IREICED R

MMELSDIEEIZDINTE., CQl F4k. PICO DR FIZEE LA HHYIT,. BEEELEIZCQELTRYLIFS
BEMABNVELVOLERT—HLI-. [ED Y. K. BERICOVWTXEERRZITL., — BRI HREEZTCR T
LHA8ELT=,
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CQ:2-3: VS LR BIIEERZRESBFONSHORERERICERN ?

* CQ—PICO REICE DR

BHEEMSIRESN, BYITRIELI-ER., EAICES1- CQ THD, ik, RIBRLE, HEXEE ., B O
KREICDOWT. VS LEBOREFHICETIIIETURERBITEILIE. KHARSAU DEEEBZHE
EZ . HETHRME - BRMEMSS 3vIIH TS LERBDIETURIZDWNTHRET A8t ELT =,
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CQ 3-1: BRFHEMOT-OICEREIITSIN?

* CQ—PICO RFEIZEH#EH&

BRI E DB - A ERDORAEREERICKH T LRHDRREFNHTH S,

CORIZTDVTUTORIZDOVNTHEETLELT -,

1. B2 DO F % (Bl X #, CT, MRI, PET ZERIMEZMICENAFTRAN?) .

2. EDFFRTITOIDN (MR, ICU AZERy, BIREIBLGENTREL TN ?)?

3. fisi 28 31l 35 B UM ERGL B DEHE Z R XA AE Y E DD, R TELERHDIDH, (EF CT HETH) B
ZBEAHBLEVMEEICREDFER(T (FIZIEXARDS TIE CTHNAA? THLEMELETIEI X EARN
bNB?)HE,

L EDEBZVANTRELEER,

1) E{EEZEISERM?

2) E{&ZWITIRAIVT X ESTD M ?

3) REENATHADZEESTLHOMN?

INEDRIZDONT CQEERT DT EELT-,

ERZH DAV T ICEALTIEREAICTSSEABHBTHAHIEND1) EI) ITRKRY, UTDZD&LT =,

CQl: BREREZIDI-DICEURZERILITIMN?

CQ2: BREEAFTHDIGE BHER-28)CT FEAN?
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CQ 3-2: MEENTHADES, B (2HER)CT FFRAM?

* CQ—PICO IREICEDH#FE
BRI E DB - A ERDORAEREERICKH T LRHDRREFNHTH S,
COEICOVTUTOAICDONTHRETLEL,
B2 DO F % (B4l X #, CT, MRI, PET A BUINEZMICENAFTRN?),

2 ta)ﬁéi-ﬁtﬁio)b\( SEREF, ICU AER, RIRBBLGENARTELTMNS?)?
328 BB AL I ERGL A DEHEZ W LR NBEYLEDH, DTEDLENHZDH, (EFE CTHETH) BREEMN
FIRILEVMERIZREDFRIL(FIZIXARDS TIE CTAFR? TLEMELETIIXEAALLND ?)HE,
L EDBEBBZMATRELER,

E{EEZEIEERN?
2 BEBEEEITIRAIVTXESITDM?

REENTBEDZEESTHIOMN?
INEDRICONT CQEERTHIEELT=,

ERZH OV ICRALTIIREIZTISEAHATHAHIEMND1) E3) ITRY, UTFTDZD&LT,
CQl: RERZEDOI-OICEERZIIETIM?
CQ2: BFEAFHDIGE, BH(2HER)CT IHFAMN?
FD#H, INTYYHTAAUMIT, EEFIESED)RIIZDOVTHRMETIEEDLSIZEET IO, ELVSER
DHY, HE=HTCQEMEMTHILELTz, LHL, MIMEERRELIERFIBEIZET HRCT (EIFEEET,
ﬁ%ﬁﬁlﬁﬁﬂit%ﬂ%itwl%@%(iﬂﬂmﬂ‘FaEIL,TI;tZ?HﬂT&S%)o Ftz, REHNLDERT, CQ2NTO RN

TEEFIBEDI)AVITDVWTRBTILLRESN, BIFAOERH O CQERETHILITLL, R

NTORBAELT=,
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CQ 4-1: EEAREEICHTIRERAY FA—LIEEDELESIZTT5M?

* CQ—PICO JREICE H#FH&

BREROOD FO—)LICET S CQ 2EKT HIZHIZY, BERAIZCO 2R TI2LENHDEEZ, B
ERRBREIEZD1D2ELTYR My TSNt BRENRELTIEERX, SHEEL - BEXLEITHS
LB Ep@BRMEIND, BMELTLRMEREZRRELEZEOSVWIET VANZ LN &,
FrELKOERBICELTIIFELIZAS RSAVUBNFEETEIIELY, RAA RS54 VG TRERERNRE)
& TERMmfGE] D keyword ITT+—HR LTz C0Q #ERKT HICEST-.

* XHEGERD 70—

XupEzE= 1

Search (((((((((severe sepsis OR septic shock))) AND (((intra—abdominal infection OR
intraabdominal infection OR abdominal infection OR peritonitis OR perforation OR gastrointestinal
perforation OR diffuse peritonitis )AND ((surgery OR surgical OR drainage OR source control) AND
(timing OR time OR delay OR duration OR interval)))) AND ((mortality OR length of ICU stay OR
length of hospital stay OR complication)))) NOT ((animals OR murine OR rat OR pig))) NOT (((aortic
aneurysm OR trauma OR hysterectomy OR vaginal OR cesarean)))) NOT (((case report OR review))))
AND english[la]

BER 1 TCOMRBRER
(n =338)

l

574N
oA > (n =331
(n =338) PICO OA—%: 331
A
T ‘ PRI
(n=6)
n="7 B .
KRNI D6
v
B RBR i
(n=1)
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CQ 4-3: MINEBRETLENT—TILERMIHRETIDEEDLSGB/EN?

* CQ—PICO RECE B #FHE

PUPRTEBRMEZRREL, AT —TIURERFRED L S GFEICTOINEN N ZHRELE. FEXY,
HARFTAY—HH, OvILGELRFLTIEEINEREZESNEAREFEOIY FO—LOBE RN
RUVEELGIRELVS CEICERZHTSRZ1To1=.

* XERARX HEEHRSATOLE, ToX@EEERLEE)

#%X 1 PubMed search ((((((sepsis OR septic shock OR ICU)) AND “catheter removal”) AND (length
of stay OR mortality)) AND english[la]) NOT ((animals OR murine OR rat OR pig))) NOT ((case report
OR review))

#%EX 2 PubMed search (((((sepsis OR severe sepsis OR septic shock)) AND catheter removal) AND
Randomized Controlled Trial) AND Humans) AND English

* XEBERD 70—
R 1 TORMBRNE R BB 2 TOMBRRE R
(n=64) (n =75)

v

HERS (0 =2)

\4

g i
mn= 137 Bt
(n=136)
> RCT T72\>: 96
Y KRNI D5
A LA B AN %1 35
n=1)
. 15548
il g (n=0)
FotE 5
n=1)
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CQ 4-4: RERAEICERY SRMBZBRICIIRMEDNBRERFRNI Y FO—ILIFED K SIZT5HV?

* CQ—PICO RECESH#EHE
REFAZEICERYT 2EUETRERIBRPFEOI FO—LHIBLEGKRETHY, BIMEEFEEZRHREL
1= CQ ZE&E L 1=.

* SRR FE

@ ; (((((obstructed OR infected kidney OR urosepsis OR obstruction OR obstructive pyelonephritis
OR pyonephrosis))) AND (sepsis OR septic shock)) AND (decompression OR stent or nephrostomy))
NOT (animals OR murine OR rat OR pig) NOT (case report OR review) AND english[la]

@ ; ("pyelonephritis”[MeSH Terms] OR “pyelonephritis”[All Fields]) OR (“urinary tract
infections” [MeSH Terms] OR (“urinary”[All Fields] AND “tract”[All Fields] AND “infections”[All
Fields]) OR “urinary tract infections”[All Fields] OR (“urinary”[All Fields] AND “tract”[All
Fields] AND “infection”[All Fields]) OR “urinary tract infection”[All Fields]) OR urosepsis[All
Fields] AND (“drainage”[MeSH Terms] OR “drainage”[All Fields]) AND (Randomized Controlled
Trial [ptyp]) AND english[la]

* XEERO IO —
MR 1 TOMmBHER BHBRR 2 TORBREE
(n=155) (n =68)

v

HERRS (0 =0)

v

ikt
(n= 223) A
(n=222)
> RCT T72\: 197
v KRNI 16
2n s AR D9
n=1)
Bk
> nh=1)
- CQ THELET Y A LD
I AEER A S e
(n=0)
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CQ 4-5: EEIEMEEERMARRAEEICHT HARELRDIY FA—LITZED LS IZTFS5SM?

* CQ—PICO RECE B #FHE
BNTREREOI Y FO—AAEELFREZERL, BREMRTEBRBREEIYR Ty TSN, 24
SUJERBS CQERET HITEST-

* kR A

M : (((Necrotizing Soft Tissue Infection) AND (severe sepsis OR septic shock)) AND (mortality
OR length of ICU stay)) AND (operation OR drainage OR surgical OR open OR incision OR
ultrasonographical ly OR ultrasonographic OR needle)

@ ; ((("surgery”[Subheading] OR “surgery”[All Fields] OR “surgical procedures, operative”[MeSH
Terms] OR (“surgical”[All Fields] AND “procedures”[All Fields] AND “operative”[All Fields]) OR
“operative surgical procedures”[All Fields] OR “surgery”[All Fields] OR “general surgery” [MeSH
Terms] OR (“general”[All Fields] AND “surgery”[All Fields]) OR “general surgery”[All Fields])
OR (“surgical procedures, operative”[MeSH Terms] OR (“surgical”“[All Fields] AND “procedures” [Al |
Fields] AND “operative”[All Fields]) OR “operative surgical procedures”[All Fields] OR
“surgical “[All Fields])) AND (“drainage” [MeSH Terms] OR “drainage” [Al| Fields])) AND ((("Systemic
Inflammatory Response Syndrome”[Mesh] OR “Systemic Inflammatory Response Syndrome”[TW] OR
sepsis[TW] OR septic[TW]) AND (((("skin”[MeSH Terms] OR “skin”[All Fields]) OR (soft[All Fields]
AND (“tissues”[MeSH Terms] OR “tissues”[All Fields] OR “tissue”[All Fields]))) AND
("infection”[MeSH Terms] OR “infection”[All Fields])) OR (“necrotising fasciitis”[All Fields]
OR “fasciitis, necrotizing”[MeSH Terms] OR (“fasciitis”[All Fields] AND “necrotizing”[All
Fields]) OR “necrotizing fasciitis”[All Fields] OR ("necrotizing”[All Fields] AND “fasciitis”[All
Fields])))) AND (("Randomized Controlled Trial”[PT] OR “Controlled Clinical Trial”[PT] OR
randomized[TIAB] OR placebo[TIAB] OR “Clinical Trials as Topic”[Mesh:noexp] OR randomly[TIAB]
OR trial[TI]) NOT (“animals”[MeSH Terms] NOT “humans”[MeSH Terms]) OR (Meta-Analysis[PT] OR
systematic[SB])))
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K XEBERD 70—

B 1 CoOMmBER

B 2 TOMmBEER

(Il =106 ) (n :17)
»| EEERSS (0 =0)
v
ok AT e
(n= 123)
54N
> (n=123)
RCT CT7Zpu»: 123
AT
(n=0)
R EYN
l g n=0)
i AEER FH AR 3L
(n=0)
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CQ 5-1: HEAE% 1 RELINIZBEKY REN ?

* XHBRRX (FAEEHFIhTONIE, ZOXERRRXLHITH)

@; timing AND (antimicrobial OR Antibiot¥) AND sepsis AND (empiric OR initial)

@):; ((((septic shock) OR (severe sepsis) OR (sepsis))) AND ((antibacterial agents) OR (antibiotics))) AND
(randomized or randomised)

®); (sepsis OR septic) AND (antibacterial OR antibiotics) AND (timing OR (period of time)) AND randomized

* XHERDTIO—
EFREBRRXICEYVIRTITAVILE2—1 A SN T=A RCT (T ShEh o=,
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CQ 5-2: MMEDEBRMNEFREEICSVLWTHAREEZESILGS5M?

* CQ—PICO JREICE H#EH&

ZERNOHEEEFOAAVMIFITEL, HEESEICKH L TITo7-CQ(PICO) BN EFE AL, £2ARE
TIIXZRIGHRABELVS AENEREDIERAH 1=, CNESTT. VS LERMHRRRBREEIC T 6K
EICEREEVBITET oL,

* XERFERX (HEEHRSATONIE, TOXRRELLIDR)

@D (("sepsis”[MeSH Terms] OR “sepsis”[All Fields]) OR (“shock, septic’[MeSH Terms] OR (“shock”[All
Fields] AND “septic”[All Fields]) OR “septic shock”[All Fields] OR (“septic”[All Fields] AND “shock”[All
Fields]))) AND combination[All Fields] AND (”antimicrobial “[All Fields] OR “beta—lactam”[All Fields] OR “beta
lactam”[All Fields]) AND ((Randomized Controlled Trial[ptyp] OR systematic[sb] OR Meta—Analysis[ptyp] OR
Practice Guideline[ptyp]) AND English[lang])

@ : (sepsis OR critically ill) AND (antibiotic monotherapy OR antibiotic combination therapy) AND
(meta—analysis[pt] OR systematic[sb] OR review[pt]) AND (english[la] OR japanese[la]) AND hasabstract[tw]
®): (sepsis OR critically ill) AND (antibiotic monotherapy OR antibiotic combination therapy) AND (randomized
controlled trial[pt]) AND (english[la] OR japanese[la]) AND hasabstract[tw]

* XERO7O—

XRRERXDIZKY 92 DX HEINTz, AL RUHEREREIL. 2 5D SR/MA(Paul, 2014 KU
Kumar, 2010)%K CQ ICEMT HMXELTRIELTz. MADBMICEEFNDIHIXEREIL. X CQ ITHREH
BLEBRXHI B BTSN T S SR/MA(Paul, 2014, PMID24395715) [ZDULVT, AMSTER 1l 1T o1=5& T.
KX DEERE CQ [THTHEIEFICAWNSZEELIZ MA T, BIVRLIZK/OVEMASRERETLI- 1
4 RCT (Brunkhorst FM, 2012;PMID 22692171) DIFHRIC DV TEHHEESERICHIAT 5 &&=,
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BB 1 TOMmBHER

(n =92)
e e A
(n =92) -
(n = 88)
R SR/MA C72\ 5
’ | ke ILE & B B 80
P TN AEN 72513
n=4)
15248
> nh=2)
Y AKCQIT~ v F LAV 2
R S
n=2)
*#& RCT o) EE{fi

Outcome 1; FET-EH

https://www.ncbi.nlm.nih.gov/pubmed/24395715 Analysis1.1 All-cause mortality

Outcome 2; ZEFIf1EL

https://www.ncbi.nlm.nih.gov/pubmed/24395715 Analysis1.11 Development of bacterial resistance

Outcome 3; BE=E

https://www.ncbi.nlm.nih.gov/pubmed/24395715 Analysis1.14 Any nephrotoxicity
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CQ 5-3: ¥DESTBBITHAI T REMBTRNEN?

* CQ—PICO RFEICELHFH&

LEFZWHDERICELWTRELHV CHEDZEIZHAN DS CQ BT ESNT=MN, ho UHEDEZMIZET
BHEREEDLYVIE. TODMAUOFTELERRT HREN D AD . RIEZETIEEAMTIEGELNEDS
ET.MBEZEBED CQITHARFENSM LGS -, BB R TIEBMEICKH L TIRAL DT ERMIa R ELTRETL
f= RCT (W= BEHDIE TR HARSAUNOPERIIE ChU DA ED Y RVRFEE T 5EE.
VCEMAU DT EMImBEELT,

* XHBRRX (FAEEHFIhTONIE, ZOXERRRXLHITH)

D ; (sepsis OR “septic shock”) AND (“antifungal agents” OR “antifungal therapy”) AND (“candida” OR
“candidemia” OR “invasive candidiasis”) AND (timing OR “risk factor” OR score OR beta—d glucan) AND
(randomized controlled trial[ptyp] OR randomized OR randomised OR randomly OR “meta—analysis”[ptyp] OR
“meta—analysis as topic”[MeSH Terms] OR “meta—analysis”[All Fields] OR systematic[sb] OR “systematic
review”) NOT (Trials[jo] OR Animals OR case reports[ptyp])

@ : ((("intensive care”[MeSH Terms] OR (“intensive”[All Fields] AND “care”[All Fields]) OR “intensive
care”[All Fields]) OR (“critical care”[MeSH Terms] OR (“critical”[All Fields] AND “care”[All Fields]) OR
“critical care”[All Fields])) OR ((“sepsis”[MeSH Terms] OR “sepsis”[All Fields]) OR (“shock, septic”[MeSH
Terms] OR (“shock”[All Fields] AND “septic”[All Fields]) OR “septic shock”[All Fields] OR (“septic”[All Fields]
AND “shock”[All Fields]))) OR (“sepsis”[MeSH Terms] OR “sepsis”[All Fields] OR (“severe”[All Fields] AND
“sepsis”[All Fields]) OR “severe sepsis”[All Fields]))) AND ((“mycoses”[MeSH Terms] OR “mycoses”[All
Fields] OR “mycosis”[All Fields]) OR (“antifungal agents”[Pharmacological Action] OR “antifungal
agents”[MeSH Terms] OR (“antifungal “[All Fields] AND “agents”[All Fields]) OR “antifungal agents”[All Fields]
OR (“antifungal “[All Fields] AND “agent”[All Fields]) OR “antifungal agent”[All Fields]))) AND ((Randomized
Controlled Trial[ptyp] OR systematic[sb] OR Meta—Analysis[ptyp]) AND “humans”[MeSH Terms] AND
English[lang])

@(((("intensive care”[MeSH Terms] OR (“intensive”[All Fields] AND “care”[All Fields]) OR “intensive care”[All
Fields]) OR (“critical care”[MeSH Terms] OR (“critical“[All Fields] AND “care”[All Fields]) OR “critical
care”[All Fields])) OR ((("sepsis”[MeSH Terms] OR “sepsis” [All Fields]) OR (“shock, septic”[MeSH Terms] OR
("shock“[All Fields] AND “septic”[All Fields]) OR “septic shock”[All Fields] OR (“septic”[All Fields] AND
“shock”[All Fields]))) OR (“sepsis”[MeSH Terms] OR “sepsis”[All Fields] OR (“severe”[All Fields] AND
“sepsis”[All Fields]) OR “severe sepsis”[All Fields]))) AND ((“mycoses”[MeSH Terms] OR “mycoses”[All
Fields] OR “mycosis”[All Fields]) OR (“antifungal agents”[Pharmacological Action] OR “antifungal
agents”[MeSH Terms] OR (“antifungal “[All Fields] AND “agents”[All Fields]) OR “antifungal agents”[All Fields]
OR (“antifungal“[All Fields] AND “agent”[All Fields]) OR “antifungal agent”[All Fields]))) AND ((Randomized
Controlled Triallptyp] OR systematic[sb] OR Meta—Analysis[ptyp]) AND “humans”[MeSH Terms] AND
English[lang])

@ (antifungal or candida) and (sepsis or septic) and (clinical trial)
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®); (antifungal OR candida) and (sepsis OR septic) and (clinical trial) and (appropriate OR empiric OR initial)
(sepsis OR septic) AND (antibacterial OR antibiotics) AND (timing OR (period of time)) AND randomized

* XHERDTIO—
EFRBRRXICEYVIRTITAVILE 2—2 A SN =AY RCT (T ShEhot=,
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CQ 5-4: AMfE. BRIMEMES VI DEZEIZHL TSI/ LROFRHEGEEREFEOERITITIN?

* CQ—PICO JREIZE HiEH&

BEFBMEZMREL -, FEIKFEDERTHS LUV LETHFHHRESLLIIREFRADERIZEL
T LYBHMHENBUVATREENH Y. RCT [TEVWTHNMARITEVWTHER S LR SREOERE&E
LTS, FSV2LEDEEAETEBERMRIZENMTON TSSO, BIRIESEZIVMO—)LEELTERTE
Lizo FT7IMILELTREENENMEDOEZELLTRFEAINTEY . M OBEUMDOEEZRLLTEETH
B1=8. FET=ZF% Primary outcome ELTERLT=,

* XHBRRX (FAEEHFIhTONIE, ZOXERRXLHITHR)

@D: (((((((carbapenem OR carbapenems OR meropenem OR imipenem OR “imipenem— cilastatin” OR
“imipenem/cilastatin” OR doripenem OR piperacillin/tazobactam OR cefepime OR ceftriaxone OR beta
lactams[MeSH Terms]) AND (extended OR prolonged OR continuous OR discontinuous OR intermittent OR
short OR bolus OR intravenous) AND (duration OR infusion OR administration OR interval OR dosing) AND
(sepsis[MeSH Terms] OR sepsis OR “critically ill”))) AND ((randomized) OR randomised OR randomly)))))
#%%HE 2015.9.20 (Up date:2016.5.20)

K XEERDIA—
MR ToORERR
(n= 178 )
! Bk
(n= 141 )
Poen e N
(n=178) i RCT C7zb: 24
XSRS 42
AR 5HT75
(2348
il ST R (n=32)

(n=37)
x RCT C7240: 6

AR 523
T AR A
L4 SHELRR L2
T $ER R
(n=4)

& RCT O EEi
[CQ3—4 RCT MFHIET7AILIZSER,

Outcome 1; 90RFET-Z
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ft A 81 Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI ABCDETFSG
Dulhurty JW 2015 56 212 B2 220 100.0% 0.94 [0.69, 1.29] [T TTTTT]
Total {(95% CI) 212 220 100.0% 0.94 [0.69, 1.28]
Total events il G2
b o
estfor averall effect Z=0.41 (P = 0.68) Favours [fFA] Favours [+102]
Outcome 2; ICUFETC =&
it =g Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Abdul-Aziz MH 2016 13 70 17 70 204%  O.FB[0.40,1.45] =
Chytra 1 2012 18 120 25 120 300%  072[0.421.29 —-
Dulhunty Jn 2013 230 4 30 48%  050[010,2.53 e
Dulhunty Ja 2015 32 212 38 220 44.8% 087047, 1.34] j
Total (95% CI) 432 440 100.0%  0.79 [0.59, 1.06]
Total events 65 a4
Heterogeneity, Chi®=0.64, df=3 (F=089) F=0% 'D.D1 0!1 1'0 100'

Testforoverall effect Z=1.53 (F=0.11) Favours [experimental] Favours [control]

Outcome 3; JRITIETER

A ES ik Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl ABCDEFSG
Chytra | 2012 21 120 28 120 30.5% 0.75[0.45,1.24] —- [T TITTITI]
Dulhunty Ju 2013 1] 30 47% 050014, 1.87] — LT T T 1T 1T
Dulhunty JM 2015 44 212 56 220 B4.8% 0.82[0.58, 1.15] j 000008
Total (95% CI} 362 370 100.0% 0.78 [0.59, 1.03]
Total events 63 an
Heterogeneity, Tau®= 0.00; ChiF= 0.54, df = 2 (P = 0.76); F= 0% TR " 00

Testfor averall effect 2=1.77 (P = 0.08) Favours [experimental] Favours [control]

Outcomed ; 3—/7 MR EE R ER

FIN S i Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl ABCDEFG
Aboul-AZIZ MH 2016 55 &7 36 63 58.9% 142[1.17,1.72] [] [TTTITTT]
Dulhurity JM 2013 18 22 B 21 401% 286[1.42, 5.79] —a— LT T LT T T
Total (95% CI) 79 74 100.0% 1.88 [0.89, 3.98]
Total events 73 42

Heterogeneity: Tau®= 0.23; Chi®= 437 df=1 (P = 0.04), F=77%

Testfor overall effect: Z=1.66 (F=0.10) 0.01 01 ! 10 100

Favours [experimental] Favours [control]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias
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CQ 5-5: RUMfE. MMM av I DBEICZHT SRBERART, TTRAL—av FERIEMN ?

* CQ—PICO JRFE [ E HHEHE

X R E (XM S LU BMAESE S 3y ELT=, Exposure [ETIZTRAAL—230 THA=H, NAEHIITIR
AL—2a DT MBHEETIRAAL—2aV OREITISREL Iz, TTAAL—2aV EBEICEERIET
LR EICHITTELRINIELGSLRN O RTEFEREZTELT VM AIZEREL -, TOM, EHERER X
I E OBRHFEIZDOODTHERET L=,

* XHBRRX (FAEEHFIhTONIE, ZOXERRRXLHITH)

M:; ((sepsis OR “severe sepsis” OR “septic shock”)) AND (“antimicrobial therapy” and “de—escalation”) Filters:
Meta—Analysis; Systematic Reviews; Review; published in the last 5 years; Humans; English; Japanese

@: (((((("sepsis”[MeSH Terms] OR “sepsis”[All Fields]) OR septic[All Fields]) OR (“bacteraemia”[All Fields]
OR “bacteremia”[MeSH Terms] OR “bacteremia”[All Fields])) OR bacterial[All Fields]) OR (“infection”[MeSH
Terms] OR “infection”[All Fields])) OR ((critical[All Fields] AND ill[All Fields]) OR critically[All Fields])) AND
(("anti-bacterial agents”[Pharmacological Action] OR “anti-bacterial agents”[MeSH Terms] OR
("anti-bacterial“[All Fields] AND “agents”[All Fields]) OR “anti-bacterial agents”[All Fields] OR
“antibacterial ‘[All Fields]) OR (“anti-infective agents”[Pharmacological Action] OR “anti-infective
agents”[MeSH Terms] OR (“anti-infective“[All Fields] AND “agents”[All Fields]) OR “anti—infective agents”[All
Fields] OR “antimicrobial “[All Fields]))) AND escalation[All Fields] AND (Randomized Controlled Trial[ptyp] OR
Clinical Trial[ptyp] OR Meta—Analysis[ptyp] OR systematic[sb] OR Multicenter Study[ptyp])

®@): (sepsis OR severe sepsis OR septic shock) AND antimicrobial therapy AND de—escalation AND
(meta—analysis[pt] OR systematic[sb]) AND humans[mh] AND (english[la] OR japanese[la]) AND
hasabstract[tw], (sepsis OR severe sepsis OR septic shock) AND antimicrobial therapy AND de—escalation
AND randomized controlled trial[pt] AND humans[mh] AND (english[la] OR japanese[la]) AND hasabstract[tw]

* XERRIRDT7O—

BER 1 ((((((sepsis) OR septic)) OR critical ill OR critically)) AND escalation)) AND ({((randomized) OR
randomised) OR randomly)

B®%B 2015.10.9

#BER 2 ((((intensive care OR critical ill OR sepsis or septic)) AND ((de—escalation) OR escalation)) AND
(antibacterial OR antibiotic)) AND (randomized OR randomised OR randomly)

BM%AB 2015.10.9

EEBRERICKY ., A7 TV R 2L RCT2H/MIEINT=, TD 55 Kim 50 RCT (PMID22336530) (L%} E&

BENEEMRDATHI=1=. K CQ ORRHIXMSKEN LIz, Eo7/=1# D RCT (Leone 2014,
PMID25091790) # fx #&fRIREm X &L 1=,
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BEX 1 TORERE BER 2 TOREER

(n= 56) (= 22)
| |
» EfERSA (0= 19)
v Besk
- i (m=55)
?(’/ﬁziim RCR T7zl: 26
n ) HEBRMEDH: 25
MABRED: 4
¥ (5548
WA . @=3
(=4) i
RCT T/l 2
FEPRZD:1
AR
(n=1)
& RCT O

[CQ5-5 RCT DFFE77AILI1ESHE

W

Outcome 1; 90RFET-Z

Fir A 382 Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDEFOG
Leone M 2014 18 &89 13 &7 100.0% 1.34[0.72, 2.47] CTT T
Total {95% Cl) 59 57 100.0% 1.34 [0.72, 2.47]
Total events 18 13
Heterogeneity: Mot applicakle I 1 t |
Test for overall effect: £2= 0.93 (P = 0.35) D.D.II:aVUDLi:S TN FEVGUF;D[ETIEE.]I oo

Outcome 2; E{ERRLEER

i i Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl ABCDETFG
Leone M 2014 16 54 6 57 100.0% 2.58[1.08,6.12] CTT BT
Total (95% CI) 59 57 100.0% 258 [1.08,6.12] -
Total events 16 3]
Heterogeneity, Mot appllcable 'D.EI1 EI:1 1 1EII:I'
Test for overall effect: Z= 2.14 (P =0.03) Favours [FrA] Favours 2]

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)

(Fy Selective reporting (reporting bias)

(G) Other bias
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CQ 5-6: EFRIZTOAII =V RIEICHhIELTELIN?

* CQ—PICO REIZEDLF1E
T—h—%FALTREELFIELTEAET S CQ TPICO FTREL TS, ML TD IHTA
TTAAWNIZUHARTHDHIEESFEZ.CQ L. CTIY—h—2TOAILIE=VIZREL TS,

* XERRX (FAEERSATONE, ZOXEBRBRX IO

M; (sepsis OR septic OR (“intensive care” AND “bacterial infections”)) AND (procalcitonin OR PCT OR “C
reactive protein” OR “C-reactive protein” OR “soluble CD14 subtype” OR “presepsin”) AND (antibacterial OR
antibiotic OR antibiotics) AND ((mortality OR morbidity OR duration OR period OR stop OR stopped OR
cessation) OR (algorithm OR guide OR guided)) AND (randomized OR randomised OR randomly) AND (english[la]
OR japanese[la]) NOT (Review[ptyp] OR Meta—Analysis[ptyp] OR Trials[jo] OR Animals OR Case Reports[ptyp]
OR Editorial[ptyp])

*XRERDOTO—

R T DR R

(h= 44 )
e AT B
(n=44 )
IZ48
n= 34 )
> RCT T 7
BN FT 5118
Y AR FER 59
A AT
(n=10 )
‘ Bra
> nh= 2)
l POE YA VA
HOEER R 3
=8 )
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* % RCT D&LE{HE
rcQ5-6 RCT QFEHI7AILIZS R

90 BIET-HR

P10 »ig Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDETFG
Shehahi ¥ 2014 35 198 31193 100.0% 114 [0.73,1.77] LT T ] LT
Total (95% CI) 196 198 100.0% 114 [0.73,1.77]
Total events 35 K
Heterogeneity: Mot applicakle f t T } {
o ~ 0.01 0.1 1 10 100
Testfor averall effect: Z= 0.58 (F = 0.56) Favours [experimental] Favours [control]
ICUBETC=X
A »JHE Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDETFG
Annane D 2013 FEY 10 30 39.8% 0.6% [0.30, 1.55] —m— [TTITITITIT]
Deliberato RO 2013 1 42 439 11.0% 0.23 [0.03, 1.99) — @ 0000
Shehabi ¥ 2014 21 198 15 188 49.1% 1.41 [0.75, 2.66] il e@ee ee
Total (95% Cl) 269 267 100.0% 0.86 [0.40, 1.87] -‘-
Total events 249 249
Heterogeneity: Tau®= 0.21; Chi*= 3.79, df= 2 (P = 0.18) F= 47% ) t t {
Testf Il effect Z=037 (F=0.71 0.01 01 1o 100
estfor overall effect 2= 0.37 (F=0.71) Favours [experimental] Favours [control]
S A
A *3HE Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl ABCDETFSG
Annane D 2013 FEY 10 30 30.0% 0.6 [0.30, 1.55] —a— [TTITITTIT]
Deliberatn RO 2013 2 42 4 39 96% 0.46 [0.09, 2.39) — @ 000d
Mobre v 2007 3 38 8 40 39.3% 1.03 [0.46, 2.31) —— eee e
Schroeder S5 2008 114 113 13.0% 0.93 [0.23, 3.81] —_— (L I 1.1
Total (95% Cl) 126 122 100.0% 0.80 [0.48, 1.33] *
Total events 21 26
Heterogeneity: Tau®= 0.00; Chi®= 098 df= 2 (P =0281), F=0% F t t {
Testf Il effect Z= 085 {F =034 0.01 01 1o 100
estfor overall effect 2= 0.85 (F = 0.39) Favours [experimental] Favours [control]
28 HET- &R
A 42 Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI ABCDETFSG
Bouadma L 2010 B5 307 B4 314 THA% 1.04 [0.76, 1.41] (ITTIITTT]
MNobre ¥ 2007 B 39 8 40 9.3% 1.03 [0.43, 2.46] —t— @80 e®
Svoboda P 2007 10 39 13 34 15.3% 0.69 [0.35, 1.36] — @ ese
Total (95% CI) 384 388 100.0% 0.97 [0.75, 1.27] ’
Total events a3 a5
_Il-_ietni;ogenemrl:lT?ru ;ng;1Cgh|P:—1ﬁ1asé df=2 (P =0.558); F=0% T o e 100
gstfor overall effect 2= 0.13 {F = 0.85) Favours [experimental] Favours [control]
60 HIE -2
ft A g Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDETFG®G
Bouadma L 2010 92 307 82 314 100.0% 1.15[0.89, 1.48] [TTTITTITT]
Total (95% CI) 307 314 100.0% 1.15 [0.89, 1.48]
Total events 92 az
Heterogeneity: Mot applicable :IZI 0 051 b 150 1UIZI:

Testfor overall effect £=1.07 (P =0.29)
REEKRSEHY
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Favaurs [experimental]

Fawaurs [control]



ft A g Mean Difference Mean Difference Risk of Bias

Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl ABCDEFSG
Schroeder S 2009 GG 11 14 8% 07 13 1000% -1.70 2.39,-1.01] [TTT]
Total (95% CI) 14 13 100.0% -1.70[-2.39, -1.01] [

Heterogeneity; Mot applicahle |_1 oo -SID ﬁ SIEI 1E|D'

Testfor overall effect 2= 4.83 (F = 0.00001}) Favours [experimental] Favours [control]

Risk of bias legend
(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias
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CQ 6-1: ADKMIEBFICHREITOTY Y (IVIG) BEZETIH?

* XEREX HEEFIATLAE, TOXERERXLEHR)
(sepsis or severe sepsis or septic shock or septicemia or septic) AND
(immunoglobulin or IVIG or immuno globulin or immune globulin or IgG) AND
(randomized controlled trial OR controlled clinical trial OR randomized clinical
trial OR clinical trials OR randomly OR propensity OR observational) NOT (animals
NOT humans)

*XEBIRO T O—
BEX 1 CORRER
(h =978)
B5 (n = 970)
PA&E: 628
ERESE (n =981) 0 A 171
FEZELIAb: 142
> #HEE ;19
\ 4
A (n =11)
- Brst (n = 5)
y P AAE: 58
BRIZFARI (n =6) 0 ASFE: 15
3 (KA &) | 2

XHERRKICKY SRLEZEZH6MX O A S,

1) ¥aJy i

Outcome 1; £[REILTEHE (n=1264)

1) IVIG: 202/656 (30.8%) vs, placebo/ALB: 229/609 (37.7%)
2) RR: 0.73 (95%CI: 0.56~0.95)

3) p=0.02096

4) 12: 58.89

5) EMET(E : Begg’ s funnel plot (p=0.71944)
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[=]
Placebo/ALB IVIG 8 1 Bagg's test
e Kendall'stau=0.2
. " . 3 S p=0.71944
Author Year Total mortality  Total mortality Risk Ralio [95%Cl] ﬁ | . "
o . - Egger's test
5 : =2 169
Darenberg 2003 o4 0 1 j 028[004,207] S
LI p=0.09593
De Simone 1938 12 a9 12 T ——— 0.78[0M, 139] = 27
Dorminioni 1996 5 38 59 21 R 054[0.37, 080] =
Gundmann 1988 /3 19 24 15 —— 072[051,103] I
£
Masacka 2000 202 46 230 32 —— 061[041,092] e
Werdan 2007 303 113 321 126 - 105[086, 1.29]
- T T T T =T
REModed IV =231 p0020% ta?=006 —— 073[056, 095] 200 AM 00 10 200
Q=1389 p=001633 12 =5889
I T T T T 1
002 005 014 037 100 272 Risk Ratio: all cause mortality

Risk Ratio
OAVRRESOJY VEOLFRARTCRIIEEICHEL-, BL, WAEBOEZ M (12=58.89%) %
FEERO-, HHAETIVICES VA LHRETILEFERL,

Outcome 2; ICUBET=Z (n=624)
1) IVIG: 126/321 (39:3%) vs, placebo/ALB: 168/303 (55.5%)
2) RR: 0.71 (95%CI: 0.60~0. 84)

3) p=1
IVIG Placebol/ALB Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Werdan K 2007 126 31 168 303 100.0% 0.71[0.60, 0.84]
Total (95% CI) 321 303 100.0%  0.71 [0.60, 0.84] 4
Total events 126 168
Heterogeneity, Mot applicable | t 1 } {
Testfor overall effect: Z= 4.00 (P < 0.0001) oo E;\. ours [IVIG] I Favours [PI1.'5E=!.e :-r_l.-';.LE:IEllj

aAER: 13RmXTHoO=A, RRO.71 (95%CI :0.60 - 0.84) LAES /O DHDOICURTERIZEEIC
WEL-, BL, MEBOEEHII16D-ORF LALLM DT,

Outcome 3; ICUAEEEAR (n=787)

1) RR: =3.71(95%CI: -7.32~-0.09)

2) p=0. 04452

3) 12: 5.02

4) DT : Begg’ s funnel plot (p=1)
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Placebo/Al B VIG
Author Year No Mean SO No Mean SD COulcome: Days Mean Difference [95%Cl]
Dommioni 1996 58 2 16 a9 19 17 _— e -f00[-1298,-1.02]
Gnndmann 1938 2 213 141 24 228 167 150 -7 104 ]
YWerdan 2007 303 il 389 aA 229 207 — -310[ 8036 183]
RE Model IV =201 p0.04452 twu2-056 a7 732,009]
=254 p=028152 12 =502 | ‘ ‘ | ‘
-15.00 500 000 500 1000
Mean Difference
8
o Begg's test
Kendsil's tau=0.333
=1
H
- Egger's test
E t stafistic=0.812
‘:, e P=0.6505
P
4
o
] '
&+ T T T
-A500 -10.00 000 500
Mdean Dillerersce- Days

QA2 b IVIGEDICUAERMEEERIC3 BFEMN o 1=, ARBOEE M (12=5.02%) LEM ST,

Qutcome 4; ZI{EAH (n=1285)
1) IVIG: 25/711 (3.5%) vs, placebo/ALB: 6/574 (1.0%)

2) RR: 2.09(95%CI: 0.86~4.97)
3) p=0. 10554

4) 12: 0

5) B MEE : Begg' s funnel plot (p=1)

Placebo/ALB MG
Author Year Totd  Compcatioliotal  Compécalion Risk Ratio [95%C1]
Darenberg 2003 1 0 0 0 100[002, 5043]
Daminioni 1996 58 0 ) 0 DSE[DD2, 4875]
Wentan 2007 03 6 21 1 . 173[065, 462]
RE Modd IV =104 p020897 tau?=0 — 163[D65, 411]
0=012 p=DO4130 12 =D | : ‘ : |
DOZ D14 100 739 5460
Risk Ralio
AL EHEOREICIE 2EBTHERLGENA NGNS T

2) PHT3IvoM

28 AFETCE
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1882
L

odee
L

1484
L

Beggs test

Kendalls tau=1

p=0.33333

1 Eggers test

", tstatistio=10.586

p=0.08007

: +
T T T
400 .00 200 4.00
Risk Ralin: Complicalion



28ARETE

Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events  Total Events Tofal Weight M-H, Random, 95% CI M-H, Random, 95% CI
Darenherg J 2003 1 10 4 1 114% 0.28[0.04,207) &=
De Simone C 1988 5 12 1112 3% 0.45[0.23,081] —
Werdan 2007 126 3 M3 303 91.4% 1.06[0.86,1.29] -+
Total (95% CI) 43 326 100.0% 0.66 [0.31,1.42] il
Total events 132 128
Heterogeneity: Tau*= 0.29; Chi*= 6.77, df= 2 (P = 0.03); "= 70% o o8 ) 4

Testfor overall effect Z=1.06 (P =0729)

Risk of bias leqend

(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 (atirition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

A

Favours [experimental] Favours [control]

TR WIRMFH)
Experimental Control Risk Rafio Risk Rafio Risk of Bias

Study or Subgroup Events Total Events Tofal Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Darenberg J 2003 1 10 41 1T% 0.28[0.04, 207] —

De Simone C 1988 7 12 11 12 19.5% 0.64[0.38, 1.06] -

Dominioni L 1996 19 a7 36 56 22.6% 0.52[0.34,079] -

Grundmann R 1988 15 24 19 7 249% 0.72[0.51,1.03] -

Wierdan 2007 126 321 112 303 30.2% 1.05[0.86,1.29] .

Total (95% CI) 424 404 100.0% 0.71[0.50,1.01] L

Total events 168

—0.09: Chi*= —ip= - I + , y

Heterogeneity. Tau®= 0.09, Chi*=12.26, df= 4 (P=0.01}; F= 70% o1 ) T 100

Testfor overall effect: Z=1.91 (P = 0.06)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (atfrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(HUR 7 S

Favours [experimental] Favours [control]

ICU FETE
Experimental Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup _ Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Werdan 2007 126 321 168 303 1000%  0.71[060,0.84] ® o &0

Total (95% CI) m 303 100.0% 0.71 [0.60, 0.84] +

Total events 126 168

Heterogengity: Mot applicable k + T t J

o 0.0 01 1 10 100

Testfor ovarall effact 2= 4.00 7 < 0.0001) Favours [experimental] Favours [contral]

Risk of bias leqend

(A)Random sequence generafion (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 dala (alirition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

NY2N
CU A A%
ICU# B
Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Su Mean _ SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
Grundmann R 1988 23 17 24 21 14 32 234% 2.00[6.97,10.97]

Werdan 2007 21 M 26 39 303 FEE%  -3.007.96, 196 ® ® @
Total (95% CI) 345 325 100.0% -1.83 [-6.17, 2.51]

Heterogeneity Tau®= 0.00; Chi®=0.91, df=1 (P = 0.34); F= 0%
Teet for overall effect Z=0.83 (P =0.41)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of and personnel (p 1ce bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete ouicome data (aftrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

B HHE

0 -25 0 25
Favours [control] Favours [experimental]
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afHE

Wierdan 2007

Total (95% CI)
Total events
Heterogeneity. Mot applicable

Testfor overall effect Z=1.08 (P =0.27)

Experimental
Study or Subgroup  Events  Total Evenis Total Weight M-H, Random, 95% CI
1" n

Control

Risk Ratio Ris|
M-H, Ran

k Ratio
dom, 95% CI

Risk of Bias

6 303 1000% 1.73[065, 462

Eral 303 100.0% 1.73[0.65,4.62]

11 6

ABCDEFG
e

ool o1

(G) Other bias

(
(F) Selective reporting (reporfing bias)

ERICEHT IRAMER

Favours [experimental

i 10 100
] Favours [confrol

(] &

(#] L
FLE L
HESE

SR+Meta TERME L JFILHMR
LN EFEFERHFETH
5T LEIMBALIIZBER
LV, KARHE RCT D +43 75 Bt
fHFIciEk b E@TcH b
CEEEET DHERBERCT
&> THMEMNERASTA
BETREEBESLEVELS
ONSBEBO—BHEEZA
THDHERS, ETORCT A
HIETCSHEFEBEI
WRAERLZDPRETIThNT:
METHS.

SEFEA LTz Minds 2BHA FSA VERR =2 7ILDHA K3
A1VDEETIE TBERLOEEEOSVERTAICDONT, TE
TURE SR EZFDRAKRETMH, BEEONSURBEFEEELT,
EELERENERREEZXETA-HICRELEAONDHE
FIRTITDXE] LBHEHINTEY, AENADHREZRET S
BRICIEwd L KIRERCT THUMEMFASATWDIREILLZC,
WIRTBONDBIETFTURESREVNSFEEZRAVTAFICEHET
BERKRKOLNET,
BENMNAICETZIaIRMNSURIZELT, SEOLSIZEAFR
KIZRETIERBUNCLABENRICKS ICU ARG ED
ARSADIR MR, BEEOAFHRROERICES EFHFIZE
BESEIEFRERZEDDIDLELNHYET .

(#] L
FLE L
HESE

HULVRCT TOHETHNIL,
IFRAN—+rFE=ZF A
EELTE?

5 BOKRMAEDEZDF ER CREMEBBRELITHONSRIOH LY
RCTHEETHY, FEEMHZFDVIL—FKLELTRITITOIE
TUREFML -, MIENTERE ST 1992 F, ZHEREH A
SNtz 2004 EE WS K SICEH, ABEOBRMNEDLDRIETIZAD
NEHEUVLWHEZRC EVWS Z EIZhhE, BREOEFOLAEEE
<, DEYNDEET SRHMA ZPYESHITFAEES LG AEYE
B

xR & o RO EATE
HrELCHAI RS0
BICEESN-HARINLG L
ZENRRKDEETHY, B/
EDZE~ADNENEY T
BOWATREMEA H D EEZF
T, AR MELEEI & ek
ITHIE, AZBTOEBLME=
HRERICENAY N ESIC
BRLET,

IVIG D RCT [ITHEHEDEY, SHOBMMEDERZ, ZEMBEE
CLEMGYELGDARBRECTTONIEZHARTHYET, LML 2
DOKRIFE RCT HFRZHEICHMTELAAENET LIEZELAH Y,
BERTHONLIHPALRCT AKX TY . EMK Cochrane THI N B
D RCT #EHfixtHRE LTWVET, o T limitation PTET VR
ZEBREFALHAETEZIET, RELHMATEIEREZS
ZBEN—BERE~NKEIADTEIRENDHELEEZTT,

BEMNAICETSA2IXMNSURIZEBLT, EXRERICERLET S
EERELUSNZY ICU ARG EDARLEADIR MEO, BF
DEFHHOERICHES BENIRL ERLABERZESOINE
NHEDT, BEEDNSUVADHLEITHETHZENABRETT,

(#] L

28 BAFIZEMNZL

SR TERENF-ETHORTHET, FLTEHR (28 HIEELTEM ICUE
CHE) HMETLTEYFET (Werdan @ RCT #ZFE TIE ICU FETEA
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TELVES LY

HESR

BT) . TLWVHEDT-6 28 HBETEDEEHD L LVAE L H D=6
2REARTCEEZRFLELEZDT, TOEZHFTLELET,
g7y itélE P OELRHFLON, THTIVvIMTIEIEEK
Mm% %, Cochrane TIENAFAYR I DEBEDEEEE L T Jadad
score b THMXZERNLTHYES (YBL, #@% Jadad score 3 &
FTBHRIAEL) , N TRYRIUSNDIEEENE, E—BEHELE
ERFL-ER, 2FEEETE, ICURTEDET, ICUAELIR
DEHBZRD-, 1H, BBEMILhEE (12=58.8%) THoT-1-
HBRESHEITVELATL

(#] L
FLE L

IETUVREBLHER

Cochrane, 7HT vV, Va7 0 3 HEDHEET A
—FiEL, BREMMETVIET UV RADEDEVVHRIZRET S
NEID 2 DTHY, TETURFEBEPREAEICETLL
MIEMNSH Y £ A, Cochrane d IVIG DEERE S Tld Jadad scale
SOAFEALTEYFEIN, —EEFRET-TLHVERE T D&Y
LRHBLLEVAN RNV G EMBERLERIATVET, §
EIEHR/XHIRBFHDOHET, 12 AN 59. 8¢ hEENDEREMT
HolORBRESNETVWERAT LR, BT IVIGRESENE
BA-OFERMEDOERILEGTYEI DT, SE,N DA 3 HEHF
BREBRBAICIITERVEEZET,

IVIG @ Cochrane TIZEDE L\RCT #A%E % 3 D3BA TULVET . Burn
DX IEM/MREDHEDORMENFRT, —RT7 Y ~HLE/
WEOEM, ZR7Y bHLIE S BRTETHITLELL, &Y
D 2 #wXIE TSS Zxt&RIZ L 1= Darenberg BT & EE BUMIE & X &R
[ZLf=Werdan AR TY . Burn @& XI&5 0 T 1) VPO Z R DR
IZ PARLGDHEDEATHRNSNERD 6 HXICITBRESATL
FHA,

(#] L
FLE L

SODMILEHIZENT
BRAGERMNMEHE SN S C
EEBADEXRBREDY
REIREREETHDSER
Hhd, BEEROREHEE
BINORIE®EIR MEE
AHEERAERELEL,

SRIZEAL T 100%& LN S #ER B iEA LN =8, PICO DERE, 77
O—FOHEATHRENEGDARENADHY T,

BIZIE, X704 FD RCT THLEAERXTOA FEHABSAER
TOA4 FLEDHED, BRERELTMABRARSLEDHLIDOMNICEK
B PICODHEICE ST, AEBATELY I VI ORTROBED
BREREVSHERNEDLLARELAHY FT .

HREXIEHTORAER

(] &

EiE LK
W &%
REIT S
(55 LM
5)

PICO #EREICRIELI=FHTI VI
DA FFEHTIL. 28 BEFE FETE (H
MIARBA) & IVIG A eE LR F 1= IVIG
DIARXMFIEEE<LREFICKDY
AV LBEEERGL, CDF=86 IVIG @

R EME 1= ROT FwXIE, 1 $mXEBRLNT 1992 50 Sepsis
DEZEFIERDARLGED T, ETEITH > THRIMA & FAE K I
EEXRBITEENTEEFATL P ZMEMEY TH—
L=8a71y WD SR TIE, IVIGEBRERTEILREETEL
HELE, PHTI VIO P IXEERMAE & LS XEHFE
bhTWah, RATVEHRIFLOEHOEENSHIEL =
BEEOBRMETYT, 3M/NIZLD 28 BRTERIFAETHND
DDRRIE0.66 L€, £RAEEER, 1CUFKTE, ICUA
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BREFHELN=L,

BRARETHERICHELE L. 8 HRCXOHERNEBES
h, AERERGUVEHEEShE, B8, £REXETEODRRIE
0.71 T, 95%CI [ 0.5~1.01 5 EMDFNHREL LED
CENTEFET (Minds BEAA K54 VERFEIZ 20140
P46) ,

X A BY I
fE (2% L
T IVIG &
EEHLC
HET S

EERME-KME, XEToEYSE
2DEFLANTL & 5D

fEEHED & S (CBUmMEIC#HE—LE L=,

BADE
fiE BY I fiE
[TxLT.
nEXE L&
D Hf A &
EFELT
IVIG &5
EEREL
TH &L,

AY9SVDBEIETURAD RCT FHf
(FPRIZHELZL) DDA 2/ RIE
ERSfERHTREN, TOEREEE
LIzt TI—F2 5 IL—T ORI
BOOBVHREEEZADILENHY F
T, ERMLGXETEOLY FEAL. 7
HEABRELLTEEZEZEBELTL L
W LANADORBIEHRFEORETLERHEE
ELERVET, XEFIFR/IS— A
EZavRIZHEYETH,

fEM4EHED & 512, Cochrane ®RE T E T > XM RCT @D #HF
DAY FMEEANZRHODTREVWERWVET, NM TR
DAV ZHBRLEODEVWIETVRIZT S AZELT,
Cochrane Tl Jadad score 3 L EMEHXITEIR L TLVET A,
IVIG TI& Jadad score 5 ZHRALTHYEFT, BAAIC
Masaoka &3 (% Jadad score 3 T fHIEH LM =& 527
FHRABREZELTEREZEZELTHELY EWSHT, BL
BHEEA-WERWET,

EkI B
L EH#
LZLAL

28 BAEFITEMNZL

SR CEREINF-ETORITHET, ETEXR(28 BFEELEM ICU
FETER) (FIETLTULET (Werdan @ RCT TIX 28 HFEETEET
T4 < ICUBBTEENET) , VRO =6 28 BIETFEDE
HOLWHAELHD1-0, tho SREH, £REREIFELTR TR
LELE-OTEDOEZHELELI, FHTIVvIHOP T
EEUMIE 581K, Cochrane Tld Jadad score 5 MR % &
FMLTWET (BDERIZ(F Jadad3 LLEET B SREZLY)
CDESIZFTHTZ YL Cochrane &1L P DRELRHA LN
T, 90 TYVUTIE, NAT7RYRYLUSDIEEREE (&%
EE%E8%H) , I EULEZELBRHLIE-ER 2ERERET
#, ICURRTEDET, ICUAESROEREZEOEL-, &
E, BEMEIPEE (12-58.8%) TLI-OTRESWZET-
TWEHA,
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CQ 7-1: #)HAER&E (- EGDT 2D ?

* CQ—PICO RFEICELHFH&

Rivers 5@ EGDT £RLUE, [FiExEE D=4k K7L goal-directed therapy MM ETRETSN TLIDN, & CQ
[ZHULVTIE, SSCG TEDESFAGEHE RSN TLVS Rivers HDFEDHE (T A) ELT=, =, EED KM
FEICX T AKFABREEKEDESEERL, XHEELMZ SSCG v EGDT OBMEMNLREL-FHH
(2004 FELIE) &L, C(xtHR) % SSCG(EGDT LUAY) [CHEHL AE M THON B SE . BUMSE 4 3 v VEHI&L
1=

* XRAX (HEEFIATONIE, ZOXBMBRILIDHR)

[#83FE X 1] (sepsis or septic) and (goal directed therapy or goal directed resuscitation or EGDT or early goal
directed therapy or goal oriented or central venous oxygen saturation) and (randomized or randomised or
randomly)

®%HB 2004.1.1~2016.5.1

[#8ZF X 2] (sepsis or septic) and (goal directed or goal-directed or EGDT or protocol) and (randomized or

randomised or randomly)

¥EH 2004.1.1~2016.5.1

K XHERD7A—
R TORFEESE A 2 TOmBERN R
(n=128) (n=1379)
I [
»| HHEEES (n=95)
[zt
P (n=392)

DR - |  RCTTAL:1S3

=412 IR S 152
KRR B2 570
SENRRNS 17
4t
W i . (n=17

(n=20) > RCT T4 5

PRS2

FINAT ]
¥ GBS 1

e e E A6 o
(n=3)
* & RCT O
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1) 90 BRETXR

Forhlh FET-EHE(90H)
BATR RATRIRAG®
iRy (X | B o pamp ¢
2 14|11 Py ZDith ES-£73: 4 YRGANB(PIHLE)
72 |72

I

Bal
= 5 I s R A [fFA Zh R
B (FERT 5], |V EE R 25 ma [Ba (00 (B2 (BS (00 |B® e mamm
> £ | @
8 |[F 8 |[F (1)
=)
Relati
ProMiSe rer 620 181|2919| 623| 184|2053)ve | 1.01|0.85-120

risk

Relati
796| 150 18.84| 792| 147| 18.56|ve 0.98(0.80-1.21
risk

ARISE 2014|RCT

ProCESS
2014

EGDT, Protocol—
412| 139 33.74| 405 129| 31.85 based standard
therapy, Usual

> BE1-5E(90H)

EGDT Usual Care Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Mouncey 2015 184 623 181 620 404% 1.01]0.85,1.20) 2015
ProCESS 2014 147 792 150 796 28.5% 0.98(0.80,1.21) 2014
ARISE 2014 129 405 139 412 N1% 09410.78,1.15) 2014
Total (95% CI) 1820 1828 100.0% 0.98[0.88, 1.10)
Total events 460 470
Heterogeneity: Tau*= 0.00; Chi*= 0.27, df=2 (P= 0.87); F= 0% U ; 0:5 i 2 5:
Test for overall effect Z=0.31 (P=0.75) Favours [EGDT) Favours [Usual Care]
¢ %
b [1] 1 1 w%

2) 28 BFET-FE

PORhL JETE(28R)
EEES 1;172 "1!29'
1T | M
3&/‘47 i fﬂ;wr‘ YRIAB(T I+ HLE)

FR

= 30
=. © X@ (MR A | A 05~
Fea—k (BT IS4 rkallives 25 (B9 00 |BS (B2 00 [BP lm mEEm
> 1t (78
8 |F 8 |F ()
)
Relati
;'l;‘]";"se RCT 621| 152| 2448 625/ 155| 248ve | 101/0.83-1.23

risk

Relati

ARISE 2014(RCT 797 127| 1593 792| 117| 14.77|ve 0.93|0.73-1.17

risk

ProCESS
2014
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> SET-ZE(28H)

EGDT Usual Care Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H,Random,95% Cl Year M-H, Random, 95% CI
Mouncey 2015 155 625 152 621 58.6% 1.01[0.83,1.23] 2015
ARISE 2014 17 792 127 797 41.4% 0.83[0.74,117] 2014
Total (95% Cl) 1417 1418 100.0% 0.98[0.84,1.13)
Total events w2 279
Heterogeneity: Tau® = 0.00; Chi*= 0.33, df=1 (P = 0.56); F= 0% f t f t i
Testf Ileflect Z=031(P=0.7 ke L ! : ’
estfor averall effect 2= 0.31 (P = 0.76) Favours [EGDT] Favours [Usual Care]
o SETOBIORD
0.05
o0
015
%3 W5 1 ] =4
3) LavUrkRk HAR
BRI,
4) ICU iH7EH#ARS
ForhL ICUFHEHAR
515 %R I;Zi-; ;ZHO*
RRVAT iq |51 [EBRDS) 2om FEE RO AR (TIIHLE)
72 |72
g7 [ |am [ #i18 AA 2% nm
BRa—r ?TRT 4&.[.\ R R i& #4> |Moan|SD |4 |Mean|SD zg’ B (EERE
~ 8 8 & |
Z;?rsms:a RCT 626 24| 13| 625 3] 12 3*;"‘:;;;;"“
ARISE 2014|RCT 798| 32| 43| 793 3 37 pekepe s tind
roCESS Origin r&l)
ProcESS Irer as6| 47| 58| 430 51| 63 i
> ICUFFFE AR
EGDT Usual Care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, 95%Cl Year v, 95% Cl
ARISE 2014 337 793 32 43 798 353% -0201-059,019 2014 —
ProCESS 2014 51 63 439 47 58 456 24.0% 0.40[0.39,1.19] 2014 T
Mouncey 2015 312 625 24 13 626 408% 060 [0.46,0.74] 2015 L
Total (95% CI) 1857 1880 100.0%  0.27 [-0.33,0.87] ?

Heterogeneity: Tau®= 0.22; Chi*=14.16, df= 2 (P = 0.0008), F= 86%

Test for overall effect Z=0.89 (P = 0.38)
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t

-2 2
Favours [EGDT] Favours [Usual Care]
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CQ 7-2: MMM avIICEVWTHRREICE T MRELESTHM?

* CQ—PICO REICEDZHE

BMfEE S 3y DMEFLEICE VT, dREBP)TRMES LUBRMAEE D3V ITREL =, 1 A D) (&
MPREEREITI. R (C) FHMPARETMRETHIEN. TIMILAO) FERIZEVWTEREEAONDIE
T, Sav Bt EAR . ICU R ifE ., AHHERERLELS -,

* XERARX (HEERSATONE, ZOXERRFX L)

(1)(severe sepsis or septic shock) and (fluid resuscitation or fluid therapy) and (randomized or randomised or

randomly).

(2) (sepsis or septic) and (fluid resuscitation or resuscitation volume or fluid volume or fluid balance) and

(randomized or randomised or randomly)

B%EB: ~20165.1

*XRERDOTO—

MR TOMBRER

574N
(n =801)
(n = 800)
RCT T : 142
KRNI 5124
I A2 5 240
oA RTRANE /2% 1 13
(n =801) JLEE - HAGELISL: 16
l v LISk - 265
] ] 574N
A
n=1)
n=1) .
DT % 1
IR ER F i
(n =0)
% %& RCT O EL{fh

#Z A9 5 RCT %L,
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CQ 7-3: MUMSED ¥R E DB ICE L TDII—Z AV IDBEETME T/ ?

* CQ—PICO RFEICELHFE

BMEM S 3y I CIIMERABERDICLE L av I EIDBEEBE TICE S avIhEEL TLNST=8 . ¥IHAE
A DORIRICIRLTREBEZLGARKERICIBIET ACLDEZEMERT -HITK CQ L EL -, TO—FMLV:
DHSRESTMICESAZFZ ST R EEP) ERMEF - (FRMESE S 3VvIDEER. MA D) IETa—I2KS0H#
BESTZEITISEELTz 7OMAL(O) [FTO—REDEZETIA, TO—REEZFTSIIEDTFEREADERE
T AT A BRICEWTEREELEZZADNS 28 BT, av B #AR. ICU 4R . A GHER
ERELT,

* XikERR
%% : (sepsis or septick) and (arterial waveform or central venous pressure or *variation or echo* or
*responsiveness or preload dependence) and (randomized or randomised or randomly)

®%EH: ~20165.1

* XikEIRD7A—
BRERATORRER : : : :
 (m=2700 )
: : : : B& ot :
oneadez= || (n=256) |
N s : : : i

- : : Jﬂ'%?ﬁiﬁéi

‘l NANEES
| | | B |
WMXES | : - (n=14) :
e ey _________> CReTTAL 2 |
: 3 : TADEGS: 10 |
ﬁ%ﬂ%%ﬁ%ﬂ g

B RABT ; ; ; ;
=0

% & RCT MM
%49 BRCTHL,
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CQ 7-4: PIHMALLTRER. ATBRERDELLEZERANDIM?

* CQ—PICO REICEDZFHE
BRI SE . BUMAE S 3y DA HAERIZ IR R L RE|EEIRTHENTESA . A CQ TIX. ATRBRERED
vs MBERC)DHELLEL, RTERLBEESICETIT7IMALFERRKIZBEWTEEZELLDELT-,

* XERRFR X

(; sepsis or septic shock
@; crystalloid or colloid
B%H: ~2016.5.1

* XEERODTIA—

LEREXT 12 DOAEIBIXOSMESINT-, TOENOATBER vs MERDAHELLEL, RTEREFT
FEEERIFILTVSEDEFEARIELIz, SHIZTDHIZIE RCT A 1 X H o= NERONTAIERITE
To1=,

*£& RCT O EE{i

1. ICU mortality
Control; Crystalloid, Experimental; Starch

control experimental
Author Year Total ICU mortalitfotal  ICU mortality Risk Ratio [95%CI)
Mclntyre, 2008 19 6 21 5 —— 0.90[0.35,2.33]
Dubin, 2010 1" 5 9 1 024[0.03,173]
Zhu, 2011 45 4 90 3 —_— 0.38[0.09,1.60]
LvJ, 2012 20 12 22 7 —— 053[0.26,1.08]
RE Model IV =221 p=002736 tau?=0 ———— 056[0.34,004]
Q=199 p=057436 1% =0 \ ‘ ‘ ‘

1
6.0z GO0 G114 037 10 272

Favor Starch  Fisk Ratio Favor Crystalloid

2. 28-day mortality
Control; Crystalloid, Experimental; Starch

control experimental
Author Year Total 28-day mortabial 28-day mortality Risk Ratio [95%Cl]
Mclntyre, 2008 19 6 21 9 136[059,3.10]
Brunkhorst, 2008 275 66 262 70 —_— 1.11[083,149]
Pemer, 2012 400 144 398 154 — 1.07[0.90,1.29]
Guidet, 2012 96 24 100 31 —_— 1.24[079,1.95]
_ , 2_
RE Model IV =14 p=016234 tau®=0 —— 1110096, 1.28]
Q=058 p=09012 12 =0 ‘ ‘ ‘ ‘ ‘

0.3f 0.61 1.00 165 272 4.45
Favor Starch Risk Ratio Favor Crystalloid



Control; Crystalloid, Experimental; Starch

contral experimental
Author Year Total 90-day mortakial 90-day mortality Risk Ratio [95%CI]
Brunkhorst, 2008 275 93 262 107 _— 121097 ,151]
Myburgh, 2012 945 224 a76 248 — 1.07[092,125]
Guidet, 2012 96 32 100 40 120[083,174]
Pemner, 2012 400 172 398 2m — 1.17[1.01,1.36]
_ - 2_
RE Model IV z=281  p=000495 tau"=0 —— 1.14[1.04,1.26]
Q=107 p=078327 12 =0 ‘ , , |
o82 100 122 140 182
Favor Starch Risk Ratio Favor Crystalloid
4. AKI FBIEF

Control; Crystalloid, Experimental; Starch

control experimental
Author Year Total  AK] Total  AKI Risk Ratio [95%Cl]
Brunkhorst, 2008 275 62 262 91 —_—.— 154[117,2.03]
Perner, 2012 400 108 398 129 —— 1.20[097,149]
Guidet, 2012 96 19 100 24 121[071,207]
— — o2 A
RE Model IV =28 p=0.00508 iau”-0.01 ———— 132[1.09,160]
Q=205 p=0.35826 12 =2155 | : : |
087 100 149 2212
Favor Starch Risk Ratio  Favor Crystalloid
control experimental
Author Year Total RRT Total RRT Risk Ratio [95%Cl]
Brunkhorst, 2008 275 51 262 81 —— 167123, 2.27]
Mclntyre, 2008 19 1 21 3 271[031,2393]
Perner, 2012 400 65 398 87 il 1.35[1.01, 1.80]
Siegemund, 2013 124 23 117 28 —- 129[079, 2.11]
RE Model IV 22387  p=0.00011 tau=0 - 1460121, 177)
Q=158 p=066388 1% =0 | ‘ ‘ | ‘ |
0.14 2 100 272 739 2000 BAE0
Favor Starch  Rjsk Ratio Favor Crystalloid
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5. FRINBRE MR

Control; Crystalloid, Experimental; Starch

control experimental
Author Year Total RBC Total RBC Risk Ratio [95%CI]
Brunkharst, 2008 275 189 262 199 — 111[1.00,123]
Perner, 2012 400 173 398 220 —a— 128[1.11,147]
Guidet, 2012 96 20 100 29 1.39[085,229]
RE Model IV =26 p=0.00931 tau?=0.01 ———— 119[1.04,136]
Q=308 p=021491 12 =4319 ‘ | | | | |
ng? 100 122 149 182 223 272
Favor Starch Risk Ratiiy Favor Crystalloid
6. T EE RS I 5 e rfn 3R
Control; Crystalloid, Experimental; Starch
control experimental
Author Year Total FFP Total FFP Risk Ratio [95%Cl]
Pemer, 2012 400 96 398 113 = 118[094 149]
_ - 2_
FE Model IV =141 p=0.15925 tau®=0 118094, 149]
Q=0 n=1 12 =NaN | | | | |
090 100 111 122 135 165
Risk Ratio
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Favor Crystalloid



CQ 7-5: BfEHE S av I DOMAMAERELLTTZILIIVERALNDH ?

* CQ—PICO RFEICELHFE

BIAE S 3y DMBBEICEWT. TILTIVERIR S OMRERIT 510 R EBEZP)FRMAEHE
2avIDBEE NAD IR EICTILIIDHEEHEETEHIE. TIMALQO) FERKICEVWTEELE
ALNBHITE, av /it ifE. ICU FEAR &L -,

* XHBRRX (FAEEHFIhTONIE, ZOXERRRXLHITH)

BERX1 ("sepsis"[MeSH Terms] OR “sepsis”[All Fields]) OR (“shock, septic”’[MeSH Terms] OR (“shock”“[All
Fields] AND “septic”[All Fields]) OR “septic shock”[All Fields] OR (“septic”[All Fields] AND “shock”[All
Fields]))) AND (“albumins”[MeSH Terms] OR “albumins”[All Fields] OR “albumin”[All Fields]) AND
(meta—analysis[pt] OR randomized controlled trial[pt] OR controlled clinical triallpt] OR clinical triallpt] OR
guideline[pt] OR systematic[sb]) AND “humans”[MeSH Terms] AND (english[la] OR japanese[la])

BM%AB 2016.5. 1

BREX 2(FBEEH) (sepsis OR “septic shock” OR “Severe sepsis”) AND (albumin OR “albumin infusion”)
Filter 1:meta—analysis OR randomized control trial

Filter 2:English OR Japanese

BREX 3(FHEEE) ("sepsis”[MeSH Terms] OR “sepsis”[All Fields]) AND (“body fluids”[MeSH Terms] OR
(“body”[All Fields] AND “fluids”[All Fields]) OR “body fluids”[All Fields] OR “fluid“[All Fields]) AND
(“resuscitation”[MeSH Terms] OR “resuscitation”[All Fields]) AND (“albumins”“[MeSH Terms] OR
“albumins”[All Fields] OR “albumin”[All Fields]) AND rct[All Fields]

BRFZESNT= SSCG 2012 LLED SR BLU AR

No of meta Alb metal Alb mela 2 JAlb meta 3 Alb meta 4 Alb meta 5 Alb meta &

Tifle of meta Surviving sepsis campaign: Randomised trials of Fluids in Sepsis and Septic | Colloid Relative survival benefit and |Hydroxyethyl starch
international guidelines for human albumin for fShock Group. Fluid solutions for fluid morbidity with fluids in 130/0.38-0.45 versus
management of severe sepsis and | |adults with sepsis. resuscitation in sepsis. a resuscitation in severe sepsis - a network  [crystalloid or albumin in
septic shock: 2012 systematic review and lsystematic review and patients with sepsis: |meta-analysis of aternative |patients with sepsis:

meta-analysis with tnial Inetwork systematic review of|therapies. systematic review with meta-
sequential jneta-analysis. randomized analysis and tral sequential
analysis of all-cause controlled trials. analysis

mortality.

Reference Crit Care Med. 2013 Feb;41(2) 584-|BMJ_ 2014 Jul lAnn Intern Med. 2014 Sep  |J Emerg Med. 2013 |Curr Drug Saf. 2013 BMJ_ 2013 Feb 15;346:1839

637 22,349 04561 161(5):347-55 Ocl;45(4):485-95. | Sep;8(4):236-45. Review
Included RCTs Database doi- doi Jdoi- 10.7326/M14-0178. PubMed PMID: 23909705, |doi: 10.1136/bm; {839
10.1097/CCM .0b013e31827e83af | (10.1136/bm).g4561. Review. PubMed PMID: doi PubMed Central PMCID Review. PubMed PMID
PMID: 23353941 [PubMed - Ri - Erratum in” BMJ. 25047428, 10.1016/] jemermed |PMC3856428. 23418281, PubMed Central
for MEDLINE] 2014;349:94850. PubMed .2013.05.018. Epub PMCID: PMC3573769.
PMID: 2013 Aug 7
25099709 PubMed Review. PubMed
Central PMCID: PMID: 23932700.
PMC4106199

*XRERDOTO—
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BMJ 2014128 £h 5 BMI2014 LIEE I =h
RCT (n=9). 7= RCT (n=1).
S Bt
= - = 9]
(n=10) @=9
HEARRS T
T AD D2
RCT &
1. FETE
Fakhh FELE(288)
YRS AB(FIFDLIE)
s (s | (A | (B o
o (%) [BES |BE4Y |(%6) l Taim | (s#ap
F 8 |F W (@
Relat |
SAFE 2011 [RCT 217| a53| s0a| 185| 207 jive oswlan-woz
risk
albumin crystalloid Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SAFE 2011 185 603 217 615 100.0% 0.87 [0.74, 1.02]
Total (95% CI) 603 615 100.0% 0.87 [0.74, 1.02]
Tatal events 185 217
Heterogeneity: Not applicable t i T t t
) 0.05 0.2 20
Test for overall effect: Z = 1.70 (P = 0.09) Favours [albumin] Favours [crystalloid]
2. ICU /L&A
FOMIL ICUBTE AR
AR FAPAUR
BRIAT iiq | 150 BB 2om st YAZARPIHDLED
PR IR
7| ER )
= [ £D : BB
? s |77 b |E7 R T e, [ME fAA e [SVR
wga—r (FRFYA, S B ER oy (o [t (M9 12E e (A 1 (15 (3E 85 MeonisD 815 |MoanisD (1B (1ede |empc
it o Fed (DL |Pik 72 L N o] 3 ) (fill)
SAFE 2011 [RCT -1 -1| s03| 75 67| e8| 82| 75MO 0.7|98%C1 010~ 1.50
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albumin crystalloid Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

SAFE 2011 82 75 603 7.5 67 615 100.0% 0.70[-0.10, 1.50]

Total (95% CI) 603 615 100.0% 0.70 [-0.10, 1.50]

Heterogeneity: Not applicable

Test for overall effect: Z = 1.72 (P = 0.09) -10

51

-5 0 5 10
Favours [albumin] Favours [crystalloid]



CQ 7-6: FIAFEICHITIMBRISEDE=F) VT FiRxELTRIZRAWNS I ?

* CQ—PICO RFEICELHFE

BIMEDMEABREICENT, SESFLE=RUVITHNRALLA TS, A CQ TIEERRIGEZ T 57
HDIERICOVTHEEILIZRCT #1&F T 5 &Lz, R BEP)ILEMEE. BRI avIELTZ, ST AN
R RIGEETHET 5E=2) T EAVTHIEIEREZTI. B (C) [IFEDE=RI T ERANT ICHIEE
EETI.TIMILO) FERICEVWTERELEZEZAONDIEL., P av VR HM. ICU FEEAM. & GHEFIE
=Ll

* XERRX (FAEERSATONE, ZOXEBRBRX IO
3

(sepsis OR septic*x) AND ((arterial waveform) or central (venous pressue) or *variation or echo* or
*responsiveness or (preload dependence) AND (randomized OR randomised OR randomly)

®¥%xEH ~ 2016.5.1

*XRERDOTO—

RMERAT ORGSR

(n =270)
y
oA e 294
(n =270) > (n = 256)
l 13548
. n=9)
A SCAE T > RCT TZAu: 2
(n=14) AAREIR 55
l RERBFIEHIRIAL ; 2
iR F
(n =5h)
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% %& RCT )&

1)SVV vs. ZDith
Outcome 1; 28 HFET=

FrobhL Er®
Bt AT RYRD*
7 o EHRSS| zom N YRTAB(FIDLE)
TR | FR
su |3 e [ 23 |2 X |21 A A nR
s |[FET I, (S (B8 I (e e o fame |2 (5 (g |na s (77EE [ma (B2 00 [BS |85 (00 [BEER s | mem
[ 5t :ﬂ éﬁ ik |22 8 |7 S (1)
Richard JC
2015 RCT 0f 0 =1 =1 0 0] 0 0 0f 0 0] -1 =1 0 0f 30) 14 47 30) 7 23|RR 0.50|0.24-1.06
25572383)
é‘::éfg;:} RCT il -1 =] =1 -1 0] 0 0 0f -1 0] 0f =1 0 0f 28| 4] 14.29 30 5] 16.67|RR 1.17{0.35-3.91
SWW Others Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Richard JC 2015 Tooan 14 30 BE2% 0.50[0.24,1.06]
Hu@z014 8 30 428 338% 117 [0.35,3.91]
Total {95% Cl) 60 58 100.0% 0.67 [0.30, 1.46]
Total events 12 18
Heterogeneity: Tau®= 010 Chif=1.37 df=1 P =024}, F=27% o P ] e o0

Testforoverall effect Z=1.01 (P=0.31) Favours [SVWW] Favours [Others}]

Outcome 2; 3y &t B £A R

FIrhh PERT 1T
TR AP AN AD*
IESHET ;
immrr id | s34 f_ﬁlzllm 20t B YRS NG (T oD L)
FA | FR
. 79 |[ER
I P b |7 [ |32 7 48 A B |y
wa— [FERTIA |5 [ (W8 B |5 |opnliam (B2 (26 |ua [an s [k [£€ (85 [Moanfso (85 [wean|so (B ligew |mamczm
£ [ 2 (L8 |k |50 L 82 B m |0
£ e |
Richard JC
2015 RCT 0 0 =1 -1 0| 0 0 0| o 0l =1 - 0 0| 30 200 w4 ol 23] 31 MD 0.30(-0.92-1.52
(25572383)
sw Others Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Richard JC 2015 23 31 30 214 30 100.0% 0.30[0.92,1.52]
Total (95% Cl) 30 30 100.0% 0.30 [0.92,1.52]
Heterogeneity: Mot applicable '-10 _-5 |f| é 10'

Testfor overall effect 7= 048 (P = 0.63) Favours [SVV] Favours [Others]

Outcome 3; ICU /&£ 24

PerhL 1CUS 38R
RIS IRATAYRD*
81T | &M
BRAAT |ixq | rsq [EDBIS| 2o S YRTAB(FIRDLE)
72 |72
. 7o |BiR
I = D %hR
e FAL|#7 |28 Hm A me
Bt (A7 I\ g, [ HERER o 15|l gl (B2 FE e aa (mm |77 |FE B8 Mean|sp (B Mean|so R e |mmmm
> A e e i ERS 8
| 2% |L% (B 8 & )
>k = | TR 5
Richard JC
2015 RCT 0| 0| = -1 0 0 0 0 0 0 0 1 =i (1] 0| 30 10 9.6 30 14| 16.3|MD 4.00|1-2.77-10.77
(25572383
XuQ 2014 - - - - - - - . a
(24451954) RCT 1 1 1 1 1 0 0 0 0 1] 0 0| 1 (1] 0| 28| 9.39[ 1.71 30/ 10.16| 1.58|MD 0.81|-0.04-1.66
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sww Others Mean Difference Mean Difference

Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Richard JC 2015 14 16.3 30 10 496 a0 1.48%  4.00F27F7, 1077

HuQz2014 102 1.58 30 939 1A 28 9B.A% 0.81 [F0.04, 1.66]

Total (95% CI) 60 58 100.0% 0.86 [0.02, 1.70]

Heterogeneity: Tau =_D.DD;Ch| =084, df=1(P=0.236)F=0% a0 0 0 1 20
Test for overall effect: £=2.00 (P = 0.04) Favours [SVW] Favours [Others]

Outcome 4; & BHE (FT/KIED #)

Fakhh SHERET MKE
R ES ISAPRYAS*
BRIAT ot M YRS AB(F LD LE)
[ PR
=, | bl 3
5z Eal] 1A MR
wa—y [FRTH 5, 2 (N8 B st# (A (st |70 |EE (95 Moan |s0 (B3 |Mean|sp [H¥ (igen mamzm
£ |- L3 L3 ()
=~k €
Richard JC
2015 RCT =1 =1 =1 30| 4| 2.96] 30| 4| 370
(25572383)
swwv Others Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Richard JC 2015 4 37 a0 4 296 30 100.0% 0.00 -1.70,1.70]
Total (95% CI) 30 30 100.0% 0.00 [-1.70, 1.70]
Heterogeneity: Mot applicahle } + 1 } t
Test for averall effect: = 0.00 {F = 1.00% -0 Fa\-'gunrs [SVV] DFavour; [DOthers] 0

Outcome 5: A TIF0kHAR]

|7'7 bhi A TR A
ISAFPRYARS*

9
BRMT |ixq |54 |[EXRS| 20m B YRS AR (PHEHLE)
P2 | 7R
=, [3= Zhm
— A HE ftA mm
o (BT 5 |2 (He E B33 |Meen[s0 [B5 [Moan [0 (B imim [omemecmn
e |Y 8 8 ) [0
Richard JC
2015 RCT e | 30 &l 156 30| 14 17.8
(25572383)
Hu Q2014
(24451954 [RCT | I 28| 59| 16 30| se 19
swwW Others Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Richard JC 2014 14 17.8 30 8 156 30 Z67%  B.00[F2.47,14.47]
Q2014 56 1.8 30 59 16 28 T33%  -0.30 [F1.20,0.60]
Total (95% CI) 60 58 100.0%  1.38[4.08,6.85]
_ll-_let?;ogenemtl:lT?ru t:_;ggnéézh;_:uzgzu,df:1 {P=0.15) F=53% En Eh 3 e 4
estfor overall effect: £=0.50 (F = 0.62) Favours [SVV] Favours [Others]

2)PLR vs. ZMith
Outcome 1; 28 HFET-(RCT2 DA [RSET-ZEH)
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Fobhh EC
AT RYRG*
b |;!<!-f |E‘i-r|§;','§5”‘ o8 Fu YAIABT S ALE)
52
S |7 |2m [£2 #1R |2 A aul ne
5 5 7
FRTFA(57, [~ [H8 (W8 |or 2 50 lim (B9 2 |ug (o [sm [T7HEE (1 |15 00 [B5 (85 (oo [DAFR(SE lxazm
£ |5 23 |L# sef # [F 8 |F (1)
RCT -1 61| 6| e8| e mlnn 133
RCT Al - -1 -i| @] 20| 4ss| a1 23] ses
RCT =1 30| 14| a7 30| 7 23|
25572383)
RCT 4 . = = 5 5 =
|(Ewo RCT L 1 1 1 1| 8| ol 67| 4 28] 173
Passive Leg Raising Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Chen 2015 23 41 20 41 52.7% 1.15[0.76, 1.74] B
Kuan 2015 6 61 6 61 13.0% 1.00 [0.34, 2.93] —
Richard 2015 7 30 14 30 23.7% 0.50[0.24, 1.06] —
Xu 2014 4 28 5 30 105% 0.86 [0.26, 2.87] .
Total (95% Cl) 160 162 100.0% 0.90 [0.60, 1.36] <
Total events 40 45
ity: 2= :Chiz = = = s 2= 209 I } } |
_I;Iettte;ogeneltyl.lT?fu : ZO(_)% ;:lhlp_Sggidf 3(P=0.29); I2=20% o1 o1 5 100"
est for overall effect: = 0.51 (P = 0.61) Favours [PLR] Favours [control]
Outcome 2; 3%t R £A R
Frobhh w7 MR IRRD
SRATRYRG*
By (TN momos| oy SR URHAB(FSRDLE)
£ FA |72 017-:-
5 2 b 17 |2 (22 ] L A BE lmm
o (FRTSA (ST S (W W U (o7 e (B2 EE g (ax [sim (0 [EE [ (Mean s |5 Mean|s0 [ (i5em mmm
e |00 72 | Ll (B (20 L ES & W |
RCT1
(PMID RCT
26475246)
RCT 2
{PMID RCT -1 -1 -1 -1 4 4| 286 41 4 444
26201900)
RGT 3
{PMID RCT =1 30| 2 1. 30 23] In
25572383)
EH
Passive Leg Raising Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Chen 2015 4 444 41 4 2.96 41 359%  0.00[-1.63,1.63]
Richard 2015 2.3 311 30 2 141 30 641% 0.30[-0.92,1.52]
Total (95% Cl) 71 71 100.0%  0.19[-0.79, 1.17]
Heterogeneity: Tau? = 0.00; Chi2 = 0.08, df = 1 (P = 0.77); 12= 0% f f f f f
Test fi Il effect: 2= 0.39 (P = 0.70 10 N 0 > 10
est for overall effect: Z = 0.39 (P = 0.70) Favours [PLR] Favours [control]
Outcome 3; ICU jH7E HiR
FIrhL ICUEEE NI
ISAFRYRS*
e YAZAB(T D LE)
fiA o a2
Mean [SD  |#5 |Mean |SD Y faiR (R
LS |
4 148] @1 4| 259\MD 0|-35.0 to 420
10| o8| 30| 14| 163
1016 1.58 28] 933 1.




NIRIMEFTE vs. TDHh(CVP)
Outcome 1; 28 H3ETS

Passive Leg Raising Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
Kuan 2015 4 259 61 4 148 61 51.9%  0.00[-0.75,0.75]
Richard 2015 14 163 30 10 96 30 1.6% 4.00[-2.77,10.77]
Xu 2014 9.39 171 28 10.16 1.58 30 46.6% -0.77[-1.62,0.08]
Total (95% CI) 119 121 100.0% -0.30-1.15, 0.56]
Heterogeneity: Tau? = 0.22; Chiz = 3.34, df = 2 (P = 0.19); I2 = 40% 1 } 1 } {
Test f Il effect: Z = 0.68 (P = 0.50 10 5 0 > 10
est for overall efect: Z = 0.68 (P = 0.50) Favours [experimental]  Favours [control]
Outcome 4; & }4E (Ventilator-Free Days)
Fothh VFD
[EEEES SATFRY A
[&T [BE
BRAT |51 |54 [EDRDS) 2o Riifit YRS AT IR LK)
FZ | PR
- |2~ s | 22 4 A e |2
FRa—f (AAT Iy, [ (FHR NSy s b g (B2 (2E (s |wA [0 77, (5 (B2 [Mean[s0  [B5 |Mean|so [ (ieig (ma=m
> Pl [ (A I o0 |l |we |51 [ (2N [ s ke GH |y
>k = |= FA 5
RCT1
(PMID
26475246)
RCT 2
(PMID 41| 55 124 41| 55 91
26291900
RCT 3
(PMID 30 8 156 30| 14| 178
25572383)
LF_RGN
MID
Passive Leg Raising Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Chen 2015 55 9.1 41 55 124 41 67.9%  0.00[-4.71,4.71]
Richard 2015 14 17.8 30 8 15.6 30 321% 6.00[-2.47,14.47)
Total (95% Cl) 71 71 100.0%  1.92[-3.56, 7.41]
H ity: Tau? = 5.78; Chiz = 1.47, df = 1 (P = 0.22); 2= 32% f f f f
bty L EIE N
est for overall effect: Z = 0.69 (P = 0.49) Favours [control]  Favours [PLR]

|7".!Hb.k BARKE
Bl HRAFRYRD*
®IT | W
AR/ ATR |;t:7 17 LA YR AR(T OH LK)
=b
HEll | HE A (frA bl
en(Bs (B5 (00 |[BH (B (00 et (5 (@wEm
8 |¥ 8 |F (i
RCT1 (PMID
25&0‘!)469) 168 83 494 182 90 49.5|RR } 1
PiCCO CVP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Zhang 2015 83 168 90 182 100.0% 1.00 [0.81, 1.24]
Total (95% Cl) 168 182 100.0% 1.00 [0.81, 1.24]
Total events 83 90
Heterogeneity: Not applicable o1 o1 T 0 100

Test for overall effect: Z = 0.01 (P = 0.99)
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Outcome 2; I3y Bt B £A R

Fobhh PR Lok i)
LEEES AT AN
=T | R
il::wz|:_<-r 75 e = oM S YRS AT IIHLE)
7R | FA
=P i By am [£2 s A 2R B
gga—f ([FRTSASHLC WS w5 ok [me (RO [Eesfum (o mm T2V lEeo|mg |wen 50 [BH [Meon (s [fS (WS |[meEm
£ 26 i ok 7] % & |
;';L‘s_::;:'” RCT -1 -1 -1 -1) 68| 145 1es| 1s2| 19 193{mo
PiCCO CvpP Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Rand 95% ClI IV, Random, 95% CI
Zhang 2015 14.5 18.5 168 19 19.3 182 100.0% -4.50[-8.46, -0.54]
Total (95% CI) 168 182 100.0% -4.50 [-8.46, -0.54] +
Heterogeneity: Not applicable I_ - + 1 % J
Test for overall effect: Z = 2.23 (P = 0.03) 100 50 Piccoucvp 50 100
R
Outcome 3; ICU ;i 7E HAE
FORhL lcuiEXann
IATRYADE
RiT | 8
BRI A7 |47 .<;7|§;”"“ 0t Bt YRS AR(TIRALE)
. Tk
ol B2 ni |07 (2w [E2 #HE A nR
wga—g (SR (RS (RSB I (Ew ok el (RO leen s v [sm (770 (R0 (85 (Mean |50 (B Mean [s0 E‘: i (wWEm
L & |h# @k [ S 8 (i)
?;&:E;TD RCT =1 =1 =1 =1 168| 9 59 1B2| 1.5) EZ{MD 1.5
PiCCO Ccvp Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI| IV, Random, 95% CI
Zhang 2015 9 5.9 168 7.5 82 182 100.0% 1.50 [0.01, 2.99]
Total (95% Cl) 168 182 100.0% 1.50 [0.01, 2.99]
Heterogeneity: Not applicable - — 1 y |
Test for overall effect: Z = 1.98 (P = 0.05) 100 50 PiCCOOCVP >0 100
Outcome 4: & fBHiE (A L% EAR)
|7'7I'ﬁ-ln A TR
SATAYRS
EGHET]
RR/ATR A7 ;<;7|¥;”’“ AT AB(T DPHAE)
M il r A 2R
EESE £eit |85 [Mean [sD |5 [Mean [so [l |18 [mEmse
& & ) | ()
:::0‘5:':;‘;"’ ROT < | 8| e7] 1s2] 55 erfmo 05
PiCCO cvP Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Rand 95% CI
Zhang 2015 6 6.7 168 5.5 6.7 182 100.0%  0.50[-0.90, 1.90]
Total (95% CI) 168 182 100.0% 0.50 [-0.90, 1.90]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.70 (P = 0.49)

13 T t

100 -50 [) 50 100
PICCO CVP
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CQ 7-7: MUMFEDFIHERE DIRIRICEBRIEZALDSM ?

* CQ—PICO RFEICELHFE

BMEMSav I DB LEICEN T, ALBRECERMFTMICIIMRERIT 50 REEP)ILK
MEHSVBRMAEE IV IITRELTz. A (D) IXELEEE DEFRFRIFEEZ AUV -#EEL . xTBR(C) IX2LEE
EDZEFHMFHEZ ALVGEWIEERE. TOML (O)ZBKRICEVWTEELEZONSELE. S av IRl AR,
ICU /R i, EHHEFRAERLLT -,

* XERRX (FAEERSATONE, ZOXEBRBRX IO

CQ7-8 DIRFXLEHx,

#FE R : ((systemic inflammatory response syndrome) or sepsis or (severe sepsis) or (septic shock)) and ((lactic
acid) or (central venous oxygen saturation)) and (randomized or randomised or randomly)

®%EH: ~20165.1

K XEERDIA—
AT ORI RS R Bk
(n=174) (n=137)
RCT T72\: 18
KGRI D14
. NI 512
DA | sgEE - noRmELISL: 36
(n=174) L R LIS 57
St PRt
(n=37) g = 37)
RCT T/ 17
i RGN D 4
AR 5013
R AEER FH R ST bR S
(n =0)
& RCT Ol

#Z A9 5 RCT %L,

58



CQ 7-8: #AEBREDIBELL T Scv0, LRV T S AN EL LR FRH?

* CQ—PICO RFEIZELHFE
B MfES S av I DHMEBFRLEICS VT, B OB R EMREEDFTMELTD Scv0, LBV TIVREBRIET
B EFEBITHEEDTLVD,
ELELNEKYRWMEIRETHANEREITTH-OICHRBEP)TRMAEEavIEL. AMAD);  Scv0, &5
BELI-AHAERE. xR (C); BV TSV REIRIBELI-MMBRELLRETT BT ETHo T,

KA XHBRERX HEEHFSATOIIE, FOXEBRXLIHE)
#FE R : ((systemic inflammatory response syndrome) or sepsis or (severe sepsis) or (septic shock)) and ((lactic

acid) or (central venous oxygen saturation)) and (randomized or randomised or randomly)

B%EH: ~20165.1

* XHRROTIO—
oo e pRA
(n=174) (n=137)
RCT T72\: 18
KRNI D 14
| A ARRZD12
GGk - HAGELIS): 36
A b FLIAh 57
A A
(n=37)
Bro%
(n=36)
»  RCT T/huv17
RN D3
AR 5013
S SPIE e B NS 3
(n=1)
& RCT Ol
AT
Sav02 Lactate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Jones 2010 24 150 25 150 100.0% 1.26 [0.86, 2.16]
Total (95% CI) 150 150 100.0% 1.36 [0.86, 2.16]
Total events 24 25
Heterogeneity: Mot applicable =o_01 0_:1 T 1:0 100:

Test for overall effect: £ = L20 (P = 0.19 Favours [Scv02] Favours [Lactate]



ICU#H7E HAR

Sevi02
Study or Subgroup Mean SD Total

Lactate Mean Difference
Mean SD Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

Jones 2010 56 739 150

Total (95% CIy 150
Heterageneity: Mot applicakle
Test for owerall effect: 2 = 0.33 (P = 0.74)

ARz HARE

ScvD2
Study or Subgroup  Mean

SD Total Mean

5.9 B4 150 100.0% -0320[-2.10, 1.50]

150 100.0% -0.30[-2.10, 1.50]

Lactate Mean Difference
SD Total Weight IV, Random, 95% CI

-1o -5 0 3 10
Favours [Scv02] Favours [Lactate]

Mean Difference
IV, Random, 95% CI

Jones 2010

Total (95% CI) 150

Heterogeneity: Mot applicahle

Test for overall effect; 2 = 0.54 (P = 0.59)

£ e

5cv02 Lactate
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI

12,1 1168 150 114 1089 150 100.0% 070[-1.86 3.26]

Risk Ratio

150 100.0% 0.70 [-1.86, 3.26]

-1o 5 0 5 10

Favours [Scv02] Favours [Lactate]

Risk Ratio
M-H, Random, 95% CI

Jones 2010 33 150
Total (95% CI) 150
Total events 33

Heterogeneity. Mot applicable

Test for owverall effect; 2 = 0.55 (P = 0.59)

27150 100.0%

150 100.0%
37

60

0.83[0.59, 1.35]

0.89 [0.59, 1.35]

0.1 1 10 100
Favours [Scv02] Favours [Lactate]



CQ 7-9: FHAMEICRIGLEZVRMAEE S avIICdT5REEDE—RIRELT/ILTELFIY, F/IR2Y
DELELEFERTIMN?

* CQ—PICO RFEICELHFE

BIAEE S v CTIEBENLRERET>CHLRBEHEORENFOLNT, FEROFEREZLELT S, BEEER
RICBEWTBOH TEEL CQ EHIBUIRRALz, B—BIRELLTEELHRAIND/ILTRL TV ERNIY
DMRELETLHILEL, HEBEPIIBMEES3IVI, NADIE/ILTELFIVERE, ®ER(0) (EF/A=
ST IMLAO) FEBKICBEWTEERELEZEZONSD 28 BT, av /BB EAR, ICU [HEHAM, &HHE
RAERELT,

* XERARX HEERSATONIE, ZOXERRFXLIEE)

(sepsis or septic shock) and (noradrenaline or norepinephrine)

B#EH: ~2016.5.1
LITF® SREXLVERESIAL .

1) Avni T, Lador A, Lev S, et al. Vasopressors for the Treatment of Septic Shock: Systematic
Review and Meta—Analysis. PLoS One. 2015;10:e0129305.
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http://www.ncbi.nlm.nih.gov/pubmed/26237037
http://www.ncbi.nlm.nih.gov/pubmed/26237037

CQ 7-10: /I TFRLFIVDOREMNRN+HTHEWNGS ., BMINEES av (/L T, PRLFI U ZFEARTS
nhe

* CQ-PICO REICEDIFE
+REHKRE/IILTRL ) B EEZ T CLREFREDO#FNARELRMEE 3y 2L PRLFUL D
B 5 DHET Outcome(28 BIET, BSHHERESR, av iR EARK. ICU BEMZ®RETTHIEELT-.

anp

[

.

* XHBRRX (FAEEHFIhTONIE, ZOXERRRXLHITH)

@;(("sepsis“[MeSH Terms] OR “sepsis”[All Fields]) OR (“shock, septic’[MeSH Terms] OR (“shock”[All
Fields] AND “septic”[All Fields]) OR “septic shock”[All Fields] OR (“septic”[All Fields] AND “shock”[All
Fields]))) AND (("epinephrine”[MeSH Terms] OR “epinephrine”[All Fields] OR “adrenaline”[All Fields]) OR
(" epinephrine”[MeSH Terms] OR “epinephrine”[All Fields])) AND (meta—analysis[pt] OR randomized controlled
triallpt] OR controlled clinical triallpt] OR clinical triallpt] OR guideline[pt] OR systematic[sb]) AND
“humans”[MeSH Terms] AND (english[la] OR japanese[la]) AND (“2010/12/16"[PDat]: “2015/12/14”[PDat])
@ :(sepsis OR septic shock) AND (adrenaline OR epinephrine) AND (meta—analysis[pt] OR systematic[sb]
OR review[pt]) AND humans[mh] AND (english[la] OR japanese[la]) AND hasabstract[tw]

@ (septic shock OR severe sepsis) AND (epinephrine OR norepinephrine) AND (systematic OR meta—analysis
OR review) AND human

®%FR: ~20165.1

*XRERDOTO—

IR TOMBRER

(n =365)
Bk
l (n=337)
RCT T/ 98
B G KGN 5 22
(n =365) INAMNEIR 565
TN LNRRS 5
Bl o HAGELIAL: 23
> D 124
\4
U
(n=28) ro
(n=28)
> RCT T72\u: 3
v
KBNS 1
R AR D24
(n =0)
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CQ 7-12: MEESIVIDDBRERE(ICHL T, FTLIVEERT N ?

* CQ—PICO RFEICELHFE

BIMEMS 3y DMBABFRECE DT, DMEEEMNME T LI REBIZH (FAR TSV OB EREE T 516 xt
FEEP)IFRMEMSES VI TIMERENMETL TV A BEICREL . N A M IXFT RIS R (0) (XF
TAZVIEERE  TIML Q) FEBKRICBWTEELEZOND 28 AL, P av/EtiRHM. ICU JH7E 4R,
BHRERAERLELT-,

* XHBRRX (FAEEHFIhTONIE, ZOXERRRXLHITH)

BERX1 ("sepsis"[MeSH Terms] OR “sepsis”[All Fields]) OR (“infection”[MeSH Terms] OR “infection”[All
Fields])) AND (”dobutamine”[MeSH Terms] OR “dobutamine”[All Fields]) AND ((“random allocation”[MeSH
Terms] OR (“random”[All Fields] AND “allocation”[All Fields]) OR “random allocation”[All Fields] OR
“randomized”[All Fields]) OR randomised[All Fields] OR randomly[All Fields])

B®%AB 2016.5. 1

#FEI 2 (sepsis OR septic) AND dobutamine AND (randomized OR randomised OR randomly)
®FEAB 2016.5. 1

* XERRIRDT7O—
BRI 1 TOESER AL BT 2 TORRER
(n=95) (n=99)«
\ |
v Bt
. st (n=91)~
e RCT T\ o
(=99 HEHEI S
AR S
¥ st
éﬁ};£§$¢ (n=6)
(n=8) - RCT T\ e
HERBLS: 1+
AR S o
- T b ANBRE S
Eﬁgiﬁﬁé&g i
(n=2)
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% %& RCT )&
Outcome 1; 28H3ETC

FIA HTE
[EETES AT R+
N ET | Hib 305
BT | i [ERES a Ittt RS ABTI DA
72|72
=i HiE |18 A A % o
Wza—F E BS | Ba (%6 B (BS |(%9) fee 186 | fEHAkfE
8 |7 8 |7 |
Annans 161| @4| sos| 16| 88| 343|RR 0:86|065-1.14
Mahmeud ao| 18| saa| =0l 15| 5o0|RR 004|057-153
DOB&L DOB&N
Author Year Total = Total FErTE= Risk Ratio [95%Cl]
Annane 2007 161 64 169 58 L 0.86[065,1.14]
Mahmoud 2012 30 16 30 15 - - . 0.94[0.57,1.53]
RE Model IV z=101  p=0.31108 tau®=0 ———— 0.88[069,1.13)
0=008 ©=077518 12 =0 | : : : : :
055 067 082 100 122 149 1.82
Risk Ratio
. [P
Outcome 2; 3w/ R R HAR
FCIYIN R AR
LETES AR
=T | i ”
BRAAT r g EREDI | g FFe s YRS AB(FIHDLE)
72 |72
N T2 |®IR
., |3 ED R
- 77 |50 |4 | FOL |87 | FER b g A ZhE
Figga—r |FETVANGD, o R ER s (a2 [EE g aa 9w |77 BE (5 weanjsp (B9 [vean/sp (1B [k | masr
v L2 e e i (i (53T [
[ LR [k (0 B 8 & |
= &
Annans | "
Mahmoud
2012 RCT -1 = a0 9l 179 a0 40 179
DOBL, DOBb
Author Year No Mean SD No Mean 5D Outcome: raxTREARHAR Mean Difference [95%CI)
Mahmoud 2012 30 5 1.75 a0 4 +75 -1.00[-1.89,-0.11]
= 2
FE Model IV z=221  p=002689 tau’=0 | -1.00[-1.89,-0.11]
- 2
Q=0 o=1 17 =N3h , . . ;
200 150 100 050 0.00
Mean Difference
Ty
Outcome 3; ICU#7E HARH
Fakhi iU e MR
T35 ISATRAYRDY
BIRSAT |y [ror | EMEDIC| g il et YR AB(FIRDLE)
72 |72 o
5 T
o |27 nn iy (g [E0 48 A aE |
C SRl N Pl bl Ll S T P M Al AP T R i 2 i i e | s
T W (L (P [ £ £ w [
Annans ROT -1 181 15 &) 164 16 &5
Mabmaoud
200 RCT -1 -1 0 6 125 o T 1S
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DOBGL. DOB#D
Author Year No Mean SD No Mean SD Qutcome: ICUBEERY Mean Difference [95%CI]
Annane 2007 161 15 [ 169 16 6.5 1.00[-0.35,2.35]
Mahmoud 2012 30 @ 1.25 30 T 1.7% —_— . 1.00[ 0.23,1.77]
= . 2.
RE Model IV =293 p=0.00337 tau‘=0 1.00[ 0.33,167]
Q=0 n=1 12 =0
I i T T |
-0.50 0.50 1.50 2.50
Mean Difference
Outcome 4; & HfiEFER
FokhL BHEREE
[CHEES AT ARG
ESAETH »
BIRAT g | g BRI FE i YA AB(FINLE)
TR | TFR
N 75 [ER
S e B boL |7 |sm | T2 | fh (A AR |2
wima—r FRFYAG) e R B s o e |02 3 e ([ |77, B2 (a8 (@5 o0 (@5 (84 oo [BR 58 |sweem
T e SR A8 P |57 B | B |F |
Annans RCT -1 161 43| 267 169| 41| 243[RR 091|063-131
Mahmoud \por -1 -1 so| 10| s3z| ao 7| 233|RR 07(031-158
DOBL L DOB&D

Author Year Total SitERESTotal SHHERES Risk Ratio [95%CI]

Annane 2007 161 43 169 a1 B 0.91[063,1.31]

Mahmoud 2012 30 10 30 7 0.70[0.31,1.59]

RE Model IV z=-0.81  p=0.41603 tau?=0 ——— 087[062,122]

Q=032 ©p=057121 |17 =0 | . | |
0.22 0.37 0.61 1.00 1.65
Risk Ratio
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CQ8-1: #NAEk & BIRFBIEICKIE LEVVRADOMMEES 3 v/ BEFICIEBAEXTAA F (N FA
JLFYVUHC) 5T HM?

* XHERERRX FEEEHZRINATLNIE, ToXEERERXLEEE)

(1) (sepsis OR severe sepsis OR septic shock) AND (glucocorticoid OR steroid OR hydrocortisone
OR methylprednisolone) AND humans[mh] AND (English OR japanese) AND (meta-analysis OR systematic
review OR practice guideline OR RCT) AND (English OR Japanes) AND (6 years)

Q) EZEZK 1 : ("shock, septic”[MeSH Terms] OR (“shock”[All Fields] AND “septic”[All Fields])
OR “septic shock”[All Fields] OR ("septic”[All Fields] AND “shock”[All Fields])) AND
("steroids” [MeSH Terms] OR “steroids”[All Fields]) AND (“review”[Publication Type]l OR “review
|iterature as topic”[MeSH Terms] OR “systematic review”[All Fields])

QB)HEZEFF 2 : ("shock, septic”[MeSH Terms] OR (“shock”[All Fields] AND “septic”[All Fields])
OR “septic shock”[All Fields] OR ("septic”[All Fields] AND “shock”[All Fields])) AND
(“steroids”[MeSH Terms] OR “steroids”[All Fields]) AND RCT[AIl Fields]

* XEhEIRD 70—

BRERX 1 TORFERR
(n =1949)

l

WERER (n =120)
l B5 (= 112)
X ESE (n=120) RCT T#LY: 58
R FH: 15
' ] EHEG 6
BEEAHR (0 =8) ZOMOE ; 33

XHBRRRICEY SRLEECH /I VI E Sz Nang' D A 2 BITHTZ D 8 X ERET
L30T, TRDLSIZSRDEBEDOEFEZRT AMSTER T 10 BB Z&E - LT\ == SR & LTERAL
f=o ZDtk, FAEHMZ 2015 F 12 ARAFEFTERELBRRELFER, Wang OFRXICEE SN TULVEL
Gordon'? M 1 XA REBESNI==HBML, BEAFBHEITo1=.
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Low-Dose Hydrocortisone Therapy Attenuates Septic Shock in Adult Patients but Does Not Reduce 28-Day Mortality:

gastrointestinal (GI) bleeding, and hyper— glycemia were also evaluated.

e A Meta—Analysis of Randomized Controlled Trials WG12-CQ1MDPICO
Author Wang C, Sun J, Zheng J, Guo L, Ma H, Zhang Y, Zhang F Li E

PR ETHBER) Patients with septic shock (the 1992 ACCP/SCCM Consensus difinition) P: BRMETE S 395
1GEE9 2 A) Low-dose hydrocortisone ( = 300mg/day) LZ2TR/REE
C(xtHR) Control (physiological saline) C:ATAAFIERE
0(Outcome) Key data were 28—day mortality and shock reversal at 7 and 28 days. The adverse events superinfection, 0:28H%ET-EE,

AvyHE SHHE

i lL1-Database

Medline, Embase, and Cochrane Library databases; the Cochrane Controlled Trials Register; LILACS
(http://www.bireme.br; assessed May 2012); and Web of Knowledge (Gonference Proceedings Citation Index—Science,
Conference Proceedings Citation Index—Social Sciences & Humanities). We did not restrict our search based on

language or year of publication.

RESNI=HR

~201245A

HWHLUI=ARTF 1

RCTs, meta—analyses, and systematic reviews for studies ( Z R H % D T—HIEXRCT)

SROD T H A L 1&, SRIEfTRIIZRE ShTW
3.

Yes (We conducted a systematic review and several meta—analyses of
the literature according to the methods recommended in the PRISMA
statement for reporting systematic reviews and meta—analyses of
studies that evaluate health care interventions)

2Z LLETHRXDF 28 Thh TV,

Yes (Literature Search|Z2#k)

L2 DL E DDatabaseZF)BLTLNS,

Yes (EECICERHELD

X DR FUR LI AR IR R R RL
TWa

Yes (—R3HH)

AMSTAR

Full text review® # [ . Include & & T

exclude Zh 725 XAV A b AL [Ereference Yes (&1, 2)
IZLTHD

IncludeS M= IRX DEFHAIRESNTIND, Yes (R2)

Risk of bias, Jadad scale’s ETERILD EM
FFlL THB.

Yes (assessed using a modified Jadad scale. No studies were excluded
from the analysis because of the quality assessment.)

MEDOEN, SROFEREIRTT DIRIZE ES
T3,

Yes (Forest plotD B2, ERMES T, Funnel plothfEfT)

EEMHAFESh . REEENSIES 1ZE
Random EffecthM{EREN TS,

Yes (REMEITERHE, 1235 e o7=1=BHthe fixed—effects modeld
The Mantel-Haenszel test was applied for the pooled OR value. The Z—
test was applied for the significance test for pooled OR values {£F8)

Publication biasASZHI@ic L TL A,

Yes (Egger’ s test in continuous data analysesa and Begg’ s funnel plot
was used to quali- tatively demonstrate the bias)

COIR A= h TLVS,

No (FE#EAL)

* % RCT O&FHi

Qutcome 1; 28H% T
1) Steroid: 238/5

—_
73
228

12

(n=1132)

2) RR: 0.96 (95%fS%ERXFE: 0.81~1.13)

3) p=0. 644
4) 12: 22.8

(41.6%) vs, Control (Placebo/ALB(albumin)): 244/560 (43.6%)

5)

28-day

mortal ity E DEE

funnel

Placebo/ALR steroid ,
Parthor Year Tod 2 By Told  28moraliy Risk Ralio B5%C1] ﬁﬁ : Begg S
Bollaert 1998 19 12 22 7 — 050 [0.25, 102 ] p lot (DZO- 358)
Briegel 1999 20 1 20 3 : 0.75 [0.19, 293 ]
Chawta 1999 2 0 23 6 - . 055 [0.24, 125]
Annane 2002 149 ] 151 . 0.69 [0.73, 1.08]
Oppert 2005 25 " 23 10 — 099 [0.52, 188]
Mussack 2005 12 5 12 4 R S 0.80 [0.28, 227 ]
Sprung 2008 248 ) 251 % —-— 109 [0.85, 140]
Arabi 2011 36 % 39 1 -— 117 [0.92, 149]
Gordon 2014 30 7 Tl 7 —_— 0.97 [0.39, 243 ]
RE Model IV z=052 pI6M2 w200 - 0.9 [0.81, 1.13]
a=9.39 p031062 12 =228 :

014 02 037 061

T T T 1
100 165 272 448

Risk Ratio
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Standard Errer

o052 0348 0.174 0.000

0685

Begg's test

Kendall's tau=-0278

o p=035849
\ Egger's test
. tstatistic=1.415

R k p=0.1899

T T
-150 100

T T T T T
450 000 050 100 150

Risk Ralin: 28-mirialily

Outcome 2; 7TH#& D> 3 v/ EEZE (n=1108)

1)
2)
3)

RR

Steroid: 253/548 (48.0%) vs

Control
0 1.32 (95%{E%EXR: 1.19~1.46)

p=0

(Placebo) : 351/560 (62. 7%)

4)
5)

[12: 0
TE#D 3 v o EEROE DO : Begg” s funnel plot (p=0.429)

Placebo sterod
Aulinr Year Tola 7-ShickRevistal 7-ShockReversal Risk Ralio [95%C1]
Bolaest 1998 19 4 22 5 ; 324[130,510]
Briegd 1909 20 12 a1 17 e 142]095,212]
Chawia 1000 pal L] 23 16 —— 162[092,2385]
Annane 2002 140 40 151 ()] r—-—< 145106, 206]
Oppert 2005 25 16 2 " —— 005 [D61,148]
Sprung 2008 248 145 1 186 L 1.27[112,144]
Arahi 2011 36 14 E: 2 24 — 1380595, 255]
Gordon 2014 30 13 3 10 r—-—w 141]D86,232]
RE Model IV =531 p=0 ta=p . 1.32[1.19, 146]
Q=793 p03304 12 =0
T T T T T T 1
061 100 165 272 448 7O
Risk Ratio
o
g J
o J Begg's test
4 Kendall's tau=0 429
. p=0.17887
=
o Egger's test
H * " tstafistic=1.66
[iT] Y
T s . . _ pMTHM
& o » e
‘g o »
H
o -
g
=
- Y
= 3
o T T T T -
-0.50 0.0 05 100

Risk Ratm: 7-ShodkReversal
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Outcome 3; BHHE ()
1) Steroid: 143/488 (29.3%) vs. Control (Placebo): 127/477 (26.6%)
2) RR: 1.09 (95%fS%EXf&: 0.88~1.35)

3) p=0.422
4) 12: 1.73

5) BHHE (B) OEOEEM : Begg’ s funnel plot (p=0.272)

Placebo steroud
Author Year Total pernfectivetal Risk Ratio [95%CI]
Bollaert 1998 19 ] 2 7 067[031, 146]
Briegel 1999 20 7 20 10 143[ 068, 300]
Chawia 1999 2 5 23 4 073[023, 236]
Annane 2002 149 27 1B 2 — 081048, 1.35]
Sprung 2008 22 6 24 78 e 1271096, 168]
Arabi 2011 36 18 39 2 — . 1.13[0.74, 1.73]
RE Model IV =038 p=0.4221 tau?=0.01 o 109[088,135]

Stenciard Erer
0.200 [A]-to [efelele
| L

D.44p

Q=186 p=043379 12 =773

: Begy's test
i Kendalls tau=-0.467
L p=0.27222

g Eggerstest
. tstatistic=-1.57

p=0.19146

T T T T T T
400 o508 1] o050 100 150

Outcome 4; &#tiE CHIEEH M)
1) Steroid: 42/519 (8.0%) vs. Control (Placebo): 30/507 (5.9%)
2) RR: 1.35(95%E%EXFE: 0.85~2.13)

3) p=0.204
4) 12: 0

[ T T T T T 1
022 037 061 100 165 272 448

Risk Ratio

5 &6HE CHILEHMm) DEDEFHE : Begg’ s funnel plot (p=1)
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Placebo steroid

Author Year Total  Bibleeding Total B bleeding Risk Ratio [95%C1]
Bollaert 1998 19 3 2 1 _— 029[003, 254]
Briegel 1999 20 o 20 1 L — 300[0.13,6952]
Chawla 1999 2 2 23 1 -— 0.46[0.04, 468]
Annane 2002 149 8 1B 1 —— 137057, 330]
Sprung 2008 22 13 24 15 —.— 114[056, 235]
Arabi 2011 36 4 9 13 - 3.00[1.08, 8.36]
Gordon 2014 30 o Yl 0 i 097[0.02,47.32]
RE Model IV =127 p=020454 tan’=0 - 1.35[085, 213]

Q=558 p047202 12 -0

T T f T T
002 014 100 739 5460
Risk Ratio

o
8
a
o Begg's test
Kendall's tau=0.043
p=1
2
g
= Egger's test
B ", tstatistic=-0.622
"o p=0.56109
-
€ o
]
-
&
™
2
g
=
2
-
- T
400 200 (1] 200 400

Risk Ralic” Bl bleeding

Outcome 5; & (HIL¥E)
1) Steroid: 319/406 (78.6%) vs. Control (Placebo): 275/400 (68. 8%)
2) RR: 1.15 (95%{ERERXFE: 1.07~1.25)
3) p=0.00033
4) 12: 0
5 AftE (SMHE) DOEDFHM : Begg’ s funnel plot (p=1)
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Gtenderd Errar

Placebo sterod

Author Year Tolal BS noreaselotal BS ncrease Risk Ratio [95%Cl]
Bollaert 1998 19 3 22 3 D.86[0.20,3.79]
Annane 2002 149 111 150 130 - 116[1.04,130]
Sprung 2008 232 161 234 136 M 115[1.03,128]

2
RE Model IV 27350 p000033 lau?=0 - 115[1.07,1.25]

Q019 pDo1142 12 = |
1.00
Risk Ratio
a
8 |
o Begg's test
Kendall's tau=-0.333
p=1
a -
= Eagger's test
1 statistic=-1.788

[ p=0.32468
5
3
=
2
g 4
S
-
= . .
o T T T

150 -100 050 000 050

100 150 200

Risk Ratin: BS inease
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CQ 9-1: M avo DOMEAB LB THRMBRE M IZLNDBHAT B0 ?

* CQ—PICO REICE DR

BRI fE D W EAER A (CH 1T 5 KR MERE M D FABEFRAZIASNIT 520 . dRP)IEBRMENS avIDEE
DHEATREERBEIZPRE L=, SSCG 2012 THEIN TLSEATRIwb 30%EANES OEE 10 g/dL SBREL
T . ANEJTOEUE 10g/dL R THRMERE M Z FAIE T DIHZEEXTIR(C) LT, F1=. SSCG 2008 +>/F 4 7@
HETRENDEESEIC. ATV AEUE Tg/dL KRB THRMEREMZFIIRT 2BEENA D EL=, TUMIL
(O)IFEERIZCBWTEELEZOND 28 HRETE, [BaHRESELI

* XHBRRX (FAEEHFIhTONIE, ZOXERRRXLHITH)

BERX1 ("sepsis"[MeSH Terms] OR “sepsis”[All Fields]) OR (“shock, septic”’[MeSH Terms] OR (“shock”“[All
Fields] AND “septic”[All Fields]) OR “septic shock”[All Fields] OR (“septic”[All Fields] AND “shock”[All
Fields]))) AND (“erythrocytes”[MeSH Terms] OR “erythrocytes”[All Fields] OR (“red”[All Fields] AND
“blood”[All Fields] AND “cell”[All Fields]) OR “red blood cell”[All Fields]) AND ((“random allocation”[MeSH
Terms] OR (“random”[All Fields] AND “allocation”[All Fields]) OR “random allocation”[All Fields] OR
“randomized”[All Fields]) OR randomised[All Fields] OR randomly[All Fields])

®%xB 2016/5/1

BEX 2 (("shock, septic’[MeSH Terms] OR (“shock”[All Fields] AND “septic”[All Fields]) OR “septic
shock”[All Fields] OR (“septic”[All Fields] AND “shock”[All Fields])) OR (“sepsis”[MeSH Terms] OR
“sepsis”[All Fields])) AND (“blood transfusion”[MeSH Terms] OR (“blood”[All Fields] AND “transfusion”[All
Fields]) OR “blood transfusion”[All Fields] OR “transfusion”[All Fields]) AND ((Meta—Analysis[ptyp] OR
Randomized Controlled Trial[ptyp] OR systematic[sb]) AND “humans”[MeSH Terms])

®%B 2016/5/1

K XHERD7A—
RESt | COMERIER faEst 2 TOMGRER,
n=119) (n=207)-
\ I
EERA (n=24).
s
ppE ReT <A
(w7302 HENER S
TAMBELS .
BRGh
hEEE N (0=14)-
(n=16) RCT TheL: 5.
HERERE: L -
AATEL D 9
(n=2)-
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% %& RCT )&

Outcome 1; 28 HFETC

FrIERL ETE (23]
THRlw 7 IAFAYRG*
=i | #i y
BRIV g g BBESI 2 FEE URZAR (PR HAE)
YA FA | . |
| 2 . oy | [E2 £y |1 A [FrA 2E e
wiga—k (FEZTA |5y, [ R ER g loen s (M0 BE m (oA w70, 35 (e (ma oo (B9 85 oo BF e lewem
e b7 e AP T e B |¥ B ¥ b (D)
Holst 2014 |HC T (s} o -1 (1] 0 4] (5] a (4] 0 -1 1] -1 -1 -1 445 142 224 Loz g8 249 KR
tezza 2019 |[RCT 0 o -1 =1 -1 1] ] a 1] o -1 0 =1 -1 -1|24 12 Jez2 iz 1 a0 RR
Hb10g/dL Hb7g/dL
Author Year Total 28HFET_E Total 28HFETZE Risk Ratio [95%ClI]
Holst 2014 496 175 502 168 e s 0.95[0.80, 1.13]
Mazza 2015 24 13 22 1 0.92[0.53,1.61]
_ _ 2
RE Model IV z=-0.66  p=0.50922 tau<=0 —— 0.95[0.80,1.11]
Q=001 ©=092711 12 =0 | | | | | | |
0.45 0.67 1.00 1.49
Risk Ratio
Outcome 2; [B2REE
Tk B
1B ST A A=
[ plky EARSE com i YRS AR(FIE D)
FA | FA . . .
_ ., av T ER o i
” =2 e N s Ly [xee [z A |7 AE e
ima e WA (T o = [ s e (b | o =5 lum o (we 77 EE (5 0 (65 BH 00 1 i | rman
T 20 |1 P ] B |F 8 |7 & (w
Helet2014 RQT o al -1 of o o o o @ o - ol -1| -1| -1| 4es| 20| 7oz 43| 35| 1i%|RR zehemic suantin
Hb10g/dL Hb7g/dL
Author Year Total fgeskE®  Total f#esiE= Risk Ratio [95%CI]
Holst 2014 489 39 488 35 0.90[0.58,1.39]
_ _ 2
FE Model IV =047  p=0.63534 tau<=0 0.90[0.58, 1.39]
Q=0 n=1 12 =NaN ‘ | : | :

0.55 067 082 1.00 122 149
Risk Ratio
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CQ 9-2: MUMfEI=*L T, HFFBMBDHEETIN?

* CQ—PICO REICELHRHE

A TIE, WMAERBEDAEICEODT—RMICHMIERAERLZEE ONENOUELNDERISEIZH
SBREMROBRENTHNTLSA . BEEREEOREZBEMELTITONSZLEH D, WILERFIZHT
LHEERBRBEORELXHMNEL T, I EENRERSETOIENBRMICEDLSILGEEEZEZ LM EVSEE
WEIBONATWVEWN, ZCTH AL, MMERE IR AFEERENRRSOBERIEELRRKFETHD
EEZ.CQ ELTHY EIFT=,

TOMOL(O)IFERRICBWCTEELEAOND 28 HIEET X, HREETELL,

* X RFRRXHEERSATONE, EOXERFXLIEE)

#wFEX1 @; (sepsis or septic shock) and (FFP or fresh frozen plasma)
®%FEB 2016/5/1

*XERROTO—
ZEXHEL.

& RCT O FEi
7T O
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CQ 9-3: FMFEICXL T, M/MREMZEITIH ?

* CQ—PICO REICELHRHE

AFTIE, MMEREZFDBEIZEVWT—RMICHOIEMNHERELEZEE PARBLENRELRISZEICH
IMRDIBEENfTHNA TS, LAL, M/MrEmASEMIE S EDERKRZERIZEDKSIZEETEINEREILT
IETURIIRHWN, ZITH AL, RIEERE ISR T HI/MRZRE5OEIGISEELRRRFEETHHIEEZ. CQ
ELTHY EIF=,

TIMNL(O)FEERICBVWTEREEZONS 28 BT X, gRET L.

* XERARX HEERSATONE, ZOXERRFXLIEE)

#®FEFEKX1 @:; (sepsis or septic shock) and (Platelet)
B%EB 2016/5/1

*XRERDOTO—
ZaXEEL,

% & RCT MM
4L,
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CQ 12-1: BXIfEE AKI DEZWIZELVT KDIGO EZMEETHERMN ?

* CQ—PICO RFEICELHFH&

1) PIZDOWT: TIIMEEEE IRELEZHAEIE 1 DDA THY, EFTAREHOBEEENRELIZLDER
A9 5I&ELT=, LAL, DENFEHITERIZRE LRI ZL, RMGEY AKI AEFENLAREMNEETER
WHD D, BIMEEE AKI EIXBIDFEEAN—XLTAKEZRIETHEDANENEEZ, TNLDHAEIXERSN
L7=,

2) O [2DWVT: TR, BHEEEE BIKEE) A7 IMILELTEITFON TV, BRAERLELTIRAS
NTWBTIMLELTREZVRTEEZARCQ D7V MILELTERAL .

* XHREFERX FHEEFZINTONIE, ZOXHBEERXLEE)
(D:(KDIGO) AND (RIFLE OR AKIN) 3 fkld PubMed T 1990 ££ 1 B ~2015 4 7 A X TOHAM
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CQ 12-2: FUMfE AKI 2R T HMARFILIRED RHRBAZITIN?

* CQ—PICO REICEDZFHE
FEHNLCRHEADERAEEKRTHY, CONIIZEBHDEREFEMLELH D (AKIEZELTOODEXFEIZ
HoTOOHURALE) EOERMNHIA, BARELGHEEXHRETHY, TOFEFFORELLL-T-,

K XHRERX(HEEHFINTUONIE, TOXHBRERXLEE)

@D #1 and #2 and #3 and #4

#1(AKI): ((("acute kidney injury”[MeSH Terms] OR (acute kidney failure[tw] OR acute renal failure[tw])) OR
((acute kidney injure[tw] OR acute kidney injuries[tw] OR acute kidney injury[tw] OR acute kidney injury,[tw])
OR (acute renal injuries[tw] OR acute renal injury[tw]))) OR ((acute kidney insufficiencies[tw] OR acute kidney
insufficiency[tw]) OR (acute renal insufficiencies[tw] OR acute renal insufficiency[tw]))) OR acute tubular
necrosis[tw]) OR (ARI[tw] OR AKI[tw] OR ARF[tw] OR AKF[tw] OR ATN[tw])

#2(RRT): renal replacement therapy[MeSH Terms] OR renal dialysisfMeSH Terms] OR(continuous
hemofiltration[tw] OR continuous hemodiafiltration[tw] OR continuous hemodialysis[tw] OR continuous
haemodialysis[tw] OR (CVVH[tw] OR CVVHDF[tw] OR CVVHD[tw] OR SCUF[tw] OR CRRT[tw] OR CHDF[tw]
OR CHD[tw] OR CHF[tw] OR SLED[tw]) OR renal replacement therap*[tw] OR continuous ultrafiltration[tw]
#3(Timing): timing[TIAB] OR initiation[ TIAB]

#4(RCT): ("Randomized Controlled Trial”[PT] OR “Controlled Clinical Trial”[PT] OR randomized[TIAB] OR
placebo[TIAB] OR “Clinical Trials as Topic”[Mesh: noexp] OR randomly[TIAB] OR trial[TI]) NOT (Animals[MH]
NOT Humans[MH])

#5(English): English[LA]

@ (((intensive care)OR(critical care))AND((sepsis)OR(septic)) AND(acute kidney injury) AND ((renal
replacement therapy) OR (hemodialysis) OR (hemofiltration) OR (hemodiafiltration)) AND (randomized)) AND
(english)
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* XEhERDT7O—

R 1 TOMBERE R

BRBER 2 TOMBERER

(n =21) (n =65)
| EHRA (n=9)
v
L (0 = 59)
' n=
h="177)
RCT T7Zpu 37
AT %121
13248
oA . (n =16)
(n=19) RCT T7a\ 5
RCT H : 1
l AN E72 510
R S
(n=23)
* & RCT DL
28 AT
Experimental Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bournan 2002 24 35 27 36 7.0% 0.73 [0.26, 2.05]
Gaudry 2016 129 311 134 308 65.9% 0.92 [0.67, 1.27]
Zarbock 2016 34 112 48 119 27.1%  0.64[0.37, 1.11]
Total (95% CI) 458 463 100.0% 0.83 [0.64, 1.09]
Total events 187 209
Heterogeneity: Chi® = 1.29, df = 2 (P = 0.52); I’ = 0% 50 o1 Clll 1 lICI IUE}:

Test for overall effect: Z = 1.36 (P = 0.17)

Favours [experimental] Favours [control]
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_SE(log[OR])

0 .
0.2+ , H "
lol !
k oi
0.6+ :
0.8+ i '
. i ‘ or
o 0.1 1 10 100
BB BITEE 60%H)
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bouman 2002 0 18 0 14 Not estimable
Gaudry 2016 3 157 8 155 38.4% 0.36 [0.09, 1.38] ——
Zarbock 2016 11 69 14 59 61.6% 0.61 [0.25, 1.47] —l—
Total (95% CI) 244 228 100.0% 0.51 [0.25, 1.06] i
Total events 14 22
ity: Chi? = =1(P= R = : : : 1
Heterogeneity: Chi* = 0.42, df = 1 (P = 0.52); I = 0% bo1 o1 To 100

Test for overall effect: Z = 1.79 (P = 0.07) Favours [experimental] Favours [control]

0 _ SE({log[OR])

0.2+ ;

041 ,»

0.6+ /

0.81 i

OR,
100

o
b
=)
=
-
-
=)
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CQ 12-3: BUMAEE AKI 2/ T HMARFLRESFFR, MROELLM RSN ?

* CQ—PICO RFEIZELHFE

BRIfE AKI [2x9 2 MEFEEEDERFE OGN CRELGEM A THHF R MR R LEE - BRMME
FIEEEIE CQIZEDRELDEZAND CQ UARMIEENTz, MEETICEALTIEEB TV MILIZHRESN
f=A%, RCT TRBIRIETRLTEBELRNASNTEY, FHETEG,N o1, T TIERENEN TR ELAE
TR L TIFFRNLEELLN(IFR/NN—baV Y R), 1ELT,

K XHRERX (HEEFINTUONIE, TOXHBRERX L)

@®

#1(AKI):(acute kidney[tw] OR acute renal[tw] OR acute nephrx[tw] OR acute glomerx[tw] OR acute dialysis[tw]
OR acute tubulx[tw] OR “Acute Kidney Injury”[mh] OR kidney injurk[tiab] OR renal injurk[tiab] OR “Kidney
Diseases/chemically induced”[mh] OR tubular injury[tiab] OR tubular necrosis*[tiab] OR tubular damage*[tiab]
OR tubule damage*[tiab] OR nephrotox*[tiab] OR “Nephritis, Interstitial”[mh:noexp] OR tubulointerstitial
nephritis[tiab] OR interstitial nephritis[tiab] OR kidney ischemi*[tiab] OR kidney ischaemi*[tiab] OR renal
ischemi*[tiab] OR renal ischaemi*[tiab] OR induced kidney[tiab] OR induced renalltiab] OR hemolytic
uremi*[tiab] OR haemolytic uraemix[tiab] OR “Hemolytic-Uremic Syndrome”[majr:noexp] OR aki[tiab] OR
oligurix[tw] OR anurix[tw] OR anti—glomerular[tw] OR antiglomerularftw] OR “Kidney Cortex
Necrosis”[mh:noexp] OR pre-renal[tiab] OR prerenal[tiab] OR anti—gbm[tiab] OR obstructed kidney*[tiab] OR
renal obstruction[tiab] OR obstructive nephropathy[tiab] OR obstructive uropathy[tiab] OR hepatorenal
syndrome[tw] OR  “Hemorrhagic Fever with Renal Syndrome”[majr:noexp] OR  thrombotic
thrombocytopeni*[tiab] OR thrombotic microangiopathy[tiab] OR “Acidosis/chemically induced”[mh] OR renal
hypoperfusion[tiab] OR (worsening[tiab] AND renal[tiab]) OR improved renal function[tiab] OR (impair*[tiab]
AND renal function[tiab]) OR azotemik[tw] OR azotaemix[tw] OR (renalltiab] AND thrombosis[tiab]) OR
(("Reperfusion Injury”[mh:noexp] OR ischemic injury[tiab] OR ischemia injury[tiab] OR ischaemic injury[tiab] OR
ischaemia injury[tiab] OR ischemic reperfusion[tiab] OR ischemia reperfusion[tiab] OR ischaemic
reperfusion[tiab] OR ischaemia reperfusion[tiab] OR critical care[tw] OR critically ill[tw] OR (critical*[tw] AND
illness[tw]) OR sepsis[tw] or septic[tw] OR intensive care[tw] OR icultiab] OR tubular cell*[tiab] OR
rhabdomyolysis[tw] OR thrombocytopeni*[tiab] OR life—threatening[tw] OR vasculit¥[tw] OR polyarteritis[tw]
OR cardiogenic shock[tiab] OR multiorgan dysfunction[tw] OR multi—organ dysfunction[tw] OR multiple organ
dysfunction[tw] OR multiple organ failure[tw] OR multiorgan failure[tw] OR multi-organ failure[tw] OR
polyangiitis[tw] OR (wegenerx[tw] AND granulomatosis[tw]) OR “Blood Urea Nitrogen”[mh:noexpl) AND
(kidney[tw] OR renalltw] OR dialysis[tw] OR uremix[tiab] OR uraemi*[tiab] OR dehydratx[tw] OR
creatininx[tw])) OR (nephropath*[tw] AND (contrast medi¥[tw] OR contrast induced[tw] OR contrast
agent*¥[tw] OR radiocontrastx[tw] OR iodinated[tw] OR crystal*[tw] OR cast[tw])) OR ((glomerulonephritis[tw]
OR nephrit*[tiab]) AND (crescentic[tw] OR anca*[tiab] OR rapidly progressive[tiab] OR acute[tiab])) OR
(("Kidney Diseases”[mh:noexp] OR renal insufficienck[tw] OR renal failure[tw] OR renal function[tiab] OR renal

impairment[tiab] OR glomerular filtration rate[tiab] OR ischemia—reperfusion injury[tiab]) AND (”Cardiovascular
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Surgical Procedures”[majr] OR  “Cardiovascular  Diseases”[mh:noexp] OR  “Cardiovascular
System/surgery”[majr] OR cardiac surg¥[tw] OR (cardiopulmonary[tiab]) OR “Ischemia”[mh:noexp] OR
“diagnostic imaging”[majr] OR “Contrast Media”[majr:noexp] OR “chemically induced”[sh] OR revers*[tiab] OR
microangiopath*[tiab] OR cirrhosis[t] OR “Substance—Related Disorders”[mh] OR “Neurologic
Manifestations”[mh] OR preoperativex[tiab] OR pre—operativex[tiab] OR postoperativex[tiab] OR
post—operativex[tiab])) OR ((injury[tw] OR ischemi*[tw] OR ischaemi*[tw] OR reperfusion[tw] OR contrast
medi*[tw]) AND (renal tubul*[tiab] OR tubular[tiab])))]

#2(Therapy):((clinical[Title/Abstract] AND trial[Title/Abstract]) OR clinical trialsflMeSH Terms] OR clinical
trial[Publication Type] OR random*[Title/Abstract] OR random allocation[MeSH Terms] OR therapeutic
use[MeSH Subheading])

#3(English): English [LA]

#4(RRT): (((((renal replacement therapy[mh] OR renal dialysisimh] OR hemodiafiltration[mh] OR
hemofiltration[mh]))) OR ({(contin*[tw] AND (dialy*[tw] OR hemodia*[tw] OR haemodia*[tw] OR hemofiltr*[tw]
OR haemofiltrk[tw] OR hemodiafiltx[tw] OR haemodiafiltx[tw] OR filtrat*[tw] OR renal replacement therap*[tw]
OR ultrafiltrk[tw] OR arteriovenous*[tw] OR venovenous*[tw]))))) OR ((CVVHD[tw] OR CAVHD[tw] OR
CVVHDF[tw] OR CAVHDF[tw] OR CVVHF[tw] OR CAVHF[tw] OR CRRT[tw] OR SCUF[tw] OR CVVH[tw] OR
CAVH)))

#5(continuous, intermittent):continuous[All Fields] AND (intermittent[All Fields] OR sustained[All Fields] OR
Extended[All Fields])

* XEhERD7O—

BB 1 TOMBHER

(n =369)
[E54N
L (n = 329)
kAt RCT T7puh: 123
(n =369) g KRN E2 5 150
INANINEIR B 47
TR LANRRAQ
A e st
— 40 7N
(n =40 > (n=27)
l RCT G720 13
KRN EIR D11
R AP FABR2%:3
(n=13)
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* & RCT D

28 AR, BHBEN~DBIT
https://www.ncbi.nlm.nih.gov/pubmed/?term=17636735
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CQ 12-4: BUMfEY AKI [Zx L TiKS{EEZIEOIFETHRAN 2

* CQ—PICO RFEICELHFH&

—REEREFBADORRZRICEC-MRFLEZFERIT A0, HATCQ ITTIRBEFLGVENDERD
Hi=h, BAEOBARORZRZEICEC-NRFILEDHRBFATDIET  RZHRITHSEMELEDH CQ LLT
Y EIFAHZEICiEoT-, BEENTEML, LT 5K FILEE RCT NEZLATHhNTLVSEHAE 40ml/ke/hr
EERRHIRE R 20-25ml/kg/hr Z1TLY, RICHBARDRIRZEDE (10-15ml/kg/hr F2E) [(CEAL TREZITOC
L&lf=,

* XHBREXFEEEZFINA TN, ZOXEHEREXLEH)

@®

#1(AKI): (acute kidney[tw] OR acute renal[tw] OR acute nephrx[tw] OR acute glomerk[tw] OR acute dialysis[tw]
OR acute tubulx[tw] OR “Acute Kidney Injury”[mh] OR kidney injur¥[tiab] OR renal injurk[tiab] OR “Kidney
Diseases/chemically induced”[mh] OR tubular injury[tiab] OR tubular necrosis*[tiab] OR tubular damage*[tiab]
OR tubule damage*[tiab] OR nephrotox*[tiab] OR “Nephritis, Interstitial”[mh:noexp] OR tubulointerstitial
nephritis[tiab] OR interstitial nephritis[tiab] OR kidney ischemi*[tiab] OR kidney ischaemi*[tiab] OR renal
ischemi*[tiab] OR renal ischaemi*[tiab] OR induced kidney[tiab] OR induced renalltiab] OR hemolytic
uremi*[tiab] OR haemolytic uraemix[tiab] OR “Hemolytic-Uremic Syndrome”[majr:noexp] OR aki[tiab] OR
oligurix[tw] OR anurix[tw] OR anti—glomerularftw] OR antiglomerularftw] OR “Kidney Cortex
Necrosis”[mh:noexp] OR pre-renal[tiab] OR prerenal[tiab] OR anti—gbm[tiab] OR obstructed kidney*[tiab] OR
renal obstruction[tiab] OR obstructive nephropathy[tiab] OR obstructive uropathy[tiab] OR hepatorenal
syndrome[tw] OR  “Hemorrhagic Fever with Renal Syndrome”[majr:noexp] OR  thrombotic
thrombocytopeni*[tiab] OR thrombotic microangiopathy[tiab] OR “Acidosis/chemically induced”[mh] OR renal
hypoperfusion[tiab] OR (worsening[tiab] AND renal[tiab]) OR improved renal function[tiab] OR (impair*[tiab]
AND renal function[tiab]) OR azotemi*[tw] OR azotaemix[tw] OR (renalltiab] AND thrombosis[tiab]) OR
(("Reperfusion Injury”[mh:noexp] OR ischemic injury[tiab] OR ischemia injury[tiab] OR ischaemic injury[tiab] OR
ischaemia injury[tiab] OR ischemic reperfusion[tiab] OR ischemia reperfusion[tiab] OR ischaemic
reperfusion[tiab] OR ischaemia reperfusion[tiab] OR critical care[tw] OR critically ill[tw] OR (critical*[tw] AND
illness[tw]) OR sepsis[tw] or septic[tw] OR intensive care[tw] OR icultiab] OR tubular cell*[tiab] OR
rhabdomyolysis[tw] OR thrombocytopeni*[tiab] OR life—threatening[tw] OR vasculit¥[tw] OR polyarteritis[tw]
OR cardiogenic shock[tiab] OR multiorgan dysfunction[tw] OR multi—organ dysfunction[tw] OR multiple organ
dysfunction[tw] OR multiple organ failure[tw] OR multiorgan failure[tw] OR multi-organ failure[tw] OR
polyangiitis[tw] OR (wegenerx[tw] AND granulomatosis[tw]) OR “Blood Urea Nitrogen”[mh:noexp]) AND
(kidney[tw] OR renalltw] OR dialysis[tw] OR uremi*[tiab] OR uraemix[tiab] OR dehydrat¥[tw] OR
creatininx[tw])) OR (nephropath*[tw] AND (contrast medi¥[tw] OR contrast induced[tw] OR contrast
agent*[tw] OR radiocontrast*[tw] OR iodinated[tw] OR crystal*[tw] OR cast[tw])) OR ((glomerulonephritis[tw]
OR nephrit*[tiab]) AND (crescentic[tw] OR anca*[tiab] OR rapidly progressive[tiab] OR acute[tiab])) OR

(("Kidney Diseases”[mh:noexp] OR renal insufficienck[tw] OR renal failure[tw] OR renal function[tiab] OR renal
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impairment[tiab] OR glomerular filtration rate[tiab] OR ischemia—reperfusion injury[tiab]) AND (”Cardiovascular
Surgical Procedures” [majr] OR “Cardiovascular  Diseases”[mh:noexp] OR ”Cardiovascular
System/surgery”[majr] OR cardiac surgx[tw] OR (cardiopulmonary[tiab]) OR “Ischemia”[mh:noexp] OR
“diagnostic imaging”[majr] OR ”Contrast Media”[majr:noexp] OR “chemically induced”[sh] OR revers*[tiab] OR
microangiopath*[tiab] OR cirrhosis[t] OR “Substance—Related Disorders”[mh] OR “Neurologic
Manifestations”[mh] OR preoperativex[tiab] OR pre—operativex[tiab] OR postoperativex[tiab] OR
post—operative*[tiab])) OR ((injury[tw] OR ischemi*[tw] OR ischaemix[tw] OR reperfusion[tw] OR contrast
medi*[tw]) AND (renal tubul*[tiab] OR tubular[tiab])))

#2: English [LA]

#3(RRT): (((((renal replacement therapy[mh] OR renal dialysisimh] OR hemodiafiltration[mh] OR
hemofiltration[mh]))) OR (((contin*[tw] AND (dialy*[tw] OR hemodia*[tw] OR haemodia*[tw] OR hemofiltr*[tw]
OR haemofiltrk[tw] OR hemodiafiltx[tw] OR haemodiafiltx[tw] OR filtrat*[tw] OR renal replacement therap*[tw]
OR ultrafiltrk[tw] OR arteriovenous*[tw] OR venovenous*[tw]))))) OR ((CVVHD[tw] OR CAVHD[tw] OR
CVVHDF[tw] OR CAVHDF[tw] OR CVVHF[tw] OR CAVHF[tw] OR CRRT[tw] OR SCUF[tw] OR CVVH[tw] OR
CAVH)))

#4(dose): high—volume[All Fields] OR intensity[All Fields] OR high—-dose[All Fields] OR dose [All Fields] OR
doses[All Fields]

#5(RCT): ((randomized controlled trial[Publication Type] OR Controlled Clinical Trial[Publication Type] OR
(randomized[Title/Abstract] ~ AND  controlled[Title/Abstract] ~ AND trial[Title/Abstract])) =~ NOT
Review[Publication Type])

* XuhERDOT7A—

BB 1 TOMBHER

(n =492)
1
(n = 461)
kAt . RCT T7pu 11
(n =492) KRNI 5302
AN 2148
v
T FRot
(n=31) > (n=10)
RCT T7p\u: 3
l NN EI2 BT
B
(n=21)
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@(("acute kidney injury”[MeSH Terms] OR (“acute”[All Fields] AND “kidney”[All Fields] AND “injury”[All
Fields]) OR “acute kidney injury”[All Fields]) AND (((("intensive care”[MeSH Terms] OR (“intensive”[All Fields]
AND “care”[All Fields]) OR “intensive care”[All Fields]) OR (“critical care”[MeSH Terms] OR (“critical “[All
Fields] AND “care”[All Fields]) OR “critical care”[All Fields])) OR (“sepsis”[MeSH Terms] OR “sepsis”[All
Fields])) OR (“shock, septic”’[MeSH Terms] OR (“shock”[All Fields] AND “septic”[All Fields]) OR ”“septic
shock”[All Fields] OR (“septic”[All Fields] AND “shock”[All Fields])))) AND (“renal replacement therapy”[MeSH
Terms] OR (“renal”[All Fields] AND “replacement”[All Fields] AND “therapy”[All Fields]) OR “renal
replacement therapy”[All Fields]) AND ((Meta—Analysis[ptyp] OR systematic[sb] OR Randomized Controlled
Trial[ptyp] OR Multicenter Study[ptyp]) AND “humans”[MeSH Terms] AND English[lang])
HEBRICTRRARQZAWVWTERWVEZE, 1| HOALEJAMIFELGODXEERELZA, TANE
TAHEFIEL, EALLGEM o=,

* & RCT LA

28 HIET-ER, BERkaemE
https://www.ncbi.nlm.nih.gov/pubmed/?term=20395356
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CQ 12-5: BMfEE S av B EIZHL T PMX-DHP OEITIIHEIN S M ?

* CQ—PICO RFEICELHFH&

PIZDOWT: IEEMMAEERE | ETHNRMGEMES IV BE T INERED, BEBE~ADRS
BERITEDONGN O, BMGEEavIBEERRELZ, TO8, CQ HLIEERMEBREITHLT
PMX-DHP DIEfTIEHREINEM ? 155, TERIMEMED 3y EFHITH LT PMX-DHP DIETIFH#ERESIND
M2 JIZEEL,

O:PMX-DHP D EFTICKVEAfFENSZREL T, B, ICUFERS, FHMIE, P/F b, BREBZERE L
DAVIBREBENT OMLELTETON TS, PavVICEREZHE, TR, FHME, SavIiiii=R
=7 MW LELTERALT,

* XHERRX HEEHINTUONIE, ZOXEEERBEE)

@ (((sepsis OR infection OR “septic shock” OR “systemic inflammatory response syndrome” OR SIRS OR
“multiple organ dysfunction syndrome” OR MODS)) AND (PMX OR toraymyxin OR “endotoxin removal” OR
“LPS removal” OR “endotoxin adsorption” OR “LPS adsorption” OR “polymyxin B immobilized” OR “polymyxin
B hemoperfusion™)) AND (RCT OR “randomized controlled” OR randomly)

@ : (((((((“blood purification” OR “hemoperfusion” OR “hemoadsorption”))) AND ((“sepsis” OR “infection” OR
“septic shock” OR “systemic inflammatory response syndrome” OR “SIRS” OR “multiple organ dysfunction
syndrome” OR “MODS”))) AND ((“outcome” OR “intensive care unit” OR “ICU” OR “critically ill patients” OR
“mortality” OR “prognosis”))) AND English[LA]) AND ((“Randomized Controlled Trial”[PT] OR “Controlled
Clinical Trial”[PT] OR randomized[TIAB] OR placebo[TIAB] OR “Clinical Trials as Topic”[Mesh: noexp] OR
randomly[TIAB] OR trial[TI]) NOT (Animals[MH] NOT Humans[MH]))) AND Search Sort by: PublicationDate
Filters: Publication date from 2012/05/01

* XEhERDT7O—
MR 1 TOMBHEE (n=30) % 2 TORBRE R (M =22)

| \

il >| EHERS (=5)

PirdrE (n=47)

FR4b (n = 40)
RCT T72\:22
: I RIRE72 %18
o (n=")

o}

B4 (n=4)
RCT T7puN: 2
outcome MF72 5! 2

A\ 4

A 4

AR (n=3)
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* & RCT D

FETE
PMX-DHP Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Cruz 2004 1" 3 16 30 368%  042[015 116 —
Payen 2015 33 14 22 M3 522% 148 1[086 294 ——
Wincent 2004 5 AT 5 18 110%  1.08[0.25 470 -
Total {95% Cl) 170 161 100.0%  1.10 [0.68,1.79] <
Total events 49 43
?etntalrrngenemfl:l C;| ?;?SD g;:PEEF‘D:?DD.DB);I =59% T 01 m 0
estforoverall effect 2= 0.39 (P = 0.70) Favours [experimental] Favours [control]
- SE00[OR) X
-
:
EHMEDEFE
PMX-DHP Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
CruzZ 2 115 34 2 187 30 BBS%  GBOOD[1.73,1373) -
Vincent 108 137 17 9 189 18 335% 1.80[-9.09 12649 =
Total {95% CI) 51 43 100.0% 4.59[-1.71,10.90] ~ i
Heterogeneity: Tau®=0.00; Chi*=0.38, df=1 (F=0.54); F= 0% f I f
Testfor overall effect: Z=1.43 (P=0.15) -0 'FLEUUFS CTL”FEWUFS F':\-S{ 20
0 SEMD) .
4 i o
o |
BT :
10 : i Mo,
-20 10 1} 10 20
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CQ 12-6: AUMfEE AKI O FR5-ARBMIZTOEIFOBREEITIN?

* CQ—PICO REIZEDLF1E

HLUPUMSRESNFREREIEI—DOD CQIZIL—TRRE, F—/2V, IDEMFRIILFIRRTFRD 3 0%
ANF=EDTH =M, HHVIZKWNEDZET 3 REIESNT-, BHRDOBATENLSAFRGER (TEM -
1=,

K XHRERX (HHEEFINTONIE, TOXHBRERXLEE)

@: (((((("acute kidney injury”[MeSH Terms] OR (acute kidney failure[tw] OR acute renal failure[tw])) OR
((acute kidney injure[tw] OR acute kidney injuries[tw] OR acute kidney injury[tw] OR acute kidney injury,[tw])
OR (acute renal injuries[tw] OR acute renal injury[tw]))) OR ((acute kidney insufficiencies[tw] OR acute kidney
insufficiency[tw]) OR (acute renal insufficiencies[tw] OR acute renal insufficiency[tw]))) OR acute tubular
necrosis[tw]) OR (ARI[tw] OR AKI[tw] OR ARF[tw] OR AKF[tw] OR ATN[tw]))) AND (”Systemic Inflammatory
Response Syndrome”[Mesh] OR “Systemic Inflammatory Response Syndrome”[TW] OR sepsis[TW] OR
septic[TW]) AND (“Randomized Controlled Trial“[PT] OR “Controlled Clinical Trial”[PT] OR randomized[TIAB]
OR placebo[TIAB] OR “Clinical Trials as Topic”’[Mesh: noexp] OR randomly[TIAB] OR trial[TI]) NOT
(Animals[MH] NOT Humans[MH]) AND English[LA]) AND furosemide

@ : (" "kidney " “[MeSH Terms] OR ““kidney” “[All Fields]) AND (““wounds and injuries””[MeSH Terms]
OR ("“wounds””[All Fields] AND ““injuries””[All Fields]) OR ““wounds and injuries””[All Fields] OR
““injury””[All  Fields])) OR ("“renal insufficiency””"[MeSH Terms] OR (““renal””[All Fields] AND
“"insufficiency”“[All  Fields]) OR ““renal insufficiency”“[All Fields] OR ("“kidney””[All Fields] AND
““failure” “[All Fields]) OR ““kidney failure”“[All Fields])) OR (““renal insufficiency”"[MeSH Terms] OR
(""renal””[All Fields] AND ““insufficiency” “[All Fields]) OR ““renal insufficiency” “[All Fields] OR ("“renal”“[All
Fields] AND ““failure””[All Fields]) OR ““renal failure””[All Fields])) OR (““renal insufficiency””[MeSH Terms]
OR ("“renal””[All Fields] AND ““insufficiency”“[All Fields]) OR ““renal insufficiency”“[All Fields] OR
(""renal””[All Fields] AND ““dysfunction””[All Fields]) OR ““renal dysfunction””[All Fields])) OR
((""kidney””“[MeSH Terms] OR ““kidney”“[All Fields]) AND (“”injuries””[Subheading] OR ““injuries””[All
Fields] OR ““wounds and injuries””[MeSH Terms] OR (”“wounds”“[All Fields] AND ““injuries””[All Fields]) OR
“”wounds and injuries””[All Fields]))) OR (renal[All Fields] AND (““injuries””[Subheading] OR ““injuries”” [All
Fields] OR ““wounds and injuries””[MeSH Terms] OR (““wounds””[All Fields] AND ““injuries”“[All Fields]) OR
“”wounds and injuries”“[All Fields]))) OR (““renal insufficiency””[MeSH Terms] OR (““renal””[All Fields] AND
““insufficiency” “[All Fields]) OR ““renal insufficiency””[All Fields] OR ("“kidney””[All Fields] AND
““insufficiencies” “[All Fields]) OR ““kidney insufficiencies””“[All Fields])) OR (““renal insufficiency””“[MeSH
Terms] OR ("“renal””[All Fields] AND ““insufficiency”“[All Fields]) OR ““renal insufficiency”“[All Fields] OR
(""kidney”“[All Fields] AND ““insufficiency”“[All Fields]) OR ““kidney insufficiency””[All Fields])) OR ("“renal
insufficiency” “[MeSH Terms] OR ("“renal””[All Fields] AND ““insufficiency”“[All Fields]) OR ““renal
insufficiency” “[All  Fields] OR ("“renal””[All Fields] AND ““insufficiencies”“[All Fields]) OR ““renal
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o o o

insufficiencies””[All Fields])) OR (

1

“"insufficiency”“[All Fields]) OR
acute”“[MeSH Terms] OR ("“kidney”“[All Fields] AND “”
AND ““acute””[All Fields]) OR
“ [All Fields] AND ~

[MeSH Terms] OR ““furosemide

renal insufficiency”“"[MeSH Terms] OR ( [All Fields] AND

1o

renal
renal insufficiency”“[All Fields])) OR ("“kidney tubular necrosis,
[All Fields] AND ““necrosis””[All Fields]
“"acute kidney tubular necrosis””[All Fields] OR (““acute”“[All Fields] AND
“necrosis”“[All Fields]) OR ““acute tubular necrosis”“[All Fields])) AND

“”[All Fields]) AND Randomized Controlled Trial[ptyp]

e

tubular

1y o

tubular

1y

(""furosemide
D, @D X AR TLIZ KDIGO EZEHARSA 2 LIB DI RCT (XFEELEI 1=,
* & RCT ML

RTE EMBLEHR
https://www.ncbi.nlm.nih.gov/pubmed/?term=16861256
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CQ 12-7: BRMfE AKI QTR - ABEBMICFNASOOBRE(XITIN?

* CQ—PICO REICEDZFHE
HLUPUMSRESNFREREIE—DOD CQ ITIL—TFIRE, F/R2Y, DEMEFMIDLRRRTFRED 3 2%
ANF=EDTH =M, HHVIZKWNENDZET 3 REIESNT -, BHRDBATENLSAFRLBER (TEM -

-
-0

K XHRERX (HEEFINTONIE, TOXHBRERX L)

@ : (((("Randomized Controlled Trial”[PT] OR “Controlled Clinical Trial’[PT] OR randomized[TIAB] OR
placebo[TIAB] OR “Clinical Trials as Topic”[Mesh:noexp] OR randomly[TIAB] OR trial[TI]) NOT
("animals”[MeSH Terms] NOT “humans”[MeSH Terms])) AND (acute kidney[tw] OR acute renal[tw] OR (acute
nephrectomy[tw] OR acute nephritic[tw] OR acute nephritis[tw] OR acute nephrocalcinosis[tw] OR acute
nephrolithiasis[tw] OR acute nephropathies[tw] OR acute nephropathy[tw] OR acute nephroses[tw] OR acute
nephrosis[tw] OR acute nephrotoxicities[tw] OR acute nephrotoxicity[tw] OR acute nephrotoxicosis[tw]) OR
(acute glomerulitis[tw] OR acute glomerulonephritis[tw] OR acute glomerulopathy[tw]) OR acute dialysis[tw] OR
(acute tubular[tw] OR acute tubulitis[tw] OR acute tubulonephritis[tw] OR acute tubulonephrosis[tw] OR acute
tubulopathy[tw]) OR “Acute Kidney Injury”[mh] OR (kidney injure[tiab] OR kidney injuries[tiab] OR kidney
injury[tiab]) OR (renal injures[tiab] OR renal injuries[tiab] OR renal injury[tiab]) OR “Kidney Diseases/chemically
induced”[mh] OR tubular injury[tiab] OR tubular necrosis[tiab] OR (tubular damage[tiab] OR tubular
damages[tiab]) OR tubule damage[tiab] OR (nephrotox[tiab] OR nephrotoxcic[tiab] OR nephrotoxcicity[tiab] OR
nephrotoxciity[tiab] OR nephrotoxcity[tiab] OR nephrotoxi[tiab] OR nephrotoxic[tiab] OR nephrotoxicant[tiab]
OR nephrotoxicants[tiab] OR nephrotoxication[tiab] OR nephrotoxicicity[tiab] OR nephrotoxicidad[tiab] OR
nephrotoxicities[tiab] OR nephrotoxicitiy[tiab] OR nephrotoxicity[tiab] OR nephrotoxicity'[tiab] OR
nephrotoxicitywas[tiab] OR nephrotoxiciy[tiab] OR nephrotoxicologic[tiab] OR nephrotoxicological[tiab] OR
nephrotoxicology[tiab] OR nephrotoxicoses[tiab] OR nephrotoxicosis[tiab] OR nephrotoxicpenicillium[tiab] OR
nephrotoxics[tiab] OR nephrotoxicty[tiab] OR nephrotoxicy[tiab] OR nephrotoxigenic[tiab] OR
nephrotoxiicity[tiab] OR nephrotoxim[tiab] OR nephrotoxin[tiab] OR nephrotoxins[tiab] OR nephrotoxis[tiab] OR
nephrotoxiticity[tiab] OR  nephrotoxitity[tiab] OR nephrotoxitiy[tiab] OR nephrotoxity[tiab] OR
nephrotoxocity[tiab] OR nephrotoxoic[tiab]) OR “Nephritis, Interstitial”’[mh:noexp] OR tubulointerstitial
nephritis[tiab] OR interstitial nephritis[tiab] OR kidney ischemia[tiab] OR kidney ischaemia[tiab] OR renal
ischemia[tiab] OR renal ischaemia[tiab] OR induced kidney[tiab] OR induced renall[tiab] OR (hemolytic
uremialtiab] OR hemolytic uremic[tiab] OR hemolytic uremiclike[tiab]) OR (haemolytic uraemialtiab] OR
haemolytic uraemic[tiab]) OR “Hemolytic—Uremic Syndrome”[majr:inoexp] OR aki[tiab] OR (oligurialtw] OR
oligurias[tw] OR oliguric[tw] OR oliguricanuric[tw] OR oligurics[tw] OR oligurie[tw]) OR (anuria[tw] OR
anurian[tw] OR anuriaoliguria[tw] OR anurias[tw] OR anuric[tw] OR anuric'[tw] OR anurics[tw] OR anurid[tw]
OR anuridal[tw] OR anurie[tw] OR anurique[tw]) OR anti—glomerular[tw] OR antiglomerular[tw] OR “Kidney
Cortex Necrosis”[mh:noexp] OR pre—renalltiab] OR prerenalltiab] OR anti-gbm[tiab] OR (obstructed
kidney[tiab] OR obstructed kidneys[tiab]) OR renal obstruction[tiab] OR obstructive nephropathy[tiab] OR
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obstructive uropathy[tiab] OR hepatorenal syndrome[tw] OR “Hemorrhagic Fever with Renal
Syndrome”[majr:noexp] OR (thrombotic thrombocytopenia[tiab] OR thrombotic thrombocytopenic[tiab]) OR
thrombotic microangiopathy[tiab] OR “Acidosis/chemically induced”[mh] OR renal hypoperfusion[tiab] OR
(worsening[tiab] AND renal[tiab]) OR improved renal function[tiab] OR ((impair[tiab] OR impairation[tiab] OR
impaird[tiab] OR impaire[tiab] OR impaired[tiab] OR impaired[tiab] OR impaired”[tiab] OR impaired’s[tiab] OR
impaired1[tiab] OR impairedby[tiab] OR impairedcell[tiab] OR impairedfasting[tiab] OR impairedin[tiab] OR
impairedphysical[tiab] OR impaireds[tiab] OR impairement[tiab] OR impairement’[tiab] OR impairements[tiab]
OR impairent[tiab] OR impairer[tiab] OR impairers[tiab] OR impaires[tiab] OR impairign[tiab] OR
impairiment[tiab] OR impairing[tiab] OR impairm[tiab] OR impairmant[tiab] OR impairme[tiab] OR
impairmed[tiab] OR impairmement[tiab] OR impairmen[tiab] OR impairment[tiab] OR impairment’[tiab] OR
impairment”[tiab] OR impairment’s[tiab] OR impairmentand[tiab] OR impairmentc[tiab] OR impairmentfugl[tiab]
OR impairmentin[tiab] OR impairmentof[tiab] OR impairments[tiab] OR impairments’[tiab] OR impairmets[tiab]
OR impairmint[tiab] OR impairmnent[tiab] OR impairness[tiab] OR impairnment[tiab] OR impairred[tiab] OR
impairrment[tiab] OR impairs[tiab] OR impairs'[tiab]) AND renal function[tiab]) OR (azotemia[tw] OR
azotemia’[tw] OR azotemial[tw] OR azotemias[tw] OR azotemic[tw] OR azotemic’[tw] OR azotemicas[tw] OR
azotemics[tw]) OR (azotaemia[tw] OR azotaemia’[tw] OR azotaemic[tw] OR azotaemics[tw]) OR (renal[tiab]
AND thrombosis[tiab]) OR (("Reperfusion Injury”[mh:noexp] OR ischemic injury[tiab] OR ischemia injury[tiab]
OR ischaemic injury[tiab] OR ischaemia injury[tiab] OR ischemic reperfusion[tiab] OR ischemia reperfusion[tiab]
OR ischaemic reperfusion[tiab] OR ischaemia reperfusion[tiab] OR critical care[tw] OR critically ill[tw] OR
((criticalltw] OR critical[tw] OR critical'role[tw] OR criticalanalysis[tw] OR criticalbehaviorofthet[tw] OR
criticalcut[tw] OR criticalexamination[tw] OR criticalexperimental[tw] OR criticalfor[tw] OR criticalin[tw] OR
criticalincidentreportingsystems[tw] OR criticalist[tw] OR criticalists[tw] OR criticalities[tw] OR criticality[tw]
OR criticality’[tw] OR criticall[tw] OR criticallike[tw] OR criticallity[tw] OR criticallly[tw] OR criticallncident[tw]
OR critically[tw] OR criticalmediators[tw] OR criticalmix[tw] OR criticalness[tw] OR criticalpath[tw] OR
criticalrole[tw] OR criticalroles[tw] OR criticals[tw] OR criticalsorb[tw] OR criticaltemperature[tw] OR
criticalvirulence[tw] OR criticaly[tw] OR criticalyl[tw]) AND illness[tw]) OR sepsis[tw] OR septic[tw] OR
intensive care[tw] OR icultiab] OR (tubular cell[tiab] OR tubular celladenomas[tiab] OR tubular cells[tiab] OR
tubular cellulose[tiab]) OR rhabdomyolysis[tw] OR (thrombocytopeni[tiab] OR thrombocytopenia[tiab] OR
thrombocytopenia’[tiab] OR thrombocytopenia’s[tiab] OR thrombocytopeniaabsent[tiab] OR
thrombocytopeniae[tiab] OR thrombocytopenian[tiab] OR thrombocytopenias[tiab] OR thrombocytopenic[tiab]
OR thrombocytopenicaltiab] OR thrombocytopenicpurpuraltiab] OR  thrombocytopenics[tiab] OR
thrombocytopenie[tiab] OR thrombocytopenisaltiab]) OR life—threatening[tw] OR (vasculit[tw] OR vasculitc[tw]
OR vasculite[tw] OR vasculiteles[tw] OR vasculites[tw] OR vasculiti[tw] OR vasculitic[tw] OR vasculitic’[tw]
OR vasculitide[tw] OR vasculitides[tw] OR vasculitides'[tw] OR vasculitidic[tw] OR vasculitidies[tw] OR
vasculitidis[tw] OR vasculitids[tw] OR vasculities[tw] OR vasculitiis[tw] OR vasculitique[tw] OR vasculitis[tw]
OR vasculitistw] OR vasculitisare[tw] OR vasculitisdagger[tw] OR vasculitise[tw] OR vasculitises[tw] OR
vasculitislike[tw] OR vasculitities[tw] OR vasculititisftw] OR vasculitits[tw] OR vasculitogenic[tw] OR
vasculits[tw] OR vasculitude[tw] OR vasculitus[tw]) OR polyarteritis[tw] OR cardiogenic shock[tiab] OR
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multiorgan dysfunction[tw] OR multi-organ dysfunction[tw] OR multiple organ dysfunction[tw] OR multiple organ
failure[tw] OR multiorgan failure[tw] OR multi—organ failure[tw] OR polyangiitisitw] OR ((wegener[tw] OR
wegener[tw] OR wegener'granulomatosis[tw] OR wegener's[tw] OR wegenera[tw] OR wegeneri[tw] OR
wegeneris[tw] OR wegeners[tw] OR wegeners’[tw] OR wegeners's[tw]) AND granulomatosis[tw]) OR “Blood
Urea Nitrogen”[mh:noexp]) AND (kidney[tw] OR renal[tw] OR dialysis[tw] OR (uremia[tiab] OR uremia'[tiab] OR
uremiacreatinine[tiab] OR uremias[tiab] OR uremic[tiab] OR uremic’[tiab] OR uremic’s[tiab] OR uremical[tiab]
OR uremicecms[tiab] OR uremici[tiab] OR uremiclike[tiab] OR uremics[tiab] OR uremictoxin[tiab] OR
uremidiab[tiab] OR uremie[tiab] OR uremigenic[tiab] OR uremigenous[tiab] OR ureminaltiab] OR
uremiogenic[tiab] OR uremix[tiab] OR uremization[tiab]) OR (uraemia[tiab] OR uraemia’[tiab] OR uraemias[tiab]
OR uraemic[tiab] OR uraemic'[tiab] OR uraemica[tiab] OR uraemically[tiab] OR uraemics[tiab] OR uraemie[tiab]
OR uraemization[tiab]) OR (dehydratable[tw] OR dehydrataion[tw] OR dehydratant[tw] OR dehydratase[tw] OR
dehydratase’[tw] OR dehydratasel1[tw] OR dehydrataseless[tw] OR dehydratases[tw] OR dehydratated[tw] OR
dehydratation[tw] OR dehydratative[tw] OR dehydrate[tw] OR dehydratease[tw] OR dehydrated[tw] OR
dehydrated’[tw] OR dehydrates[tw] OR dehydrathasis[tw] OR dehydratic[tw] OR dehydratin[tw] OR
dehydrating[tw] OR dehydration[tw] OR dehydration[tw] OR dehydration”[tw] OR dehydration’s[tw] OR
dehydration1[tw] OR dehydration14[tw] OR dehydration19[tw] OR dehydration20[tw] OR dehydration21[tw] OR
dehydration29a[tw] OR dehydrationagents[tw] OR dehydrational[tw] OR dehydrationcurrent[tw] OR
dehydrationin[tw] OR dehydrations[tw] OR dehydrationstress[tw] OR dehydrationwe[tw] OR dehydratisation[tw]
OR dehydrative[tw] OR dehydratively[tw] OR dehydratization[tw] OR dehydrator[tw] OR dehydrators[tw]) OR
(creatinin[tw] OR creatinina[tw] OR creatininaemia[tw] OR creatininaemias[tw] OR creatininaemic[tw] OR
creatininalltw] = OR  creatininase[tw] = OR  creatininases[tw] = OR  creatininclearance[tw] = OR
creatininclearancethe[tw] OR creatinine[tw] OR creatinine'[tw] OR creatinine’s[tw] OR creatinine2[tw] OR
creatinine3[tw] OR creatinineamidohydrolase[tw] OR creatinineand[tw] OR creatininebasedmethods[tw] OR
creatininecoefficient[tw] OR creatinineconcentration[tw] OR creatinineh[tw] OR creatininekinase[tw] OR
creatininelevels[tw] OR creatininem[tw] OR creatininemia[tw] OR creatininemie[tw] OR creatininemy[tw] OR
creatininephosphate[tw] OR creatininephosphokinase[tw] OR creatinines[tw] OR creatininex1[tw] OR
creatininex2[tw] OR creatininex3[tw] OR creatininex30[tw] OR creatining[tw] OR creatininiftw] OR
creatininimaltw] OR creatininin[tw] OR creatininine[tw] OR creatininium[tw] OR creatininkinase[tw] OR
creatininopathy[tw] OR creatininphosphate[tw] OR creatininphosphokinase[tw] OR creatininurialtw] OR
creatininury[tw]))) OR ((nephropath[tw] OR nephropathia[tw] OR nephropathias[tw] OR nephropathic[tw] OR
nephropathicaltw] OR nephropathics[tw] OR nephropathie[tw] OR nephropathies[tw] OR nephropathies’[tw] OR
nephropathies1[tw] OR nephropathis[tw] OR nephropatho[tw] OR nephropathogenesis[tw] OR
nephropathogenic[tw] OR nephropathogenicity[tw] OR nephropathogenity[tw] OR nephropathol[tw] OR
nephropathologic[tw] OR nephropathologicalltw] OR nephropathologies[tw] OR nephropathologist[tw] OR
nephropathologists[tw] OR nephropathology[tw] OR nephropathophysiology[tw] OR nephropaths[tw] OR
nephropathtm[tw] OR nephropathwy[tw] OR nephropathy[tw] OR nephropathy’[tw] OR nephropathy’s[tw] OR
nephropathy1[tw] OR nephropathy2[tw] OR nephropathyand[tw] OR nephropathyin[tw] OR nephropathykO[tw]
OR nephropathymanifestations[tw] OR nephropathys[tw] OR nephropathywas[tw]) AND ((contrast media[tw]
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OR contrast medias[tw] OR contrast mediated[tw] OR contrast medium[tw] OR contrast mediums[tw]) OR
contrast induced[tw] OR (contrast agent[tw] OR contrast agents[tw]) OR (radiocontrast[tw] OR
radiocontrastant[tw] OR radiocontrasting[tw] OR radiocontrasts[tw]) OR iodinated[tw] OR (crystalltw] OR
crystal[tw] OR crystal's[tw] OR crystal03[tw] OR crystalO6[tw] OR crystal09[tw] OR crystall4[tw] OR
crystal4[tw] OR crystal95[tw] OR crystal98[tw] OR crystaland[tw] OR crystalaser[tw] OR crystalball[tw] OR
crystalballing[tw] OR crystalbumin[tw] OR crystalcard[tw] OR crystalcards[tw] OR crystalchemicalltw] OR
crystalcollagen[tw] OR crystalcored[tw] OR ocrystalcryoglobulinftw] OR crystalcryoglobulinemia[tw] OR
crystalcryoglobulins[tw] OR crystalcryoprotein[tw] OR crystaldelta[tw] OR crystaldirect[tw] OR crystaldock[tw]
OR crystale[tw] OR crystalead[tw] OR crystalean[tw] OR crystalean’[tw] OR crystaled[tw] OR crystalens[tw]
OR crystalepoxy[tw] OR crystaleye[tw] OR crystaleyes[tw] OR crystalffftw] OR crystalgenic[tw] OR
crystalglobulin[tw] OR crystalglobulinemialtw] OR crystalgrowth[tw] OR crystalic[tw] OR crystalics[tw] OR
crystalin[tw] OR crystaline[tw] OR crystalinity[tw] OR crystalins[tw] OR crystalisable[tw] OR crystalisation[tw]
OR crystalisations[tw] OR crystalisatum[tw] OR crystalise[tw] OR crystalised[tw] OR crystalising[tw] OR
crystalites[tw] OR crystality[tw] OR crystalizable[tw] OR crystalization[tw] OR crystalize[tw] OR
crystalized[tw] OR crystalizer[tw] OR crystalizes[tw] OR crystalizetion[tw] OR crystalizing[tw] OR crystall[tw]
OR crystallability[tw] OR crystallagraphic[tw] OR crystallaine[tw] OR crystallaline[tw] OR crystallanity[tw] OR
crystallant[tw] OR crystallants[tw] OR crystallaria[tw] OR crystallation[tw] OR crystallene[tw] OR
crystallex[tw] OR crystallgraphically[tw] OR crystalliana[tw] OR crystallianity[tw] OR crystalliation[tw] OR
crystallic[tw] OR crystallichthys[tw] OR crystallidftw] OR crystallie[tw] OR crystalliferous[tw] OR
crystalliferum[tw] OR crystalliform[tw] OR crystalligena[tw] OR crystalligenum[tw] OR crystalligera[tw] OR
crystalliity[tw] OR crystalliized[tw] OR crystallike[tw] OR crystallin[tw] OR crystallin’[tw] OR crystallin's[tw] OR
crystallina[tw] OR crystallinae[tw] OR crystallinality[tw] OR crystallinbal[tw] OR crystallinbetaalb[tw] OR
crystallinbetaa2b[tw] OR crystallinbetaa3[tw] OR crystallinbetab2[tw] OR crystalline[tw] OR crystalline’[tw] OR
crystalline’s[tw] OR crystallinearray[tw] OR crystallinecellulose[tw] OR crystallined[tw] OR crystallinel[tw] OR
crystallinelens[tw] OR crystallinelike[tw] OR crystallinelipoprotein[tw] OR crystallines[tw] OR crystalling[tw] OR
crystallingammaltw] OR crystallingene[tw] OR crystallinic[tw] OR crystallinie[tw] OR crystallinin[tw] OR
crystallinities[tw] OR crystallinitiy[tw] OR crystallinity[tw] OR crystallinity'[tw] OR crystalliniy[tw] OR
crystallinization[tw] OR crystallinlike[tw] OR crystallinopathies[tw] OR crystallinopathy[tw] OR crystallins[tw]
OR crystallins’[tw] OR crystallinsand[tw] OR crystallinty[tw] OR crystallinum[tw] OR crystallinus[tw] OR
crystalliod[tw] OR crystallisability[tw] OR crystallisable[tw] OR crystallisable’[tw] OR crystallisata[tw] OR
crystallisation[tw] OR crystallisation’[tw] OR crystallisations[tw] OR crystallisator[tw] OR crystallise[tw] OR
crystallised[tw] OR crystallised[tw] OR crystalliser[tw] OR crystallisers[tw] OR crystallises[tw] OR
crystallising[tw] OR crystallite[tw] OR crystallite'[tw] OR crystallite's[tw] OR crystallites[tw] OR
crystallites[tw] OR crystallitesis[tw] OR crystalliths[tw] OR crystalliticftw] OR crystallities[tw] OR
crystallity[tw] OR crystallium[tw] OR crystallizabilities[tw] OR crystallizability[tw] OR crystallizabillity[tw] OR
crystallizable[tw] OR crystallizable’[tw] OR crystallizaion[tw] OR crystallizate[tw] OR crystallizates[tw] OR
crystallization[tw] OR crystallization[tw] OR crystallizationand[tw] OR crystallizationcrack[tw] OR
crystallizations[tw] OR crystallizaton[tw] OR crystallizator[tw] OR crystallize[tw] OR crystallize'[tw] OR
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crystallized[tw] OR crystallized[tw] OR crystallizedat[tw] OR crystallizedbeta[tw] OR crystallizer[tw] OR
crystallizers[tw] OR crystallizes[tw] OR crystallizing[tw] OR crystalliztion[tw] OR crystalllin[tw] OR
crystalllinity[tw] OR crystalllize[tw] OR crystalllized[tw] OR crystalllizes[tw] OR crystallnity[tw] OR
crystallo[tw] OR crystallo[tw] OR crystallochemical[tw] OR crystallochemically[tw] OR crystallochemistry[tw]
OR crystallochromy[tw] OR crystallocryoglobulinemialtw] OR crystallofermentation[tw] OR crystallog[tw] OR
crystallogen[tw] = OR  crystallogenes[tw] OR  crystallogenesis[tw] OR  crystallogenic[tw] OR
crystallogeometric[tw] OR  crystallogobius[tw] OR crystallogrftw] OR  crystallograaphic[tw] OR
crystallografic[tw] OR crystallograhic[tw] OR crystallograhy[tw] OR crystallogral[tw] OR crystallogram[tw] OR
crystallograms[tw] OR crystallograpaic[tw] OR crystallograph[tw] OR crystallographer[tw] OR
crystallographer’'s[tw] OR crystallographers[tw] OR crystallographers[tw] OR crystallographic[tw] OR
crystallographic’[tw] OR crystallographicaltw] OR crystallographical[tw] OR crystallographically[tw] OR
crystallographicaly[tw] OR crystallographicb[tw] OR crystallographicc[tw] OR crystallographiclly[tw] OR
crystallographicus[tw] OR crystallographies[tw] OR crystallographio[tw] OR crystallographlic[tw] OR
crystallographs[tw] OR crystallography[tw] OR crystallography'[tw] OR crystallography's[tw] OR
crystallographyacta[tw] OR crystallographycally[tw] OR crystallograpic[tw] OR crystallograpically[tw] OR
crystallograpnic[tw] OR  crystallograpy[tw] OR crystallogrd57[tw] OR crystallohydrate[tw] OR
crystallohydrates[tw] OR crystallohydrodynamic[tw] OR crystallohydrodynamics[tw] OR crystalloid[tw] OR
crystalloid’[tw] OR crystalloid's[tw] OR crystalloidal[tw] OR crystalloideight[tw] OR crystalloides[tw] OR
crystalloids[tw] OR crystalloids’'[tw] OR crystalloidsalbumin[tw] OR crystalloidstorage[tw] OR
crystalloluminescence[tw] OR crystallometry[tw] OR crystallomics[tw] OR crystallomitinftw] OR
crystallomycin[tw] OR crystallooptic[tw] OR crystallooptical[tw] OR crystallooptics[tw] OR crystallopathic[tw]
OR crystallopathies[tw] OR crystallopathy[tw] OR crystallophores[tw] OR crystallophorias[tw] OR
crystallophoric[tw] OR crystallophorous[tw] OR  crystallophysic[tw] OR crystallopicrin[tw] OR
crystallopietes[tw] OR crystallopoietes[tw] OR crystallopoieties[tw] OR crystallopoiets[tw] OR crystalloptic[tw]
OR crystalloptical[tw] OR crystallorgaphic[tw] OR crystallorophias[tw] OR crystalloscopic[tw] OR
crystalloscopically[tw] OR crystallosis[tw] OR crystallosolvate[tw] OR crystallosolvated[tw] OR
crystallosolvates[tw] OR crystallospora[tw] OR crystalls[tw] OR crystallseater[tw] OR crystalltone[tw] OR
crystallurea[tw] OR crystallurialtw] OR crystalluriae[tw] OR crystallurias[tw] OR crystalluric[tw] OR
crystallyn[tw] OR crystallyzed[tw] OR crystallyzing[tw] OR crystalmark[tw] OR crystalmatrix[tw] OR
crystalmax[tw] OR crystalo[tw] OR crystalochemical[tw] OR crystalochemistry[tw] OR crystalogr[tw] OR
crystalographic[tw] OR crystalographicalltw] OR crystalographically[tw] OR crystalography[tw] OR
crystaloid[tw] OR crystaloids[tw] OR crystalon[tw] OR crystalopathies[tw] OR crystalopathy[tw] OR
crystaloptical[tw] OR crystaloptimizer[tw] OR crystaloy[tw] OR crystalp[tw] OR crystalp2[tw] OR
crystalp2’s[tw] OR  crystalpainter[tw] = OR  crystalpredictor[tw] OR  crystalprotein[tw] OR
crystalquasychemical[tw] OR crystalrich[tw] OR crystals[tw] OR crystals’tw] OR crystals’s[tw] OR
crystalshaped[tw] OR crystalsp[tw] OR crystalstructure[tw] OR crystalsurfaces[tw] OR crystaltemplate[tw] OR
crystaltm[tw] OR ocrystaluria[tw] OR crystalvioletltw] OR crystalware[tw] OR crystalwort[tw] OR
crystalysis[tw] OR crystalzyme[tw]) OR cast[tw])) OR ((glomerulonephritis[tw] OR (nephrit[tiab] OR
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nephrite[tiab] OR nephrites[tiab] OR nephriti[tiab] OR nephritic[tiab] OR nephritic’[tiab] OR nephritica[tiab] OR
nephritically[tiab] OR nephritics[tiab] OR nephriticum[tiab] OR nephriticus[tiab] OR nephritides[tiab] OR
nephritidis[tiab] OR nephritie[tiab] OR nephritiogenic[tiab] OR nephritis[tiab] OR nephritis'[tiab] OR
nephritis's[tiab] OR nephritises[tiab] OR nephritislike[tiab] OR nephritisshultiab] OR nephritities[tiab] OR
nephrititis[tiab] OR nephrito[tiab] OR nephritogen[tiab] OR nephritogenecity[tiab] OR nephritogenesis[tiab] OR
nephritogenic[tiab] OR nephritogenic’[tiab] OR nephritogenicity[tiab] OR nephritogenoside[tiab] OR
nephritogens[tiab] OR nephritonephrotic[tiab] OR nephritos[tiab] OR nephritoxic[tiab] OR nephritris[tiab] OR
nephrits[tiab] OR nephritus[tiab])) AND (crescentic[tw] OR (anca[tiab] OR anca'[tiab] OR anca’s[tiab] OR
ancad[tiab] OR ancaassociated[tiab] OR ancac[tiab] OR ancac's[tiab] OR ancacontaining[tiab] OR
ancacybp[tiab] OR ancad[tiab] OR ancadualfit[tiab] OR ancafit[tiab] OR ancagn[tiab] OR ancak[tiab] OR
ancala[tiab] OR ancalar[tiab] OR ancalochloris[tiab] OR ancalomicrobium[tiab] OR ancam[tiab] OR
ancamine[tiab] OR ancan[tiab] OR ancanegative[tiab] OR ancanthinurus[tiab] OR ancanthocephalans[tiab] OR
ancantholysis[tiab] OR ancanthophiinae[tiab] OR ancanthophis[tiab] OR ancao[tiab] OR ancap[tiab] OR
ancarl1[tiab] OR ancarano[tiab] OR ancarboxaldehyde[tiab] OR ancardiaceae[tiab] OR ancardium[tiab] OR
ancare[tiab] OR ancares[tiab] OR ancas[tiab] OR ancas’[tiab] OR ancash[tiab] OR ancashensis[tiab] OR
ancashif[tiab] OR ancaspase[tiab] OR ancassociated[tiab] OR ancaster[tiab] OR ancathia[tiab]) OR rapidly
progressive[tiab] OR acute[tiab])) OR (("Kidney Diseases”[mh:noexp] OR (renal insufficiencies[tw] OR renal
insufficiency[tw] OR renal insufficiency,[tw]) OR renal failure[tw] OR renal function[tiab] OR renal
impairment[tiab] OR glomerular filtration rate[tiab] OR ischemia—reperfusion injury[tiab]) AND (”Cardiovascular
Surgical Procedures” [majr] OR  “Cardiovascular  Diseases” [mh:noexp] OR  “Cardiovascular
System/surgery”[majr] OR (cardiac surgeon[tw] OR cardiac surgeons[tw] OR cardiac surger[tw] OR cardiac
surgeries[tw] OR cardiac surgery[tw] OR cardiac surgical[tw]) OR cardiopulmonary[tiab] OR
“Ischemia”[mh:noexp] OR “diagnostic imaging”[majr] OR “Contrast Media”[majrinoexp] OR “chemically
induced”[sh] OR (revers[tiab] OR revers'[tiab] OR reversa[tiab] OR reversability[tiab] OR reversable[tiab] OR
reversably[tiab] OR reversacol[tiab] OR reversade[tiab] OR reversaible[tiab] OR reversalltiab] OR
reversal[tiab] OR reversal's[tiab] OR reversaling[tiab] OR reversalis[tiab] OR reversality[tiab] OR
reversally[tiab] OR reversalpotential[tiab] OR reversals[tiab] OR reversals’[tiab] OR reversan[tiab] OR
reversant[tiab] OR reversants[tiab] OR reversati[tiab] OR reversbility[tiab] OR reversd[tiab] OR reverse[tiab]
OR reverse'[tiab] OR reverse’[tiab] OR reversebly[tiab] OR reversecell[tiab] OR reversed[tiab] OR
reversed’[tiab] OR reversedly[tiab] OR reversedorgans[tiab] OR reversedpattern[tiab] OR reversedphase[tiab]
OR reversedwb[tiab] OR reversee[tiab] OR reverseflow[tiab] OR reversegenetic[tiab] OR reversely[tiab] OR
reversely'[tiab] OR reverseosmosis[tiab] OR reversepassive[tiab] OR reversephase[tiab] OR
reversephenomenon([tiab] OR reversepoled[tiab] OR reverseprotein[tiab] OR reverser[tiab] OR reversers[tiab]
OR reversers'[tiab] OR reverses[tiab] OR reverses'[tiab] OR reversescreen[tiab] OR reversescreen2d[tiab] OR
reversescreen3d[tiab] OR reverset[tiab] OR reverset3[tiab] OR reversetranscriptase[tiab] OR
reversetranscription[tiab] OR reversetrendelenburg[tiab] OR reversetype[tiab] OR reversi[tiab] OR
reversial[tiab] OR reversibe[tiab] OR reversibelltiab] OR reversibile[tiab] OR reversibilities[tiab] OR
reversibility[tiab] OR reversibility’[tiab] OR reversibilty[tiab] OR reversibily[tiab] OR reversibity[tiab] OR
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reversibiy[tiab] OR reversibl[tiab] OR reversible[tiab] OR reversible'[tiab] OR reversibleglycosuria[tiab] OR
reversibles[tiab] OR reversibleydroureteronephrosis[tiab] OR reversiblity[tiab] OR reversiblly[tiab] OR
reversibly[tiab] OR reversiblyforming[tiab] OR reversiby[tiab] OR reversiin[tiab] OR reversilbe[tiab] OR
reversilbility[tiab] OR reversin[tiab] OR reversin205[tiab] OR reversine[tiab] OR reversine's[tiab] OR
reversing[tiab] OR reversing[tiab] OR reversingheat[tiab] OR reversingly[tiab] OR reversins[tiab] OR
reversiol[tiab] OR reversion[tiab] OR reversion’[tiab] OR reversional[tiab] OR reversionary[tiab] OR
reversionless[tiab] OR reversionof[tiab] OR reversions[tiab] OR reversive[tiab] OR reversively[tiab] OR
reversivi[tiab] OR reversl[tiab] OR reversla[tiab] OR reversly[tiab] OR reversmicroscope[tiab] OR
reversome[tiab] OR reversor[tiab] OR reversors[tiab] OR reverspective[tiab] OR reverspective'[tiab] OR
reverspectives[tiab] OR reverspectives[tiab] OR reversphase[tiab] OR reverssible[tiab] OR reverst[tiab] OR
reversterol[tiab] OR reverstranscriptase[tiab] OR reversus[tiab] OR reversus’[tiab]) OR (microangiopath[tiab]
OR microangiopathia[tiab] OR microangiopathic[tiab] OR microangiopathically[tiab] OR microangiopathics[tiab]
OR microangiopathie[tiab] OR microangiopathies[tiab] OR microangiopathies’[tiab] OR microangiopathis[tiab]
OR microangiopathologic[tiab] OR microangiopathological[tiab] OR microangiopathologies[tiab] OR
microangiopathology[tiab] OR microangiopathy[tiab] OR microangiopathy’[tiab] OR microangiopathy’s[tiab] OR
microangiopathyc[tiab]) OR cirrhosis[ti]] OR “Substance-Related Disorders”’[mh] OR “Neurologic
Manifestations”[mh] OR (preoperative[tiab] OR preoperative[tiab] OR preoperative's[tiab] OR
preoperative18f[tiab] OR preoperativebronchial[tiab] OR preoperativeimaging[tiab] OR preoperativeiy[tiab] OR
preoperativeley[tiab] OR preoperativelly[tiab] OR preoperatively[tiab] OR preoperatively'[tiab] OR
preoperativemedial[tiab] OR preoperativeperiod[tiab] OR preoperativer[tiab] OR preoperatives[tiab] OR
preoperativetace[tiab] OR preoperativethree[tiab] OR preoperativevely[tiab]) OR (pre operative[tiab] OR pre
operative131[tiab] OR pre operatively[tiab] OR pre operativeplanning[tiab] OR pre operatives[tiab] OR pre
operativevas[tiab]) OR (postoperative[tiab] OR postoperative’[tiab] OR postoperatived4[tiab] OR
postoperativecourse[tiab] OR postoperatived[tiab] OR postoperativeday[tiab] OR postoperativee[tiab] OR
postoperativeinflammatory[tiab] = OR  postoperativeirradiation[tiab] = OR  postoperativeley[tiab] = OR
postoperativelly[tiab] OR postoperatively[tiab] OR postoperatively’[tiab] OR postoperativelyand[tiab] OR
postoperativelyat[tiab] OR postoperativemortality[tiab] OR postoperativemotor[tiab] OR postoperativen[tiab]
OR postoperativenodal[tiab] OR postoperativeobservations[tiab] OR postoperativepain[tiab] OR
postoperativepancreatic[tiab] OR  postoperativeperiod[tiab] = OR  postoperativeradiation[tiab] = OR
postoperativerecurrent[tiab] OR postoperativery[tiab] OR postoperatives[tiab] OR postoperativeweek[tiab] OR
postoperativey[tiab]) OR (post operative[tiab] OR post operativecomplications[tiab] OR post operatively[tiab]
OR post operatives[tiab]))) OR ((injury[tw] OR (ischemi[tw] OR ischemia[tw] OR ischemia’[tw] OR
ischemia’s[tw] OR ischemia3[tw] OR ischemiaactivated[tw] OR ischemiaassociated[tw] OR ischemiac[tw] OR
ischemiae[tw] OR ischemiahypoxia[tw] OR ischemiai[tw] OR ischemiain[tw] OR ischemiainduced[tw] OR
ischemiainducing[tw] OR ischemialltw] OR ischemialesion[tw] OR ischemialike[tw] OR ischemiamimetic[tw] OR
ischemiareoxygenation[tw] OR ischemiareperfusion[tw] OR ischemias[tw] OR ischemiasolidusreperfusion[tw]
OR ischemiatio[tw] OR ischemiaxtime[tw] OR ischemic[tw] OR ischemic’'[tw] OR ischemic’[tw] OR
ischemic12322014[tw] OR ischemic1962715[tw] OR ischemicaltw] OR ischemical[tw] OR ischemically[tw] OR
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ischemicaly[tw] OR ischemicanoxic[tw] OR ischemiccomplications[tw] OR ischemicdysfunction[tw] OR
ischemicen[tw] OR ischemicgin[tw] OR ischemichally[tw] OR ischemicheart[tw] OR ischemichypoxic[tw] OR
ischemicized[tw] OR ischemick[tw] OR ischemiclegs[tw] OR ischemiclike[tw] OR ischemiclleart[tw] OR
ischemicmitral[tw] OR ischemicoptic[tw] OR ischemicproliferative[tw] OR ischemics[tw] OR ischemicstroke[tw]
OR ischemie[tw] OR ischemied[tw] OR ischemihc[tw] OR ischemin[tw] OR ischemina[tw] OR ischeminc[tw] OR
ischemique[tw] OR ischemiques[tw] OR ischemis[tw] OR ischemisation[tw] OR ischemised[tw] OR
ischemization[tw] OR ischemized[tw] OR ischemizing[tw]) OR (ischaemi[tw] OR ischaemialtw] OR
ischaemia’[tw] OR ischaemia4[tw] OR ischaemiae[tw] OR ischaemial[tw] OR ischaemias[tw] OR ischaemic[tw]
OR ischaemic[tw] OR ischaemicaltw] OR ischaemical[tw] OR ischaemically[tw] OR ischaemich[tw] OR
ischaemiclike[tw] OR ischaemicmyocardialltw] OR ischaemicnecrosis[tw] OR ischaemics[tw] OR
ischaemicus[tw] OR ischaemie[tw] OR ischaemioc[tw] OR ischaemis[tw] OR ischaemisation[tw] OR
ischaemising[tw] OR ischaemismall[tw] OR ischaemization[tw] OR ischaemized[tw]) OR reperfusion[tw] OR
(contrast media[tw] OR contrast medias[tw] OR contrast mediated[tw] OR contrast medium[tw] OR contrast
mediums[tw])) AND ((renal tubular[tiab] OR renal tubule[tiab] OR renal tubules[tiab] OR renal tubuli[tiab] OR
renal tubulin[tiab] OR renal tubulitis[tiab] OR renal tubulogenesis[tiab] OR renal tubulointerstitium[tiab] OR renal
tubulointerstitum[tiab] OR renal tubulonecrosis[tiab] OR renal tubulopathies[tiab] OR renal tubulopathy[tiab] OR
renal tubulotoxicity[tiab] OR renal tubulus[tiab]) OR tubular[tiab])))) AND (“Systemic Inflammatory Response
Syndrome”[Mesh] OR “Systemic Inflammatory Response Syndrome”[TW] OR sepsis[TW] OR septic[TW])) AND
("dopamine”[MeSH Terms] OR “dopamine”[All Fields]) AND English[la]

@: (" kidney”"[MeSH Terms] OR ““kidney” “[All Fields]) AND (““wounds and injuries””[MeSH Terms]
OR ("“wounds”“[All Fields] AND ““injuries””[All Fields]) OR ““wounds and injuries” “[All Fields] OR
““injury””[All  Fields])) OR (““renal insufficiency””"[MeSH Terms] OR ("“renal””[All Fields] AND
““insufficiency” “[All Fields]) OR ““renal insufficiency”“[All Fields] OR ("“kidney””[All Fields] AND
““failure” “[All Fields]) OR ““kidney failure””[All Fields])) OR ("“renal insufficiency”“[MeSH Terms] OR
(""renal””[All Fields] AND ““insufficiency” “[All Fields]) OR ““renal insufficiency”“[All Fields] OR (““renal”"[All
Fields] AND ““failure””[All Fields]) OR ““renal failure””[All Fields])) OR ("“renal insufficiency””“[MeSH Terms]
OR (""renal””[All Fields] AND ““insufficiency””[All Fields]) OR ““renal insufficiency”“[All Fields] OR
("“renal””[All Fields] AND ““dysfunction””[All Fields]) OR ““renal dysfunction””[All Fields])) OR
((""kidney””"[MeSH Terms] OR ““kidney””[All Fields]) AND (””injuries””[Subheadingl OR ““injuries””[All
Fields] OR ““wounds and injuries”“[MeSH Terms] OR (““wounds””[All Fields] AND ““injuries””[All Fields]) OR
““wounds and injuries””[All Fields]))) OR (renal[All Fields] AND (””injuries”“[Subheading] OR ““injuries””[All
Fields] OR ““wounds and injuries””[MeSH Terms] OR ("“wounds””[All Fields] AND ““injuries””[All Fields]) OR
“wounds and injuries”“[All Fields]))) OR (““renal insufficiency” " [MeSH Terms] OR (" “renal””[All Fields] AND
""insufficiency”“[All Fields]) OR ““renal insufficiency””“[All Fields] OR ("“kidney””[All Fields] AND
""insufficiencies” “[All Fields]) OR ““kidney insufficiencies””[All Fields])) OR ("“renal insufficiency”“[MeSH
Terms] OR ("“renal””[All Fields] AND ““insufficiency””[All Fields]) OR ““renal insufficiency” “[All Fields] OR

("“kidney” “[All Fields] AND ““insufficiency” “[All Fields]) OR ““kidney insufficiency” “[All Fields])) OR (
insufficiency”“[MeSH Terms] OR ("“renal””[All Fields] AND ““insufficiency”“[All Fields]) OR

r”

renal

o

renal
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o 7

""insufficiencies”“[All Fields]) OR
"“renal””[All Fields] AND

o

insufficiency” “[All  Fields] OR (
insufficiencies” “[All Fields])) OR (

1o

“insufficiency”“[All Fields]) OR renal insufficiency”“[All Fields])) OR ("“kidney tubular necrosis,
acute”“[MeSH Terms] OR ("”kidney”“[All Fields] AND “” [All Fields] AND ““necrosis””[All Fields]
AND ““acute””[All Fields]) OR ““acute kidney tubular necrosis””[All Fields] OR (““acute”“[All Fields] AND
[All Fields] AND ““necrosis””[All Fields]) OR ““acute tubular necrosis””[All Fields])) AND
(""" dopamine””“[MeSH Terms] OR ““dopamine””[All Fields]) AND (Randomized Controlled Trial[ptyp] OR Clinical

Triallptyp])AND hasabstract[tw]

renal””[All Fields] AND
""renal insufficiency”"[MeSH Terms] OR (

1

renal

o

tubular

1y o

tubular

D, QDX FE THIZ KDIGO ZEA MRSV LD #FHIE RCT (XFEELLEIST=,
* & RCT LA

FETE, BiaemE
https://www.ncbi.nlm.nih.gov/pubmed/?term=15809463
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CQ 12-8: BRINfEE AKI D FR5- 4% B BIICILEME Na RIRARTFE (ANP) DI E(ZITHIM ?

* CQ—PICO REIZEDLF1E

HLHPUMSRESNFREREIE—DOD CQ ITIL—TFIRE, F/2Y, DEMEFMIDLRERRTFRED 3 2%
ANF=EDTH =M, HHVIZKWNENDZET 3 REIESNT -, BHRDBATENLSAFRLBER (TEM -
1=,

K XHRERX (HEEFINTONIE, TOXHBRERX L)

@; (((L((((natriureticx[tw] AND (peptide*[tw] OR factork[tw]))))) OR (((natriuretic*[tw] AND (peptidex[tw] OR
factor*[tw]))))) OR atriopeptin*) OR anaritide*) OR urodilatin*) OR ((atrial natriuretic peptide*[tw] or ANP[tw]
or ANF[tw]))) OR Atrial Natriuretic Factor[mh])) AND ((((("acute kidney injury”[MeSH Terms] OR (acute kidney
failure[tw] OR acute renal failure[tw])) OR ((acute kidney injure[tw] OR acute kidney injuries[tw] OR acute
kidney injury[tw] OR acute kidney injury,[tw]) OR (acute renal injuries[tw] OR acute renal injury[tw]))) OR
((acute kidney insufficiencies[tw] OR acute kidney insufficiency[tw]) OR (acute renal insufficiencies[tw] OR
acute renal insufficiency[tw]))) OR acute tubular necrosis[tw]) OR (ARI[tw] OR AKI[tw] OR ARF[tw] OR
AKF[tw] OR ATN[tw]))) AND (Meta—Analysis[PT] OR systematic[SB])

@; (" "kidney " “[MeSH Terms] OR ““kidney” “[All Fields]) AND (““wounds and injuries””[MeSH Terms]
OR ("“wounds””[All Fields] AND ““injuries””[All Fields]) OR ““wounds and injuries””[All Fields] OR
““injury””[All  Fields])) OR ("“renal insufficiency””[MeSH Terms] OR (““renal””[All Fields] AND
“"insufficiency”“[All  Fields]) OR ““renal insufficiency”“[All Fields] OR ("“kidney””[All Fields] AND
““failure” “[All Fields]) OR ““kidney failure””[All Fields])) OR ("“renal insufficiency”"[MeSH Terms] OR
(""renal””[All Fields] AND ““insufficiency” “[All Fields]) OR ““renal insufficiency” “[All Fields] OR ("“renal”“[All
Fields] AND ““failure””[All Fields]) OR ““renal failure””[All Fields])) OR (““renal insufficiency”“[MeSH Terms]
OR ("“renal””[All Fields] AND ““insufficiency”“[All Fields]) OR ““renal insufficiency”“[All Fields] OR
(""renal””[All Fields] AND ““dysfunction””[All Fields]) OR ““renal dysfunction””[All Fields])) OR
((""kidney””“[MeSH Terms] OR ““kidney”“[All Fields]) AND (“”“injuries””[Subheading] OR ““injuries””[All
Fields] OR ““wounds and injuries””[MeSH Terms] OR (””“wounds””[All Fields] AND ““injuries”“[All Fields]) OR
“”wounds and injuries””[All Fields]))) OR (renal[All Fields] AND (““injuries””[Subheading] OR ““injuries””[All
Fields] OR ““wounds and injuries””[MeSH Terms] OR (”“wounds”“[All Fields] AND ““injuries””[All Fields]) OR
“”wounds and injuries”“[All Fields]))) OR (““renal insufficiency””[MeSH Terms] OR (““renal””[All Fields] AND
““insufficiency” “[All Fields]) OR ““renal insufficiency””[All Fields] OR ("“kidney””[All Fields] AND
“"insufficiencies” “[All Fields]) OR ““kidney insufficiencies”“[All Fields])) OR (““renal insufficiency””[MeSH
Terms] OR ("“renal””[All Fields] AND ““insufficiency”“[All Fields]) OR ““renal insufficiency”“[All Fields] OR
(""kidney”“[All Fields] AND ““insufficiency”“[All Fields]) OR ““kidney insufficiency””[All Fields])) OR ("“renal
insufficiency”“[MeSH Terms] OR ("“renal””[All Fields] AND ““insufficiency”“[All Fields]) OR ““renal
insufficiency” “[All  Fields] OR ("“renal””[All Fields] AND ““insufficiencies””[All Fields]) OR ““renal
insufficiencies” “[All Fields])) OR ("“renal insufficiency””[MeSH Terms] OR ("“renal””[All Fields] AND
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1o

""insufficiency”“[All Fields]) OR renal insufficiency”“[All Fields])) OR ("“kidney tubular necrosis,
acute”“[MeSH Terms] OR ("”kidney”“[All Fields] AND “” [All Fields] AND ““necrosis””[All Fields]
AND ““acute””[All Fields]) OR ““acute kidney tubular necrosis””[All Fields] OR ("“acute””[All Fields] AND
[All Fields] AND ““necrosis””[All Fields]) OR ““acute tubular necrosis”“[All Fields])) AND (
natriuretic factor”“[MeSH Terms] OR (””atrial””[All Fields] AND ““natriuretic”“[All Fields] AND ““factor” " [All
Fields]) OR ““atrial natriuretic factor”“[All Fields] OR ( [All Fields] AND ““natriuretic”“[All Fields]
AND ““peptide””[All Fields]) OR [All Fields]) AND (Randomized Controlled

Trial[ptyp] OR Clinical Trial[ptyp])

1

o

tubular

1y o

tubular atrial

1y o

atrial

1y 1y

“atrial natriuretic peptide

o

@, @DXHERRFE THIZ KDIGO ZEH A 512 LI D#FR RCT (EFEFELEMN o=,

* & RCT LA

RTE EMGEN, ELE
https://www.ncbi.nlm.nih.gov/pubmed/?term=19821351
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CQ 13-1: XEBEIL—MI, BB LEBEBIRODEELEBET HRNEH?

KA XHBRERX HEEHIATOIIE, FOXEBRXLIOHE)
((parenteral nutrition) AND (enteral nutrition) AND (randomized OR randomized OR randomly) OR (critically ill)
OR (intensive care) OR (ICU) OR (sepsis)) OR (GI surgery) OR (abdominal surgery) OR (postoperative)

ETE
TPN EN
Author Total Mortality Total Mortality Risk Ratio [95%CI]
Rapp RP 2 3 18 9 — 333[1.07,1043]
Adams S 23 3 23 1 —_— 0.33[0.04, 297]
Young B 23 10 28 10 — 082[042, 162]
Cerra FB 37 8 33 7 — 098040, 241]
Moore FA 30 0 29 0 : 1.03[0.02,5042]
Kudsk K 5 1 51 1 : 0.88[0.06, 13.70]
Dunham CM 15 1 12 1 : 1.25[0.09,1798]
Borzotta AP 21 1 28 5 —_— 3751047 ,2975]
Hadfield RJ 11 6 13 2 i 028007, 1.13]
McClave SA 6 0 6 0 ; 1.00[0.02, 4755]
Harvey SE 1191 431 1197 450 " 1.04[094, 115]
RE Model IV z=067  p=0.50059 taw’=0 R 1.04[094, 115]
Q=1043 p=040347 ¥ =0 :
[ I | I ]
002 014 100 739 5460
Risk Ratio
TPN EN
Author Total Infection Total Infection Risk Ratio [95%Cl]
Young B 23 4 28 5 — 103[031, 3.39]
Peterson VM 25 8 21 2 i 030[007, 1.25]
Cermra FB 37 0 33 0 1.12[0.02,54.80]
Moore FA 30 N 29 5 —a—t 047[0.19, 1.19]
Kudsk K 45 20 51 12 . 053[029, 0.96]
Dunham CM 15 0 12 0 : 123[003,57.90]
McClave SA 16 2 16 2 — 100[0.16, 6.25]
RE Model IV z=267 p=0.00749 ta=0 - 0.56 [0.37, 0.86 ]
Q=257 p=0.8603812 =0 ;
I I [ [ [ |
002 014 100 739 5460
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FHEa—F

Rego RP
Adams 5

Young B
Petarson VM
Cearra FB
Moore FA
Kudsk K
Dunham CM

Borzotta AP
Hadfield RJ
MeClave SA

Harvay SE
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CQ13-2: FEFFEDBMBEBFHIILOANEELLD?

CQ-PICO REICEDHIER

XHRE

1((early enteral nutrition) and ( sepsis or critically ill or intensive care))

2(early or immediate) and (nutrition or feeding) and (enteral or jejunostomy) and (randomized or randomised) and
(ICU or (intensive care) or (critically ill) or sepsis or septic)

3((((enteral feeding) OR enteral nutrition)) AND (((intensive) OR critically) OR critical)) AND (randomized OR

randomised OR randomly)

*XRERDOTO—

Wz 243 TOMEHE S
(n =271+ R —F(n=71)

1
(n=192)
e AT > RCT T7AW
(n =306) SHENE IR 2
i MAME2 D
ST R PRt
(n=27) (n=18)
RCT T72u0: 3
ITANTIe D 14
Y EEp!
OB FH @ SC
(n =9) .
JEPE AT 5 BRI
i (n=23)
METHLPNHY 1
S T B R S B EN 53<24 Fff TEFK T
(n =6) BN

Medline, 3925 LE 1—IZTHEELT=, 271 #H® RCT,RU/N\VEH—F(ZE->T 71 #7D RCT AR EDFE R *t
ZLLTHITON 1RRY)—=2F1ZT306#HED RCT M5B 27 #HD RCT A full text [TKBEFHEDIER. 9
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WD RCT AR RELTH TNtz BRFMEEAIK. RCT THLMS #R),PN NMERIN TS (7 #R)EN EREBRE
E|LOLET R, SEBI’EBTHAARBTLTRLA R THoT=. IBMBRERELT. 2015 F 4 A1BHS 2016
F 4 A 30 BET., ALBRERRICE O TEBRRFTOENIHRETIRERFRIEIRDIToNLEM o1, 9 HEE
HREL, AR EIT o=,

% Outcome M IALALTOYRE LUK HFZED Risk of bias #LLFIZIRTRT D,

FE

R RAE FEIE

ICU #E B

EEEB#

ARk BA#

LateEN EarlyEN
Author Year Total mortality Total mortality Risk Ratio [95%CI]
Eyer 1993 19 2 19 2 %.% 1.00[0.16, 6.38]
Chiarelli1990 10 0 10 0 ; 1.00[0.02,46.05]
Minard 2000 15 4 12 1 e 0.31[0.04, 244]
Peck2004 13 5 14 4 —— 0.74[0.25, 2.18]
Kompan2004 25 1 27 0 : 0.31[0.01, 7.26]
Nguyen2008 14 6 14 6 —— 1.00[043, 2.35]
Chourdakis2012 25 2 34 3 — 1.10[0.20, 6.12]
Nguyen2012 14 4 14 4 — 1.00[0.31, 3.23]
RE Model IV z=06 p=054574 ta?=0 - 0.86[0.52, 1.41]
Q=17 p=0.97453 12 =0 :
[ I I I l 1
0.00 002 014 100 7.39 5460
Risk Ratio
LateEN EarlyEN

Author Year Total Infection Total Infection Risk Ratio [95%ClI]
Eyer 1993 19 4 19 8 _.ﬁ 200[0.72,553]
Chiarelli1990 10 7 10 3 —_— 043[0.15,1.20]
Minard 2000 15 7 12 6 — 107[049,2.34]
Kompan2004 25 16 27 9 —a 0.52[0.28,0.96]
Nguyen2008 14 6 14 3 —_— 0.50[0.15,1.61]
Chourdakis2012 25 12 34 13 — 0.80[044,1.44]
Nguyen2012 14 B 14 3 —— 0.50[0.15,1.61]
RE Model IV z=-1.83 p=0.06722 ta?=0.03 I 0.72[0.51,1.02]

Q=778 p=0.2549 |2 =16.05

I T \ T 1
014 037 1.00 272 7.39
Risk Ratio
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Late EN Early EN
Author Year No Mean SD No Mean SD Outcome: ICU Days Mean Difference [95%CI]
Eyer 1993 19 99 867 19 118 7.9 _-u—n 190[ -2.76, 6.56]
Minard 2000 15 11.3 6.1 12 185 8.8 —— 7.20[ 1.34,13.06]
Kompan2004 (125) 25 206 185 27 159 9.7 — -4.70[-12.82, 3.42]
Peck2004 13 37 33 14 40 32 : 3.00[-21.55,27.55]
Nguyen2008 14 159 1.9 14 113 038 » -460][ -5.68,-3.52]
Chourdakis2012 25 285 89 34 248 76 .—-—« -3.70[ -8.02, 0.62]
Nguyen2012 14 159 1.9 14 113 08 . 460][ -5.68,-3.52]
RE Model IV 2=-0.93 p=0.35377 taw’=15.39 g -169[ -5.25, 1.88]
Q=22.58 p=0.00095 12 =91.31 :
[ I I I I I 1
-30.00 -10.00 10.00 30.00
Mean Difference
Late EN Early EN
Author Year No Mean SD No Mean SD Outcome: Days in hospital Mean Difference [95%CI]
Chiarelli1990 10 89 189 10 69.2 104 —— -19.80[-33.17,-6.43]
Minard 2000 15 21.3 137 12 30 147 - 8.70[ -2.13,19.53]
Dvorak 2004 10 379 146 7 53 344 ———————— 15.10[-11.94,42.14]
Peck2004 13 60 38 14 60 44 0.00[-30.95,3095]
RE Model IV z=-0.04 p=0.9701 taw=192.86 — -0.32[-17.18 , 16.53 ]
Q=12.04 p=0.00724 12 =71.31 ‘ , ‘ : , ‘
-40.00 0.00 20.00 40.00 60.00
Mean Difference
Late EN Early EN
Author Year No Mean SD No Mean SD Outcome: Venti-Days Mean Difference [95%CI]
Eyer 1993 19 8.1 6.8 19 10.2 81 % 210[ -2.66, 6.86]
Minard 2000 15 104 6.1 12 151 7.5 »—-—~ 470[ -0.55, 9.95]
Kompan2004 25 15.6 16.1 27 129 841 »—-—« -2.70[ -9.71, 4.31]
Peck2004 13 23 26 14 32 27 : 9.00[-10.99, 28.99]
Nguyen2008 14 13.7 19 14 92 09 [ ] -450[ -5.60,-3.40]
Nguyen2012 14 13.7 19 14 92 09 - -4.50[ -5.60,-3.40]
RE Model IV 2=-062 p=0.53336 tar=1374 — 116 -4.82, 2.49]
Q=20.15 p=0.00117 12 =91.14 :
I 1 1 1 1
-20.00 0.00 10.00 30.00

Mean Difference
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Ees

it ot SR -
%| 2R 0
FRa— %ﬁ? wr| ST |87 EE ol Ees| sm| #al wm| 7T
T8 5 A
Eyer 1503 RCT -1
Chiaralli1 9% RCT =1 =1 =1 | =1
Minard 2000 RCT -1 -1 | -1 -1 | -1
Peck2004 RCT -1 -1 -1 -1 -1
Kompan20(4 RCT -1 -1 -1 -1 |
Dveorak 2004 RCT -1 -1 |
NguyenZ008 RCT =1 -1 -1 -1 -1
Chourdakis2012 RCT -1 -1 -1 -1 -1 -1 | -1 -1
Nguyen20l 2 RCT -1 -1 -1 -1
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RBREST D outcome NDI7ALARTOVE

FETE
ATHR B
ICU REBH
LateEN EarlyEN
Author Year Total mortality Total mortality Risk Ratio [95%Cl]
Eyer 1993 19 2 19 2 —_— 1.00[0.16, 6.38]
Chiarelli1990 10 0 10 0 1.00[0.02,46.05]
Kompan2004 25 1 27 0 0.31[0.01, 7.26]
Nguyen2008 14 6 14 6 ._-_. 1.00[043, 2.35]
Chourdakis2012 25 2 34 3 P 1.10[0.20, 6.12]
Nguyen2012 14 4 14 4 — 1.00[0.31, 3.23]
RE Model IV z=0.1 p=0.92259 ta=0 i 0.97[054, 1.75]
Q=053 p=0.9908412 =0 :
[ I T T T
0.00 0.02 0.14 1.00 7.39
Risk Ratio
LateEN EarlyEN
Author Year Total Infection Total Infection Risk Ratio [95%CI]
Eyer 1993 19 4 19 8 ._—.—. 2.00[0.72,553]
Chiarelli1990 10 10 3 .—.—_. 043[0.15,1.20]
Kompan2004 25 16 27 9 »—H 0.52[0.28,0.96]
Nguyen2008 14 6 14 3 —-—ﬁ 0.50[0.15,1.61]
Chourdakis2012 25 12 34 13 * 0.80[0.44,144]
Nguyen2012 14 6 14 3 -_ 0.50[0.15,1.61]
RE Model IV z=-2.05 p=0.04049 ta#=0.04 — 0.87 [0.46,0.98]
Q=6.62 p=0.2502512 =16.49 }
\ T T T
0.14 037 1.00 272
Risk Ratio
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Late EN Early EN
Author Year No Mean SD No Mean SD QOutcome: Venti-Days Mean Difference [95%CI]
Eyer 1993 19 8.1 6.8 19 10.2 81 — . 2.10[-2.66, 6.86]
Kompan2004 25 156 16.1 27 129 81 ' -2.70[-9.71, 4.31]
Nguyen2008 14 13.7 1.9 14 92 09 —- -4.50[-5.60,-3.40]
Nguyen2012 14 137 19 14 92 09 . -4.50[-5.60,-3.40]
RE Model IV z=-2.32 p=0.02012 tar=4.83 — 317 [-5.84,-0.50]
Q=7.41 p=0.05989 12 =85.04 ;
T T T \
-10.00 -5.00 0.00 5.00 10.00
Mean Difference
Late EN Early EN
Author Year No Mean SD No Mean SD Qutcome: ICU Days Mean Difference [95%ClI]
Eyer 1993 19 99 67 19 1.8 7.9 e 1.90[ -2.76, 6.56]
Kompan2004 (125) 25 206 185 27 15.9 9.7 -470[-12.82, 3.42]
Nguyen2008 14 159 19 14 113 0.8 - 460 -5.68,-3.52]
Chourdakis2012 25 285 89 34 248 76 .—-—ﬂ -3.70[ -8.02, 0.62]
Nguyen2012 14 159 19 14 113 0.8 - 4.60[ -5.68,-3.52]
RE Model IV 2=-11.69 p=0 tar?=0 - 4.41] -5.15,-3.67 ]
Q=7.4 p=0.1163512 =0 | : : ‘ ‘ |
-15.00 -5.00 0.00 5.00 10.00
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cQ 13-3:

* CQ—PICO IREICEDH#FE

BARREEBEDREBEAANRSAAEKICH Y EIN - 6RCT ICEUME B H (L LRI O
Mot . PEEFEBBEELL. TD 6RCT ITRHLTAR DT E{T o1z, F1=. 2014/04/01 Hi5 2016/04/30 £T
DHMICRRIN-ARER]RICEMBRRZTVD. 20O\ BELILTIFRNDF VIO RIZHEST=,
McClave 5 D#Z DIEIEEDENEIHER THOTNHNATIHGL FEFMBLRELGL ERADEEILIE
L\Z &, FFz Doig bOWME &, BEIRKXBLES > TLEE, THHREIRILF—FTHTHY. BMTS
REFLVHAEIXROE M o1z,

1)JPEN J Parenter Enteral Nutr. 2015;39:707-12
2) Lancet Respir Med. 2015 Dec;3(12):943-52.

* XERARX (HEERSATONE, ZOXEBRFXLIEER)

“critically ill”HL<[Z intensive care “E &K “enteral nutrition”

* & RCT &L

* LT3, VAP RIEE, ABRBH.ICU IEE=A %, A TFEIR AR, BREERERE. Bk
BREABREZZTETIHERICEATE27+LANTOYN, F-&HERD Risk of bias ZIRRT
60

Fullfeeding Underfeeding

Author Year Total Mortality Total Mortality Risk Ratio [95%CI]
Rice TW,2012 492 109 508 118 —m— 1.05[083,1.32]
Rice TW, 2011 102 20 98 22 —— 1.14[067,1.96]
Arabi YM 2011 120 52 120 38 — 0.73[0.52,1.02]
Desachy A,2008 5 14 50 11 — 0.79[0.40, 156 ]
Taylor SJ,1999 41 5 41 6 : 1.20[0.40,362]
Arabi 2015 436 140 438 131 —— 0.93[0.76,1.14]
RE ModellV z=092 p=0.35786taf=0 - 0.94[083,1.07]
Q=404 p=05433112 =0 3
[ I T T I 1
0.37 1.00 272
Risk Ratio
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Mean Difierence

110

Fullfeeding Underfeeding

Author Year Total VAP(+) Total VAP(+) Risk Ratio [95%Cl]

Rice TW,2012 492 33 508 37 —.— 1.09[069,1.71]

Rice TW, 2011 102 18 98 14 0.81[043,1.54]

Taylor 1999 41 18 41 26 —.— 1.44[095,2.19]

Arabi 2015 446 90 448 81 + 090[068,1.17]

RE Model IV z=0.29 p=0.77323 ta¥=0.02 e 1.04[0.81,1.33]

Q=4.13 p=0.2473612 =30.63 3
I T T T \
037 061 1.00 165 272
Risk Ratio
Underfeeding Fullfeeding
Author Year No Mean SD No Mean SD Oufcome: Days Mean Difference [95%CI]
Arabi 2011 120 145 155 120 1.7 91 —I—a -280[-602,042]
Desarchy2008 50 15 1 50 15 1 000[-431,431]
RE Model IV 7132 p=0.18529 tar=0.15 —— 178[442,0.86]
=104 p=03076212 =393 3
I T T T T T \
-8.00 -4.00 0.00 4.00
Mean Difference
Underfeeding Fullfeeding
Author Year No Mean SD No Mean SD Outcome: Days Mean Difference [25%CI]
Rice TW 2011 102 57 64 28 55 54 + 020[-184,144]
Arabi2011 120 132 152 120 106 786 260[-564,044]
RE Model IV z=091 p=03622 ta=1.33 _—-— 104[-329,120]
Q=185 p=0.17325 127 =4608 :
T \
600 400 200 000 200



Fullfeeding Underfeeding

Author Year Total infection(+Yotal mnfeclion(+) Risk Rafio [95%CI]
Rice TW, 2011 102 33 98 30 0.25[0.63,142]
Arabi 2015 446 169 448 161 . 0.25[0.80,1.13]
Taylor 1929 M 25 M 35 L e 1.40[1.06,1384]
RE Model IV z=057 p=0.56652 taw’=0.03 e 108[083,141]

Q=578 p=0.05567 12 =64.21 ;

[ I I I I I I |
0.55 0.82 1.2 1.82
Risk Ratio

Underfeeding Fullfeeding
Author Year No Mean SD No Mean SD Outcome: Days Mean Difference [95%CI]
Arabi 2011 120 672 936 120 702 1069 - 300[22.42,28.42]
Desarchy2008 50 56 50 50 5 75 -500[-31.45,21.45]
RE Model IV z=009 p=09283 ta?=0 ——— 084[-19.17, 17.49]

Q=0.18 p=0.669091> =0 | | ‘ | |

4000 -2000 000 2000 40.00
Mean Difference
Fullfeeding Underfeeding

Author Year Total RRT  Totad RRT Risk Ratio [95%CI]
Arabi YM 2011 120 23 120 15 065[0.36, 1.18]
Arabi 2015 396 45 406 29 N 063[040,0.98]
RE Model IV z=247 p=001341 ta?=0 — 064[0.45,0.91]

Q=001 p=09229312 =0

[ [ [ [ |
022 0.37 0.61 1.00 165
Risk Ratio
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RREa—F

| Arabi215
|EDEM2012

| EDEMpahse
| Arabi2011

| Dazachy

| Taylori333
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CQ 13-4: FEFHARFEZL\DIRDDIM?

* CQ—PICO IREIZEDLF#E

BARMEEEEDREBEEINARSA U ERIZES =Y SN = 6RCT IZBUMEEF (T ELI=/XIIEOHL
Mot . PEEEEEEL. TD 6RCT (IR L THAE R TEIToT=,

A XERRER (FHEEFSATONE, TOXERFERXLER)
((Parenteral) AND (randomized OR randomised) AND ((acute AND (ill OR illness)) OR (critically ill) OR (ICU) OR

(sepsis) OR (intensive care))

Test for overall effect: Z=065 (P =052

Favours experimental

Fawvours control

%% RCT O FHf
FLE
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
JAMA. 2013 a1 678 100 68O 32.0% 0.81[0.62,1.07]
Jclin EM. 2013 12 1249 7123 2.9% 1.63[0.67, 4.02] I —
Lancet. 2013; a3 1483 12 152 3.2% 0.66 [0.28, 1.47] — T
N Engl ] Med. 2011 146 2312 141 2328 4T 4% 1.04 [0.83,1.30] | §
Intensive Care Med. 2011 16 Ba 17 534} A.8% 094 [0.82,1.70] -
Intensive Care Med. 2000 17 G0 18 G0 T T 0.94 [0.54, 1.65] —
Total (95% CI) 3397 3408 100.0% 0.95 [0.81, 1.11]
Total events 280 295
Heterogeneity: Tau®= 0.00; Chi®= 3.99, df= 5 (P = 0.55); F= 0% =|:| 01 051 150 1IZIIZI=
Testior overall effect 2= 0.68 (F = 0.44) Favours expérimental Favours contral
iR kg
Experimental Control Risk Ratio Risk Ratio
udy or Subgroup vents otal Events Tota 2iq \-H, Random, 95% M-H, Random, 95%
Stud Sub Event Total Events Total Weight M-H, Rand 95% Cl M-H, Rand 95% Cl
JAMA. 2013 39 E81 33 B2 15.8% 1.18[0.75, 1.86]
Lancet 2013 189 153 19 152 91% 0.99 [0.55, 1.80]
N Engl ] Med. 2011 174 2312 142 2328 T02% 1.23[1.00,1.583]
Intensive Care Med. 2011 13 a1a] a a1a] 4.9% 1.63[0.72, 3.66] -
Total (95% Cl) 321 3227 100.0% 1.22 [1.02, 1.46] "
Total events 2445 202
Heterogeneity; Tau®= 0.00; Chi®= 0.97, df= 3 (P = 0.813; F= 0% IIZI 1 IZI=1 1=EI 1IZIIZI=
Testforoverall effect 2= 216 (7= 0.03) Favours experimental Favours control
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
JAMA. 2013 101 a1 1223 BB2 245% 0.82 [0.65, 1.09]
Lancet 2013 ar 143 B0 142 21.7% 0.94 [0.F1,1.249]
N Engl J Med. 2011 447 2312 381 2328 321% 1.18[1.04,1.34]
Intensive Care Med. 2011 18 G5 =] G5 6.8% 2.00[0.97,4.12] |
. B0 23 B0 14.3% 1.22 [0.80,1.85] I
Intensive Care Med. 2000
Total (95% CI) 3271 3287 100.0% 1.07 [0.87, 1.32] L 2
Total events B51 A96
Heterageneity: Tau®= 0.03; Chit=10.84, df= 4 (P =0.02); F= 63% lﬂ o 051 150 1DD:




Total Weight M-H, Random, 95% CI

Risk Ratio Risk Ratio

M-H, Random, 95% CI

Heterogeneity: Tau®= 0.00; Chi®= 3.47, df=4 (P
Test for overall effect: Z=0.77 (P =0.44)

Experimental Control
Study or Subgroup Events Total Events
JAMA. 2013 2 SN 1 HE2 1.4%
Lancet 2013 11 153 T 152 O.5%
N Engl ] Med. 2011 T2 2312 GO 2328 TFOB%
Intensive Care Med. 2011 u} 65 1 65 0.8%
Intensive Care Med. 2000 11 60 16 B0 17.9%
Total (95% Cl) 3271 3287 100.0%
Total events =141 825

=0.48), F=0%

2.00[0.18, 22.04]

1.96 [0.62, 3.92] 1T

1.21 [0.86, 1.59]

0.33 [0.01, 3.03]

0.69 [0.35, 1.36] —=

1.12 [0.84, 1.49]

0.01 0.1
Favours experimental

10
Fawvours control

100
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CQ 14-1: RMFEREFD BIREMBEEIZLDIZTEHM?

* CQ—PICO REICE H#EH&

DPIZOVWT: RIERFEDAERRELIZARIE DGO R EEETRMEBREH DL ICU BF 1L
L7=,

2) C/112DWT: AREEHOHE TIXIMAENE 180 mg/dL UL E DS MAERE XL THA Mg ZE B2 L1=Mm
HEEENLEIN TS, COHaba—)LZBAZMmHEE 180 mg/dL L EEL. A A (D ZEEIZMEEE 110
mg/dL LAF, 110-144 mg/dL, 144-180 mg/dL &LT=,

3) 0 I22WVT: FRISNAMBEERDEIREANRCEDETLRERERDETTHS. TD—4H, FEL
T, BMBEREELHD, COT-ORRIETE, BREFEFRER EMBREREZTIMILEEEL .

* XHBRRX FEEEHRIATONIE., TOXEBBRER L)

@; ((critically ill OR ICU OR intensive care OR sepsis OR septic)) AND (glucose OR insulin)) AND (randomized
OR randomised)

@; (((glucose) OR (insulin)) AND ((critically ill) OR (ICU) OR (intensive care) OR (sepsis))) AND randomized

@ ; glucose AND ((critically ill) OR (ICU) OR (intensive care)) AND randomized controlled trial[pt] AND
humans[mh] AND (english[la] OR japanese[la]) AND hasabstract[tw]

* XHEGERDTO—

Wiener RS 50 SR §#3X:

Wiener RS, Wiener DC, Larson RJ. Benefits and risks of tight

BEfFOSRERIL -1 E 5024F glucose control in critically ill adults: a meta—analysis. JAMA
Wiener RSHDSRIAX  294F 2008;300:933-44.
Friedrich JOS MSREHIL 30%R C . . =
Song FEOSRIBX 1268 Friedrich JO 50 SR ##X:

PubMed TOIRR 43148 Friedrich JO. Chant C, Adhikari NK. Does intensive insulin

BARILERBEDORERICIRS | therapy really reduce mortality in critically ill surgical patients?

46317
A reanalysis of meta—analytic data. Crit Care 2010;14:324.
EXREORR 39 | Song F 50> SR B :
SUEERIZKERY 126 Song F, Zhong LJ, Han L, et al. Intensive insulin therapy for
B LR A4 septic patients: a meta—analysis of randomized controlled trials.
ﬂii%'gt‘ Tﬁﬁ Biomed Res Int 2014:698265.

RATHRMX 274 |

PubMed TOHRF [ Wiener RS 50 SR FR3X LA (2008 4 6
BA6BM52016 F 2 A 25 A)ZxREL, RERDIRFEIETH S “blood glucose” or “insulin” (administration and
dosage, adverse effects, therapeutic use, therapy) AND “intensive care unit” or “critical care” or “critical illness”
or “postoperative care” or “sepsis” or “myocardial infarction” or “stroke” or “cardiovascular surgical
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procedures” or “wounds and injuries”Z AN TITo7=,

OR. (95%CrI)

110\-"‘1-1-1 No direct study

- 110 —. 0.83 (0.63 - 1.11)
144 - 180 —a— 1.14 (0.83 — 1.47)

-1 —a 1.12 (0.83 - 1.45)

180- 1.00 (0.83 - 1.14)

Vs

- 110 —B-— 0.91(0.77 - 1.14)

144 - 180 - 1.25(0.38-3.23)
Vs .
10144 - 133 (0.83 - 2.04)

180- — 1.11(0.77 - 1.59)

Vs
110 - 144 S — 1.14 (0.77 - 1.59)

180- No direct study

144180 . 0.82 (0.69 - 0.96)
0.1 Favors the lower target 1 Favors the higher target 10
OR. (95%Crl)

“0\"‘1'1'1 No direct study
-110 — 1.10 (0.71 - 1.80)

144 - 180 -

e . 1.05 (0.21 - 5.36)
-0 1.20 (0.38 - 4.35)
180- e 0.83 (0.38 - 2.00)

Vs
- 110 —. 0.77 (0.40 - 1.69)

144 - 180 =

vs 1.25 (0.20 - 8.33)

110 - 144 -
0.91 (0.26-3.33)
180- _a 0.56 (0.24 - 1.30)
110144 ~ 0.63 (0.29 - 1.28)
180- No direct study
144 150 0.69 (0.52 - 0.92)
0.1 Favors the lower target 1 Favors the higher target 10

OR (95%Crl)

110\:_5144 Not estimated
-110 —_—— 1.0 (0.30 - 2.70)

—

144\-,5180 5.88 (2.00 - 14.93)
- 110 — 5.88(2.27-12.98)
180- — i 6.25 (3.70 - 11.36)
-‘isll] —— 6.67 (3.84 - 11.11)

144\}5180 - 5.56 (1.33 — 25.00)

& —_

1014 5.88(2.08-18.18)
180- ———

vs 8.33 (2.27 - 38.46)

110 - 144 e S

6.67(2.44-21.74)
1%2‘ No direct study
1442180 - 0.76 (0.49 - 1.11)
0.1 1 10 100
Favors the lower target Favors the higher target

Outcome 1:J®FRILT-IH
#r9)

(BIFE#ELER, RILREELR

Outcome 2: B EFEHR AR (FIXEHELLE, RIXfMEEL

BERY)

Outcome 3 EM#ERER(FIXERELLE, BIXMEL

BRETY)
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CQ 14-2: BMMFEBEHOMBERIFEITE D LS5 HBERALTITON?

* CQ—PICO IREICESH#FHE

DPIZDNT: MREBEBZIRMEREHDHIICU BE &L=,

2) C/1 I22L\WTC: B S M EBORERENBEICRESN TS, B 5 MEEIER (EMEM), 4
5 #8835 (BhARm) Z AL -MFEREZ O—)LEL ., B 5 MR E 2 (BRI / &R A X2 Hr2 (B)
ki), &G X5 4788 (BARM) Z AL -IEAEE N A &L=,

3)0IZDVT: ARCQTIE, FREZEBETAEL-MBELZEREELL, EHUT LB IVMBEREEICS
(7% 1SO EEEFH KU Error Grid ;5T Zone A, B ZEHT-LTLVEWLDZENNIEELT, TOREHKLEEREZT VL
ALEERELT=,

* X EER HHEEFRINATLONIE, ZOXEBRRALERE)

(D ; (sepsis OR septic OR intensive care OR critical care) AND ( glucose OR sugar OR glycemic OR insulin) AND
(bland altman OR agreement OR validation OR reliability OR accuracy correlation clarke grid OR bias)

@ (sepsis OR critically ill) AND (blood glucose measurements OR blood glucose estimation OR blood glucose
analysis) AND (randomized controlled trial[pt]) AND (english[la] OR japanese[la]) AND hasabstract[tw]

3 : ((Bland Altman) OR agreement OR validation OR reliability OR accuracy OR correlation OR (Clarke grid) OR
bias)) AND (glucose OR sugar OR glycemic OR insulin) AND ((sepsis OR septic OR (intensive care) OR (critical

care))

Comparison 1; & S MAEAIE 2% (EMM) vs MK R 534725 (BhARIL)
Comparison 2; f& 5 M ¥&:RIFE 2% (EHM) vs 13 5 M¥ERIE 25 (EhAk M)
Comparison 3; & 5 M ¥E 8 7€ 2% (BIARIL) vs & R 53 #1235 (EAR L)
(EEBMDforest plot: http://www.ncbi.nlm.nih.gov/pubmed/23506841)
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CQ 15-1: RBL-MMEBEBELHEHTIN?

* CQ—PICO RFEIZEH#EH&

ELPTI LY RMAEBEDFHERITL ., EMBREITIN? ""BMIMEBEORBICHL. V-0 T %47
SM?7M220 cQ HMRESN Tz, L. RIEDOBRK CIEE—DH A TREBEETILFDEL MhDE
MBI ) — ) T TNTNTERAETVSDIFEESOMENEELLEN O, “HBAL-RMEBREZBER
FHM?7ELNS—D0 CQ IZEMLT,

TIOMOAIK, ETR-ICU FERHFREL TV HEEFBLELVEHEBTT L (AKD
DRERERELEEHDHIEMNMBEESINFA. AKI FAE (XL TEREEINAS ICU HTEHARME NIRRT 5D T, AKI
[ZHHELT= SR B R UAZBETILITHARLNZEELT=,

* X RFERX (HEEHRSAhTONIE, TOXRRELLIHR)

D; ((Intensive care) or (critically ill) or (sepsis) or (critical care) or (ICU)) and (Randomized or randomised or
randomly) and ((Cooling) or (antipyretic) or (ibuprofen) or (anti—pyretic) or (lornoxicam) or (cyclooxygenase) or
(diclofenac) or (metamizol) or (propacetamol) or (paracetamol) or (acetaminophen)) AND (fever or febrile or

temperature)

*XERROTO—

R 1 TOMRBERE R

(n =220)
g i
(n =220) R4k (n=192)
RCT T7au>: 37
l »|  XIRDEIR D149
AR5 6
A T
(n=28)
R4k (n=19)
> RCT T7Zpui 1
] PO YL VA |
& R S AR D11
(n =6) WEBREDN L ETe ;3
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& RCT O FEi
“CQ15-1 RCT MEE(fi For Public Comments” %58,

Outcome 1; FET-E

antipyretics Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bernard1987 70 200 T4 M1 287% 1.00[0.77F, 1.30]
Gozzali2001 2 18 3 20 2.9% 074014, 3.94]
Schartgen2012 43 101 48 93  27.6% 0.88 [0.65, 1.19]
Schulman2ina 7 44 1 38 2.0% 6.05[0.78, 46.949] T
Yang2013 21 34 a 1 136% 2.39[1.25, 4.60] —
Young2015 48 346 47 344 241% 1.02[0.70,1.48]
Total (95% CI) 743 743 100.0% 1.12 [0.83, 1.51] I
Total ewents 181 181

Heterogeneity, Tau®= 0.06; Chi®= 1066, df= 4 (F=0.06), F= 53% ID 0

f
01

t
10

e _ 100
Testfor overall effiect £=0.74 (P = 0.48) Favours experimental Favours control
Outcome 2; ICU—-free survival days
Antipyretics Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CIl
Young 2015 23 96 347 22 8.9 344 100.0% 1.00[-0.38 2.389]
Total (95% CI) 347 344 100.0% 1.00[-0.38, 2.38]
ST T L
estfor overall effect Z=1.42 (P = 0.16) Favours experimental Favours control
Outcome 3; ICU jH{EHAM
anttipyretics control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Gozzoli 2001 11 13 18 9 10 20 0.9% 200543, 843]
Schortgen 2012 17 14 1M 16 17 99 2.8% 1.00[-3.32,58.32]
Schulman 20048 2230 44 20 14 38 0.8% 2007492 11932
Young 2015 41 46 347 42 52 344 958%  -010[-0.83, 063
Total (95% CI) 510 501 100.0%  -0.04 [-0.76, 0.68]

Heterageneity: Tau®=0.00; Chi*=070,df =3 (F=087); F=0%
Testfor overall efiect Z= 011 (P =0.91)

Outcomed ; B & HFEFR LS (Free Text)

L

I

-100
Favours experimental Favours control

-a0 0 a0

BERER14BROBRERESE
Schortgen 2012 | (95% CI, 32.3-32.9),

(OR, 1.37; 95% CI, 0.80-2.36)

H—1)> 45 8 :32.6/1,000 ICU days
avko—)LEE: 23.8/1,000 ICU days (95% CI, 23.4-24.1),

vl

£

BEEL-YDRERERE,;
3+2[E/EHE, p=026

Schulman 2005

BEE, 46 [|E/FEEF avbO—ILE,
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CQ 15-2: {B{&BENKRMEREZHEBEIESLIN?

* CQ—PICO RFEIZEH#EH&

REREE(ICEY S CQ k. RIEREDRRRICT HBBEEDZIICBALTER STz, LAL. CQ #E
EHRBELEIVBROEIETEEL BELT IR EDRTABDETHIVNEDERN SN, AERIZH
LN CTREIL. BIREBRETFANEID— AR T BEREREZERT RENEND CQ LWETIEAL
MNeDFERIZEST=,

BMEBRECIHERBLREET L0, TORMLICBEALTIIF X TRET HFETHo1=H “Fif-=ITERKE
DBMEBFEFRBSEIN ?"ELS CQ E#ERT BIZE ST,

* X ERRX (HEEFShTUONIE, ZOXERFERLEER)

@; (((((critically ill) OR severe illness)) OR ((intensive care) OR critical care))) AND (hypothermia and rewarming)
@); ((sepsis or septic) and (hypothermia or rewarming) and (“clinical trial” OR “controlled trial” OR randomized ))
@ ; (sepsis) AND hypothermia

LEREDOBRER TXEBRREIT oA, K CQ D PICO [ZEMT 2B MEALLERBRERRT SN TELL

>71=,
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CQ 16-1: ExMnfiEts DIC DE AR DIC BETEETITE > LITHFAMN?

* CQ—PICO IREICE DR

IRFE. DIC DEWICALLNTWSELBIMERELLTILIELESFEE DIC ZIHEE LUT.EEFEHEE
#) PEERMFIEMES ISTHAMERLTMSTH overt-DIC ZHTE#E (LITF.ISTH E#) ", BLUHKAE
FRAMERLIZT2MH DIC ZWEE LUITRMEELE) YD 3 20H5, MIMFEZEICENT. INS3D20
BEEDENTRANDIRENEZRT HIZK CQ ZIERLT=, St AIXT 2 1EHA DIC ZZETE#ZALVT DIC DK
#1751, EBIET 2 DIC ZEEEFALVT DIC DZWHETHALIELT, 7OMLZET AN DIC 2B
BEEICEDVWABRMNAICLSEGmFRIEL,

KA XEBRERRXHEEEHIATOIIL, FOXEBRRRXLIDE)
@; JAAM DIC

*XERROTO—

& RCT O FEi
7T O
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CQ 16-2: BmfEtE DIC IZ)avEFo k- rOVAREDS )RG5 EITIN?

* CQ—PICO REIZESF#E

BE. RFBIZHTE)AVEF UM rOVKRED 2 EE| QO RIEE (X DIC EFTHS, £z, INETIZERESN
TWAZLDEEKRARIL DIC FEFIZ R RELIZMENSBLNTLND, TDT=8 . A CQ OIPJIFE M4 DIC &35
ETRELIZ [OJIZOWWTIE BBRRICBVWTEBRLEZEAONSEEERT VML THS 28 AL, HIMEEHHE. B
KU DIC #REHREL-. TNEFNDTIMILDEEEIZDLVTILDIC HEMATIHRELITLIREL -, TOFHEMIL
8 A5 ANERE (BRIEEER625%) L. 28 HRETIFI(EX, PR{E9) . HMEEHHEL 7(EX. R{E7). DIC B
B (EE. thR{E 4) TH-oT=

* XRARX (HHEEHRIATOIE, ZOXEHBRXLIOH)
“Disseminated intravascular coagulation” AND “random*” &% H 2015.10.31

SERALIZY ATITA4YILE 12— (J Thromb Haemost 2015) D XARFE HEIL. 2013 & 11 BLEEHINT
W5, K CQ IZBWVWTIK BERVRATITAvILEA—ZRALIHEREETI-0. TORITEERAT RE RCT A4
SN TUWVENWIEZ LREDRRAXZTAVT 2 2DEHEMNMIILTEHMAEL =, ZOHRERE. %29 5HR RCT (LHEER
N BEVATITAVILELA—HRXIZEENSD RCTIRICK DIV ATITAVILE a—1EEF TS EELGHT=,

*XERRDOTO—
ZEL

% %& RCT )&

&
&
28A%T A TM Contral Risk ratio Risk ratio &
Study or sul E | Eventsitotal _ Weight _M-H. Random. 95% CI M-H, Random, 95% CI . § &
Akawa 2011 42 (21%) 12/38 (32%) 13.0% 0.68[0.32, 1.43] - .q'? > f
Takahashi 2011 218 (22%) 208 (25%) 25% 0.83 [0.16, 4.93] & o .53'0 >
Vincent 2013 GE/ATO (183%)  BOMATY (22%) B4.5% 0.83 [0.62, 1.11] 5 g{?’ g.“ § &
& * >
Total 055 G I i
otal (95% CI) 4z 47 100.0% 0.81 [0.62, 1.08] sE§FSE
Total events 77 94 & \‘\.;5‘ él? j ,}ré\é”
Heterogeneity: 1% = 0.00; 3* = 0.25, d.f. = 2 (P = 0.88); I? = 0% = t t + 1 tﬁ & & & 1_'.?
Tost § l effect: Z=1.56 (P=0.12) oes 02 ! s w SfFeee S
883 for Gvaral elleok o= 135 (=015 Favors hTM  Favors control (g? & & é? ég &
& ;:’ & &g F
s 5fFgFeg
i e thTM Control Risk ratio Risk ratio ki -
Study or sub Events Total Events Total Weight M-H, Randam, 95% CI M.H, Random, 95% Cl {_§ 5 £ ﬁ;ﬁ & é? f
Adkawa 2011 0 42 238 1B3% 0.18[0.01, 3.66] * - & ‘3& ,35?‘5? SFE
Vincent 2013 19 17 370 BT% 1.11[0.59, 2.11]
Akawa 2011 (@ |9 |9 (9|9 |9 | @
Total (95% CI) 413 408 100.0% 0.83[0.22, 3.11) Takahashi2011|® | @ | @ | @ |® |® | ®
Tetal evenls 19 19 \ T
Hataroganaity: 12 = 0.44; 32 = 1.35, d.f. = 1 (P = 0.24); 2 = 26% ulm o|| ! 1}0 mlo Vincent 2013| @ |9 | @ |9 |9 |9 | @
5! z fioct: 2= 0.28 (P =0 ) .
Test for overall effect: 2~ 0.28 (P - 0.78) Favors thTM  Favors contral
DIGHHE i %
A M Control Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight  M-H, Random, 85% CI M-H, Random, 95% CI
Aikawa 2011 27 40 20 36 T6.4% 1.22 [0.85, 1.75]
Takahashi 2011 3 a 2 B A.4% 1.33 [0.29, 6.06] - |
Vincent 2013 13 45 i0 53 19.3% 1.53[0.74, 3.15] i el
Total (95% CI) % 97 100.0% 1.28 [0.93, 1.75] s
Total avents 43 ]
ity: 12 = 0.00; 32 = 035, df. = 2 (P = 0.84); 12 - 0% y
Heterogeneity 0.00; 3% = 0,35, df. = 2 (P~ 0.84); 2 = 0 o1 0z 05 1 2 L

Test for overall effect: 2= 1.50 (P=0.13)
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CQi6-2 #EHFBIE (ZELRER) ITBHEEEN OO THRFIAEDIC HEWNLDEE (5 2 RIZFEFE
FHEL TR

ZEIAVND FOVREDLIUREDORITET BT DET I H A EFEND VAT, BEENERLTLS
DFENTHEEEZ. BELLGNGEIMEESZH LT,

DIC MI[EI% :

S [l DIC MERMTIToP ATITA4vILEA—DHERTIE, BICETEIIETUVRADE(L B(FHEE) LHIFEL
FL- FEEDIETUVADEDER. [HIROEEEICHEEDHEENH D] (Minds BEAMFFAEHT=a
FIL)THY . BERXDHETIRICET 5+ 76T 90 FETHEEZAFT,

Fo . WEFDNSURIZTDVTEERLTLSEWSEHEIIC DL TIE DIC S RMTIE[BZoKBENEEX LRESIE
HIELELIZ, ZORWIE. BT (FEDTIMIL) BLIVCEOEEHE(FEOTIML) DO RATIT(YILE2L—#E
BT, Thbhb. RTICHTHAVRED )V ABRNT ADRHEEEE RR 0.81 (95%CI, 0.62-1.06)&., H 114 & HHiE
(ST BN REFENEE. RR 0.83 (95%Cl, 0.22-3.11)ZFLLEIRETL . FICRAL TRV RED AUV AEBRMN AICLYEM
FTAHAHEEEIEFITENEHE., —ATHICEALTIEE R THAAEMEN T RITEVEHETI2ONZEEEZFEL
T=o

A CQ16-2 [£, VATITAVILE2a—/8—2 A ELTERBED YV ATITAVILE 2 — X EEICHREERTEL
TWET, WXPFTIERR [CLAHEX) RVIEED A TIEAL, 1000 AHT=YUDAHEWNSHIIERICENTHLZEDE
ERAFHBEINTLET , ZOFHERZRIZ DT, §E DIC AEMTIEMBIZHITFEETL . RA—RXSAVYRI(ED
BREOFARTCROEEBEZMNRET M AIDOFOVREDS A VR EDORTRREMRICONT, 3RS THE
BLELI BERERTIET U RTATFAILETITHM) . ZORRTIE. FRIFETE40%DLBRMEEEDE LK
My DIC BHIZHRELIZIHE. 1000 AHT=Y 76 ADFE LRI T HENTESEHEIZHRYET, — AT, FRIEL
R 25% Dt E O RIMEE DIC BEITHLTIX 47 A/1000 A, FEIFET-R 10% 0D LLERAIERE A BUME M DIC &

Question: Should recombinant human thrombomodulin be used for sepsis-induced DIC?

Bibliography: Matsushima A, Sakamoto S, Yamakawa K and DIC control party. rhTM for sepsis-induced DIC.

Quality assessment Summary of Findings

Participants | Risk of bias (I istency Indi Imprecisi Publicati Overall quality of

Study event rates (%) Relati Anticipated absolute effects

(studies) = FELETES With With Recombinant human | SToCt Risk with Risk difference with Recombinant

Control  thrombomodulin S E, N T iman TrOMDOMOGUIN 120 5‘! \

Follow up

All-cause mortality (criTicAL oUTCOME)

838 no serious (no serious [ no serious | serious undetected Seiade 94/417  TTMA1 RR 0.81 Low
PR . . E . - - g
(3 studies) |risk of bias inconsistency indirectness MODERATE (22.5%) (18.3%) (0.62-1.069 100 per |19 fewer per 1000
1000 (from 38 fewer to & more)
Moderate
250 per |47 fewer per 1000
1000 (from 95 fewer to 15 more)
High J
mper 76 fewer per 1000 /
1000 (from 152 fewer to 24 more)
Serious bleeding events (crimicaL ouTcome)
821 no serious (no serious [ no serious | very serious |undetected L] 19/408 19/413 RR 0.83 47 per 8 fewer per 1000
(2 studies) risk of bias inconsistency indirectness MODERATE (4.7%) (4.6%) (0.22-3.11) | 1000 (from 36 fewer to 93 more)
DIC resolution (mMPorRTANT oUTCOME)
191 no serious (no serious [ no serious | serious undetected il 3297 43/94 RR 1.28 330 per |92 more per 1000
(2 studies) risk of bias inconsistency indirectness MODERATE (33%) (45.7%) (0.93-1.75) | 1000 {from 23 fewer to 247 more)




[ZXLTIEZEDFEE 19 A/1000 A&, BIEIZHEBDIZONZDOMRILFEBLET . CCTEELIBEEFD/NFUR]IC
DNTTY A, BIAE B EFICH T SMBEERECARAUERGFL-BEDORETEIEEEICHTFSTHRLT W EED
HMESFHENIVO—ILBETRELTVET, Z0H B EHEIZT T HR—RX54 ) R Y% 5% L TEHE
ZULMLFEL, TOHER. 1000 AHT=Y 8 AOHMMEEHEEB ST EVIFERTL -, FELHED/NFVREREHT S
BRIZIE. SO KSR VIEEDH TG RVIEEEZERTHIENAROONTVWET , SEDFHERIEA—
ARFAVRDELT10%~45%DHFDEDSILELEEDBEEZRNRELIZGETHO>TH. EAFZ LEDEVSHER
NTTVWET, (RICKZLELHLIEBENADGEE . HEI—EDEEETENRZ LELIELHYET, )DIC XK
BETIEZDESIZ 1000 HI=YD ALK NNT £ B EL- LT, EEHED/NFUREF@LV=-LELT=,
UEDZEICKYFELT. BRIFZSEDIAVRED AR S(IRT HHEELHELE 2B LHIELNV=LELT=,

FEAAVD  VARTITAVILEL—+ AT F YD RIZKBROTATHI T FILDBB/ONZ L BERHFT
HEHAZEFFALIZIZT ELGL, KIRIE RCT D=0 D+ RHEMET (FIZITGEM. Bl cHAZ L BEMICHILD!)
RID®HDLEEET HE. KFE RCT IC& - THEMMMNMAINSETIEBEELAEVEVSDOAS BDO—ENEE
AATHAHAERD,

DIC MI[EI% :

Minds 2B ARSAMERI a7 ILICEYFET L BBEAAMRSAVEETZELOEEEDSVERTAIZD
WC. IETYVADVRATITAVILEA—EZ D#RKREHE . BMEBDNFUVRGEEZZBEL T BELEREDER
EEXETAOICRBEEBEZAONIHRFZIRTTIXEILEREINTUVET . ThbhLE BENADHEREZRET
BIEICIE. T LHLKRIFE RCT ICKYBEI SN TOIR BT BIRBONBIIETUREVRATITAVY
LEa—ELSFZEFRAVTAFICFHET 2 ENKRHOLNTLHET,

JAMZBELTOFHiE. KDL CQ16-2 [THEFELTINAVRED AV VR ESICET IERBFHEAN LD
IETUANTRBLTEY . +RTEATATOER A BENAITHESITIRMZUZOFHEIZ DL TIE. M ABKIZHE
ATEERBLUNILEBENRICEIAIAREARDIRMNEPLEZEDEFHHEERICHESBENRRLGE | SESFEL
BEREEHIDENHIESNTVET , TN, Minds BEHARSAUERY =27 /L TE[ARMNIBET B5EEIC
DNTIE, BEREN SIEOTNBIELEINTEHY . BHEITITHERZTEBIEICRRT 5 LETEEE A,

LERRDOIRMIETAIABRICOEFRL T HEEXEZDIRMDIAIZUTOXEZEBRLM-LELT:,
[CAETIZFORES 2 AEEIZE T BEDE BN RAFILIRESN TG, ]

BENGHEMYRIICOVWTERBEICVRATIT(vILE 2 —F RN TEHEE T EL =, DIC TP TITLVEL
LR ELRDNSY ADFHEBERICDEELTFIAV MDD TRE L TEYEIT DT, TH5ETS RS,

ULDEBHICKYELT, HRIESEDAVRED A B EII T HHEREHE 2B LHIENLEL, J8
DR, FALLBRELLLET,

FEOAVRR 28 HETIZEMNLLY,

DIC ¥i[E & :
BEELNGIVMKRTOIET UV RADEFEDKSIFHET AN DWTIXINETIZERTATIVYE-DIC »t5REE
TEUEUERICHES TS ETY Minds2014 ARXTURTITAVILE 2 — Do RBEZEGBREIZAREELT.AE
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ENEBEERTREI(IVT L 20FHYET, —DBIX. TETUVRADEEHET EDEITL—K 5 ERD
SHEDRIE-ESOHE. DERRTY ., —DBELT HRE (HEREDBRI)ZRET DEIC 4 EREREFHLETH. TDS
LEDWEEFDNTURETFE T AR BEWVLET . COBEIE. BEELHIN G ENS XYL, 95%EFERX
FNREDEBEDLEIAIZHINEZEZ DLV SIZANBEYINMELAER A
SED CQ16-2 IZHEFFELTIX. ECT7 VM AIZEEEN LGOI EN L., [FEESITEI IV L—FET. T

ETVADEFZDOMDE VT L—RERN—DILWELEHLTHFEEB) ETIFTHELTWET  F- . BF
IETURDEN B LHIESNIGEITIE, HEDRSTAR () LHETEHELHYET LY, 4 [E DIC xHRIETITA
AVEBBRLET INNLIZEEEN GV LEZETERL. BTFHICH Q) EHELTEYET,

SEDHREEFDNFVADFHEER T, BELIFEALEZERTIDLEDLGWRATITAYILEA—ERTH T
b BANMELET HFHAIFEAN K HEEDOA MM FHERETEIN? LGN ?)ICDONTIE, MERTHINEELEE
ATWET, CORITDOFELTIEIAVMDICH T HBRETELFHMCEHL TEYET DT, TELITSHIZSLY,

LITFIZ. Minds B8 EBHMRFSAMERT =27 IL 142 R—STIRRINTWSA—HEHSRLLET,

BHEAAESY |EmRUEBRERISHTET LTI —E
A& | EmiERED (19BETORA) IETFUAMMBEIIRCTIZ#(A) "ABRE2—k, REFREB (C)HhBRE—h,
T A|6BERI LA DT LT 75 —1H0.6me/ keffiE *BRALE"E(=2)", "R/ BEL-1)" E0)” D IERFE
M| TR **TE T ADRSE"R(A)", "dh(B)", "§8(C)"., "IEHEIZF(D)" D4EZFE
ok BEEIETFIFNLOEENE(N~9)
IEF ABE YAVANE (T OMhLE)
Tolt | t5R N )
FET |47 (g e | (B B (5 (34m A |RA el LTS =
Trobhls HFA/ AR e = |Fmre i NAT (B (B (8o (%) B 3o (%) ,';{ EHE | EHEM M F |3Avk
wEs |y Al |m=H (B |F 2 |F wey |TE #
| 1) #Hx
&) ")
6hA#OKET [RCT/3 0 0 0 -1 0 1960| 456] 0.233[1976| 464| 0.23[RR | 1.0101|0.905-1.134 A 9[ZAt LY,
.?:fsffgmmi RCT/3 0 0 0 -1 0 1960| 1226] 0.6261976| 1176| 06[RR | 0.9231|0.827-1.041|B 7[mRS0-2H3F 9 b h L
:ﬂl@r‘fﬁummﬁm RCT/3 0 0 0 -1 0 1961| 29.5| 0.015/1977| 145 0.07[RR | 4.4371(2.013-9.777A 9| g H {5 D [F EAEDFL TS

Z D Minds {ERFXD— I TIE. 6 A BRDIKFHEENSTOMILONRHEEEIE RR0.92 (0.83-1.00) THEEEHY
FHA LOLELAS, ZO—FITIEZD RR0.92 ENVSZETEMAHAHEHELTEY. SHICIET UV RADEIFZTETEL
FBYPEE B)EFELTVET . TORITRENIEREXEZDEAH (Minds ZEAASAAERLT=2T )L 162
R=U) T UTOLIICEREHESINTLET,

Tt M (£ T B4%, FELEILIFEALED LS. ADL RIFEEN-KET B, CHlE, FITIT5—EREICEOT
HKETBEZFLBEEFTRL TS, J

ZDESHEHEFEREZ(TEL T, Minds BEHARSAUERTY=aT7ILE 5 ETERNAEICRST4ILAR
TOH#RE 2B EZFELTOET , H<ET Minds DRT—HFITIEHYET A, KCQ11-2 DKRICEREITENEEZ BN
F7,

SEOBARREIMIES 1 RZ1> T, TOHREFFEHZEELT Minds2014 AREHRATAHILITHE->TEYET,
BAAESA A TIRREIN TS A ERICTELITEINL TEE LTV ELS: DIC X RMOFHEFERICOEEL
T HEZRFBWEODORSTAILHRICESFEWNVSTEE, CBEEEITET EENTT,

LRONBEHBEXEEZOEZREEHICKMRL, TOEZKIBICERLEL .
[TETFXDEILHERIELS (B), 20 FF L[F]S AJGEMHA B L EHIBTLT =,
LOLGHE, DT IRDLEL TD 28 FECIZIEEDZ)RHTEEIZHEEN RSN THS T, HREDBIERTT S
B IXE DRI+ B ELHE T BBELHEEEL. I5/Z, HMIZH T BFMILTHEEMRLEL. A EEIZ
BIDBIARIEE V=0, MAFT BHE D DHEIFEEEICL> THDNBEHNEESINS,
LILEDERFEEHIZFIBTL . HEEDHESIZ DU TIERTFHIZFHBL . NAZZFFT S5 T, §5(2) 418 LT=0 ]
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FEOAD  BIRENT=BRCT DA, 2RCT [IA/YUETHRELTHY. Placebo Control [E Vincent @ RCT D

HBTHD. ~N\YoEIAIA—)LELIIEEICIE M OB MEEFHEILED TS0, Shid. AN DERATHSH.
rTM DR TH LM IR HB%ELY, Vincent D RCT Tl SELEDE T O A[EEM. B EHHEDEMDATEESES KU

DIC BERREDIEMDATEEMZERIEL TS, B S HHELIFETERICET HHEEMIT1RCT DA TEL, LEEEEE

FTHLWEED/NTUR"EQARN #JA5HA) ED NGOV RANBNDE SN DBAELY,

DIC PI[EI% :

CHRMEEEELEY. KM EHEDTHEICFAL TIEZTORMBHEIC K >TREGHEELZ(TLHAEEREZ L ALY
DIC X EMTERBBLTBYELS -, SEMFRELE ST 3RCT DI5 ., ANYURBELI-FFE(L Aikawa SRXDHTY ,
KY 25X IE. TR BHEHONIIFREHTT DT, N5 2RCT ITHERAIXERELIZSZAT. RTH LU HMHE
BOHEICEL TEE QRN -FHEETUVEL,

ZTOHFREHRLLETS,

28 HIET: (Aikawa SRSIRED 2 3/XX)

rhTM Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Takahashi 2011 2 g 2 g 2.8% 089016, 4.83]
Wincent 2013 BE 370 a0 3IT 49ri% 0.83[0.62 1.11]
Total {95% CI) 379 379 100.0% 0.83 [0.62, 1.11]
Total events Ga az

001 01 1 10 100
Favours [experimental] Favours [contraol]

Heterogeneity: Tau®=0.00; ChF=0.01,df=1 (P= 0943 F= 0%
Test for overall effect Z=1.28 (P=0.20)

3 EmXERAT RR 0.81 (0.62-1.06)
Aikawa FHXiRE RR 0.83 (0.62-1.11)

Hi I 1% & PHE (Aikawa SR XIRED 2 5/3X)

rhTM Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI IM-H, Random, 95% Cl
Wincent 2013 19 3N 17 370 100.0% 1.11[0.589, 2.11]
Total {95% Cl) KTA | 370 100.0% 1.11 [0.58, 2.11]
Total events 14 17

001 01 1 10 100
Favours [experimental] Favours [control]

Heterogeneity: Bot applicahle
Testfor overall effect: Z=0.33 (F=0.74)

3 EmCERAT RR 0.83 (0.22-3.11)
Aikawa F&XiRE RR 1.11 (0.59-2.11)

BIETE T RS —h (RERD 3 /)
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£}
2% DA 13— gy [ [ A T bl 67| g
7ornL 12/ (T2 |mae [T e S mm ma (B9 (00 (B9 (BS (o0 (R BR lmmmm Lo B2 oo
R o [* * gz @B |F B |F =) ﬂ{' W&k
| ey BN
28AFET ?CT/ of o -1 o o 417| 04| 225 21| 77| 183[RR | ostlo62-106 |m(B) 9
1 ?CT/ of o -2 o o 408| 19| 47| 413| 19| 46RR | 083[022-311 |sh(®) 7
BIATE T RFHE S — b (Aikawa FHXIRED 2 /)
E0)
2% DA 13— gy [ [ A T bl 67|
7ornL 12/ (T2 |mae [T e S mm ma (B9 (00 (B9 (BS (o0 (R BR lmmmm Lo B2 oo
R o [* * gz @B |F B |F =) ﬂ{' W&k
| ey BN
28AEE ;CT/ of o -1 o o 379| 82| 216| 379 68| 17.9|RR | 083l062-1.11 |d(®B) 9
1 ?CT/ 0 2l o 370 17| 46| 371 19| S5i[RR | 1.11/059-2.11 g;ﬁ)’: 7

BEMOBER. AN)URMBTHS Akawa X ERIVIBE . EET7 VMILICHT2MREEESIVZNOT
ETVRADERFIREFEHHYELATLIz, —AT HIMEEHEICELTEINETONAZXFTHHRMND
XEFLEWARANEEDYFEL, FSITTHRBIEETELEY . AN U5 BRI’ EL TS Akawa SRiXDF
ENTTWBDEEZAFT . FHEMBTRRMN 1 SHXELoT=C&ICkY, HMEEHEICRTHIIE TV ADEITIFFEIZEH
(D) EERITHYELT,

COBBTBEREAICLELT. HEEDREICOVWTLBERFZWV-LEL, 2AMEIET VAN EIFSE
CT7VMANRLERLGT IMILTHAHEFHE T 51=6 ., PFE (B) LFFlILELI=. =, MEF D/ RIZDL
TIRINFTERFEDTIMLDARENELYES D TLYEEICFHEZITLVEL =, LMLEAS, RR (LT
FXHEIRELEX NNT-NNH ZE[CLIEERLERO VT NICEEELTH EKALLTEAEFZ LESATREMEAFL
EHIBLEL =, Fo T RBMIGHRE XN AZIFF I HAMRTHE (2) ELFELE,

Lt BRMTOBREBEZAFLT.DIC MR TIEAINFETOHEFTMICERIIDHELROEHIBRLEL -,

ZLTHBRXEEDELEDONSVADIAIZLTZEIREL=LEL,
[— T, AN/ REE CTHE L /= Aikawa G8XIEFOGRES 2 B ED M MNE S HHEZ5FE T B Z /LB Tl
AJEEMED B BT=0D., [ X E LRV EREHT AL ITL TITo/=s EDHEEIX RR 1.11 (0.59-2.11)THY., I HIZH MEE
BHEDIEZ B AJBEIHE B E TELUIVELSED TH o/ MERIICHIBI T BE. FORES 2 Y EELIZLEH TS
GEHEIEND ATBEIEIFE ETELVEDD, FEDHEDINTREEZBE, 2565 F[E1B AL BV EEHHL . ]

COFHEFERISONTIE, SRIERT IBRAXITENTEHN S FEICLTEYET .

| EIRBEBRBEOEHREANR
FOVARES AUV BEDIETFUALAILIZEL EEREIE 1 2F-0TODHDD ., Minds IZHENTEYEERT A
FLINTVBAHEBEIC OV TIELZEFCLINANERATHIIEERLTEY . SSICHE/NSANNT 52
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THAREMEXFIT AR THD, — A BEHITOVTIIHAREGYRAVEMERENTELT . HIM) R4 @F

BROBEZLEINILREKMIZIEREEZAONST=8, DIC X KU TIX“HEIZES D" EHIMLI=,

B InfEME DIC [TV EF k-

B fETE DIC BEIZxL T
avEF UM rAVRED DY

16-2 rOVREDAYEBEEEITS
7 /;;" | mmia s+ 5o L ARG
' 295 (#42 2B)
| E3IRBERE |
W (oS DR ERE
- _ - _ - _ - _ e £ThHP)IZ
RIBLGLCE | RIELGLCE | RIETAZLE | RIETACLE | 2TOC)S | BEOREIS | "
X T
RHETD (8 | FIERTH(H | BETE(HL | HEFLEL | HLOEFS | BLTHRIE bf“L\(ﬁﬁl,\:
LR L) He22) He4E) GHNER) 243 ¢ o =
0% 31.6% 52.6% 0% 0% 10.5% 0%

14 (5.3%) ; BAREGHER T TELL,

HEICEHTHIELRMER
@ BEMERRELTHR T HITETET VAN DAL,
Q@ SffEERTHY ., RE. EUNHFEO-ODKRE RCT LEITHTHE=H. TOHEREFONETH S,
@ #HIIRR, FHEREIVEELEIERLL,
@ Minds Tl&. #E&HE M confidence interval A 1 ZF=LVTWWTH, BRERMIICE RN H LIS LHRETHELTLVD
NN EFCRRETTBEREDNARBIZHEVDLGOMN L., BELARHEET D,
® HmMOAEEENAEETELENR . BERTOIETUVALANILTHESTHHELTLESDIIREBKREEHONS.
® MRHMIXBDDLELHEHEMBICEZDLEDFEALEZE—FER (Vincent 2013 RN EH TS, #EX) X
JTHREEDNFVRZF T HE FTDOAREEA VLGV EE CTRARAZ S EENBEZ LRSI LIZNS E
BREEICEASEELEANE. FALGVIEZHHEEL. AXIE WV TBRRDORIGICH T LHIHTHERAT 5
EEPFILRNETHIENREDIE T RITA>T-HIBTIEGLDEE RS,
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CQ 16-3: BXMfEE DIC [C7UFhAOVEV DHREETOIMN?

* CQ—PICO JREIZEDF1E

Severe sepsis R RELI=TUFLAVEY KREIRE O KRE RCT (XFET HH. UM DIC xR EL. BAD
REBESEFRAV-HRENDEAMERETLT RCT IX Gando (Crit Care 2014)5N—WDH ThHd. By EBRIZEH
UWVCERIE DIC BEITHT 27 FROVEURSICEBVWTEMEilZhhh TEY., EEY CQ THHEEZ AL,

PICO IZRAL TIE. MR IES E D ET TIXEMSE DIC EBAFESNTLSXHEKIZLIFY ., 7O LIFERKRIZEVLWTEER
EEZOND 28 AT, L& HHE. DIC Bl & LT=, 423 DIC T—F U JJ IL—THOBRETENETNDT I
LOEEEZRELI-, TOFHMIZ8 AP 5 AN BRE(FYRIZEE625%) L. 28 BRRTIXI(EKXR, RRIE9) . HmHE

BHHEEIL 7(EX, PRI{ET). DIC B (EE. FR{E 4) THoT=,

* X RFRRX(HEERSATONE, EOXERFXLIEE)

(D (Disseminated intravascular coagulation) AND (randomized or randomised) #&%H 2015.2.12
@ dissemianted intravascular coagulation” AND “random” ##&H 2015.10.31

K XEEROTO—
MRETL 1 TOMEER BT 2 TORFEHBE
(n =221) (n =264)
| |

ERE - Bt

(n =264) ! (n =237)

sz Feot

Eﬂﬁﬁ_ﬁﬁ'}_ﬂ N (n :23)

(=27 RCT TH\™ 10
HRWRILDT

AR P L
(n=4)
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* & RCT (i
Outcome 1; 28 H3ETC

T obhL 28HEL
LELES AP RY R %
ET AT y
BRIAT |31 | 13 |ERRDA zoM S YRIAB(T S HAR)
72 |72
S TokER
52 [P e | »i w7 |mm T2 HE |3t A (A AR |
wra—k (FERTIHL) o7 (BB BB rr (5 [obn|mm 0D (B lue (an (wm T7HEE (Bs B (o0 ([B5 B 00 [BF R (mExm
L[4 9 iﬂ iﬂ ik 72 b3 ¥ & F = (fiE)
Fourrier |poT -1 -1 -1l -1 -1 18 9| B0l 17 7| 412|RR 0.82{0.40-1.71
Kienast RCT -1 -1| 115| 46| 40| 114| 29| 254|RR 0.64|0.43-0.94
g"i)SIhziV"’”‘a RCT =il =i = -1| 8| 3| 375 8] 2| 25rRR | 067]0.15-2.98
Gando 2013 |RCT -1 =1 30 4] 13.3 30 3 10(RR 0.75|0.18-3.07
control ATIII
Author Year Total  mortality Total  mortality Risk Ratio [95%CI)
Fourrier 1993 18 9 17 7 ——— 0.82[040,171]
Kienast 2006 115 46 114 29 -—l—- 064[043,094)
Nishiyama 2012 8 3 8 2 : 067[0.15,298]
Gando 2013 30 30 0.75[0.18,3.07]
RE Model IV z=237  p=0.01794 tau2=0 —— 068[0.49,0.93]
Q=04  p=0.94095 12 =0 | | | |
0.14 0.37 1.00 272 7.39
Risk Ratio
Outcome 2; H M4 & HHE
FIobhL H & GHE
LR RATRY R Y%
CTAETY y
BRIMT | kq | 5 |EBRDS YRIAB(T I HLE)
TR | 7R
a8 lwg HE s A A T lmm
WEa—F t | Be |BS (%) (BE (BHS (%) (& iR EEXM
& ¥ & ¥ =) (fi)
Fourrier 18] 1| s6| 17| o ofrrR | 0.35]0.02-8.09
Kienast 1s| 6| 52| 114 8] 7|RR | 1.35[0.48-3.75
Nishiyama
2012
Gando 2013 30 of o 30| o ofr 1]0.02-48.82
control ATl
Author Year Total bleeding Total bleeding Risk Ratio [95%CI]
Outcome ;
3. DICHER:  Foumier 1993 18 17 0 035(0.02, 809]
i Kienast 2006 115 6 114 8 + 1.35[(048, 3.75]
Gando 2013 30 0 30 0 . 1.00[002,4882]
RE Model IV 20.32  p=074538 tau?=0 —— 117[045, 301]
Q=064 p=072563 12 =0 : : : : | |
000 002 014 100 739 5460
Risk Ratio
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FobhlL DICHE R
Ll ST RY R
ZRq7 (KT
2 o LY F13 8 120 YRY A (FIRDLE)
72
P 27 e s (221, HR (R | (oA A | (22 e
g (J77 T s 1] B [H% [T [ BS (BS (%) (BS B (00 (BT B =@M
|57 ok 3 & |7 5 |®
Fourrier
1093 RCT = 0 0 0 =il =1 =1 0 18 6 33.3 14 10 71.4|RR 2.14|1.03-4.46
Kienast
2006 RCT
Nishiyama
2012y RCT
Gando 2013 |[RCT =i -2 0 =il 0 -2 0 0 0 30 6 20 30 16 53.3|RR 2.67|1.21-5.88
AT
Author Year DIC redolutidotal  DIC redolution Risk Ratio [95%Cl]
Fourrier 1993 14 10 = 214[1.03,446]
Gando 2013 30 16 267 [1.21,588]
- 2-
RE Model IV z=3.15 tau®=0 ———— 237[139,406]
Q=0.16 12
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I | 1 I |
1.00 1.65 272 448 7.39
Risk Ratio




CQ16-3 Kienast 2006 X DEWIET 2 EELNTOERAE
A CQIZHBITHREAMEDVEDTHS Kienast 2006 FH3CIL, ZHER LR KFHIE RCT TéHD KyberSept HERDH
T I —TEH R TH 5, Kienast 2006 5H3 (&, MRAEHIZ DIC FEFICRE LY T T IL—TERIZH . T DFEE
HIEERTRESNEDTIEGI >z, TDT- . RFHBREZT DD RCT LRFIICHEMTTRET HIENTEEINED
[ZDOVWTIFZEERSRNTREITREAZITLD. TORWERELT:,
F9'. Minds HEEABULEDLEZITL. LTOREZTELV -,

YITTN—THEHIZDTEDHT AT/ THITDEES G EZH TOLDBEL, FFFEHNCATEITEL, FE
DEEZBEF DY EN THESH TS B HYET . EDLEIGBEIZIL, [BEH T IEL THTT S04
ST BUENBHYFES, RCT L TEHBT SHZEICE. YT IN—THEMHZEHI A28 H L TEIY T 17 DAFEIC
EDDY., ENDT IIHLIZFEEEZ S ENEESNSBEIE/NA TR IHHEEZLZSNET , EDBEEIL.
[ERINA TR IDI S FALIE I &, VAT IDZEDKXEFFUL-2), KENEFOZGL, SLEENY FHF DAFRAT
THTHNIL -1/ L5HELF T

ZMDIREFELEIZ. DICKHEY ., BEXUTHTIVIPINTKienast 2006 X EE LY TV IL—TRITAIDHNLHE
[ZDWThEMEIT o=,

FTERREDHEL RCT DY T T I —THEHET R THEARELTHERICT 50, HHWEE<DEHIZEL
TRCTELTIRATAAEEMZZ T A BRELIBR. T XTOY IV IIL—THBITRNEH AR RV ELTRIRLE
W& ARRMIETUREFALIZAMR AU ERELTIEO LABE Y TG EDfERICE S T=,

FOTHEMARICEALTIE. YTV I —TEBFHAERSNI-2 T, SGIRICEDHIEE SOV TEIYF FIZEA AL
CEDHERINT=D . NATANFET HAREMZIEEICEREL. 21O RZETo1=

Lt BEEROERAEHELT.RCT OH TV IL—TEHFICOVTIEARICECTHFEREMLETEIUTL—F
FTEHILTHRIEMNAIREGIZE (X, TNEHBRLTEATAILTRARIIB ITHEELN AT,
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CQ 16-4: RUMSE DIC (ZAV /RO N REBRETEOBRSEITIN?

* CQ—PICO RFEIZEH#EH&

Severe sepsis ZXRELI=AV NI BREREEFEZED RCT % 3 KEFELET SN, I DIC ZxHELT=3CHKIE
Hsu JT 2004", Nishiyama T 20122(% 2 KD & TH>1=. PICO [ZBAL TIZL, MR I MIEM DIC LBAFE SN TULVSITHK
[ZLIRY, POMALIFEERICBWTERLEZOND 28 BT, it &6HiE, DIC BRiELT=. LAL, FALIz2 K
DXERTIEH M4 & HHE, DIC BT D EEHITK, 28 HIEETEDAHIRETLT-.

KA XHERRX (HEERIATOAIE, FOXEHBRFRX L)
(D: (Disseminated intravascular coagulation) AND (randomized or randomised) #&%H 2015.2.12
@ dissemianted intravascular coagulation” AND “random” ##&H 2015.10.31

* XHRROTO—
Hida=sl | ToHERER Bl 2 TSR
(n=221) (n=264)
| |
Y
wEEn =48
(n=264) ’ (n =260)
¥ T
SRR | (n=2)
(n=4) RCT Tizun 1
BB RES:
MTABRED:
L
%% RCT OFE
Outcome 1; 28H3ET=
FProkhl BHFEL
ERFR HRATAYATS

ELET]
BRACTR | 1347 | iy [EERDIA ol P URIAB(PHRHLE)
= 2
sug [ lwa |wm baret a4 ok b o A TA AR | BHR
FRI—F |FRTHF1 L=l nr |o s F=E (HR (A |HE O |BR (BS (W |Ba (B | |({EE W |EEEM
Lfe |20 e e 22 |Fhi AT ETA
Ak dik 8 |F # |F () | (D
e | A
Heu 2004 |RCT 1| - [ ol - o ol - ol - o o o o 0| s 3| | 6| 24|mR 067 [0.28-1.50
;"[ifl:i’a“‘“ RCT o] 1| -2 ol -1 o ol -1 ol -1 o ol -1 ol -1 ] LI ] 3| 375|RR 1.5(0.34-6.70
AV (BT SEILIZIEA) x o
AT AT |3FH|EC [T® H oM
L i 4 o ae
mage |27 |0 |og oz low o GM AT
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GmMm Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total VWeight M-H, Random, 95% Cl Year M-H, Random, 95% CI

H=u 2004 5 25 9 25 T47% 0.67 [0.28,1.59] 2004 —

Mishiyarma 2012 3 8 2 8 253% 1.60[0.24, 6.70] 2012 E n —

Total (95% CI) 33 33 100.0% 0.82 [0.39, 1.74] -

Total events 9 11

Heterogeneity: Tau*= 000, Chi*= 084, df=1 (P = 0.36); F= 0% 9o o 10 100

Testfor overall effect. 2= 0,52 (P =060}

Outcome 2; HItH & HHE : FEM7%L

Outcome 3; DICE# R 3= : ST{f %L
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CQ 16-5: BXMFETE DIC [TA/) 2 ANV EOBREETSMN?

* CQ—PICO RFEICELHFE

B JETE DIC (ST AU EIREDNRZALMN T 518 R BEP)ILERMIE M DIC EEIZRELT -,
Fo. AR THEATMREGHEEZELLT. AA DM EAR)D AR UEERALIZ, 7ML (0) IKEREKIS
BWTEELEZLND 28 AT, WIS HHE, DIC BEfRELT=,

* XERARX (HEERSATONE, ZOXERRFX L)

#FE 1 (Disseminated intravascular coagulation) AND (randomized or randomised)

¥%EB 2016.5.1

#BEX 2 “dissemianted intravascular coagulation” AND “random*”

¥%EHB 2016.5.1

* XHRROTIO—
fashTh | TOfREER. fashTl 2 TOMREE R
(a=221)0 (0 =264)¢

At
(g '2"5.5, (ﬂ =206)c-‘
%%%‘& > RCT TH: v
- ABNELL .
ﬁlﬁiip‘; E): +
v ﬁ%%w
Eroy 2= . (n=12)~
(n=15)~ - RCT THV: 20
ARPREL L 60
AR L 60
| ¥
(n=3)
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% %& RCT )&

Outcome 1; 28 H3ETC

FIbhk EoeE A
EBIE7 A7 RS
= [ -
BRI g | i [EORA URZABUZI ML
Fx | P
R
N s (i AA [nA P
Wya-r (BTSN wh B (00 (B (B9 (00 |BE e meEm
s |7 8 |7 B
Alkava 2011 [RCGT =1 42| ol 2143 a8 12[ 31.58|RR 147|070-3.10
Liu 2014 RCT = 1% G 40 22 T 3182RR 08033150
Heparin Others
Author Year Tolal  28day mortdltgal  2Bday montality Risk Ratio [95%Cl]
Aikawa 2011 42 9 a8 12 —_—— 147[070,310]
Liu2014 15 & 2 T —_— 080033 120)
RE Model 1V =04 p=068821  taud=002 —— 1.13[062,206]
=11 o=020151 12 =1012 r : : - . .
022 037 061 100 165 272 448
Risk Ratio
. AN
Outcome 2; H It & HHE
FIAL & SRR
R BAPRY A
=
BRIAT i |5 (O To® B YRIABUFI AT
7R | 7R
N FOr [ER
= D ZhR
[ vl U hh |EF (FE IR |t A [ITA R
Wma—p (AT S (LS BB R o e (B0 EE g foa wm (TPFEE RS mG 0o fms s (oo [B2 fEE swem
£ i Lefie  |fe e hi (& (i
o (L mk D1 5 |7 5 |7 L
?{‘:“a:“a ROT -1 -1 -1 = = = -1 1| 42| o o =8 2|szeaFr 551|027-11131
Aoki 2002 |RCT -1 -1 -1 -1 -1 -1 g 0 0 L3l 0 0|RR 1(002-43.7
Heparin Othars
Author Year Total  Major bieedifgal  Major bleeding Risk Ratio [95%C1]
Askawa 2011 42 ] a8 2 - S511027 1113
Aocki 2002 6 0 [] o 1.00[002, 4370]
RE Model IV 0BT p=038364 tau’=0 . 284[027, 2088]
Q=048 o=048822 17 =0 r . | r . .
002 014 100 739 5460
Risk Rato
FOkhL B
LS PA7RY A
EXFEE
BRI 5 | i [EOIBD ok FEEE YRIABUFDHILE)
PR | 72
N 7ok [ER
Pl S el Feg s g ([ o] o e 2%
st | e A kR T co B3 B %0 |5 (e leme
. £ |1 [k (2 5 |7 = ey
Ailkawa2011 |RCT =1 -1 -1 -1 G75] 35‘ 201 5556|RR 082(057-1.18
Heparin Crhers
Auhor Year Total DIC resoktidotal  DIC resoktion Risk Rato [95%C1]
Adcawa 2011 40 n 36 20 —_—— 0E2[057 1.18]
FE Model IV =105 p=029273  tau¥=0 ——— 0E2[057 1.18]
2] [ 17 =MaM

r
055

T T
a7

o8z

T 1

100 122

Ritk Rabo
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CQ 17-1: BUMEEIZ 15 FREBFARMALE D FRiEL THRERZE, BiER I 0T MIRWZEREREE

o—~

oM

*CQ—PICO REICELFHE

BMMEREFICREL- DVT DFHEETDHRZHASHNIT L6 HREBEP)FMIMEICREL . F
oo R TEATHN TS DVT DFAEELT. AA D EANR) AN FE BN TS BIRH
EREEERALIZ, 7O LA O) FERICEVWTEELEZONS DVT FIEE, PE RIEE., S HHERER
&L=,

* XEBRRRXHEEFSATOAE, 2oOXEBRRXLIOH)
(sepsis OR septic shock OR infection OR critical care OR intensive care OR acute ill) AND (venous
thromboembolism OR deep venous thrombosis OR pulmonary embolism)

BM%ER 2016458 1H

K XHERD7A—
PICO IZE T 5 Xak7%L,

% & RCT MM
%195 RCT %L,
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CQ 17-2: BMSEIZH 1T FEPREARMATIE D EWXE D LSIZIT5H ?

*CQ—PICO REICESEE

B e B FICE YL DVT DRZMEZEHALMNICIT 526 HRBEP)ITRMEIZREL . £-. T A D EH
45 TED Wi (BRERAEIR . D-dimer, EI{&2HT) T DVT ZHEITS. B (C) [XH D TED W% (BRERAEIK.
D-dimer. E{&ZZKT) TDVT ZEIZITHENELT,. 7ML (O) IEEZE-NATHIEITLHIETE, PE HiE
=Ll

KA XHBRERX HEEHFSATOIIE, FOXEBRXLIHE)
(sepsis OR septic shock OR infection OR critical care OR intensive care OR acute ill) AND (venous

thromboembolism OR deep venous thrombosis OR pulmonary embolism)

BM%ER 2016458 1H

K XHERD7A—
PICO IZE T 5 Xak7%L,

% & RCT MM
%195 RCT %L,
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CQ 18-1: ICU-AW D FRAICESHRIEEITIM ?

PICO iRTEICE DR

1) PIZOWT:COEBCTHRMEREICRELMARIXIFEAEFELLGL D, AR BEELZRONEREH
HVEEFAREE ELT-,

2) C/IZDWT:ICU-AWIZX T 2B DB LT AMEILIZLAETHN TULVELD ., EXFH R T ICU-AW FE
FERET IMLELI- RCT A ESNTEY . M A D EESHRIRE . BB (C)ZIFBITRHEL.

3) OIZDVWT:ESHRHIZKY ICU-AW ZFHTEAMNIEELRIETHY. Primary outcome & ICU-AW
FAEERLLT-, MRC Bt RAOTAETII LK FREZHARTVIHELHY . HAEL TV LITEML
f=o F1=. ICU-AW RJE(C XY A TFER AR A ICU FEB BN ER T HEZEZONTEY., ENLL TN
LlZEMUT=,

* & RCT MEHM
ICU-AW HJE 3
(http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD006832.pub3/epdf)

AE
(http://onlinelibrary.wiley.com/doi/10.1111/crj.12234/epdf)
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CQ 18-2: PICS M FFHIZRHAV/N\EYT—a> %75/ ? (ICU-AW 2T)

* CQ—PICO RFEICELHFH&

PIZDOWT: MIMEE R RELIZARMNFELLEL o T TORREETAFERELL -,

I/C IZDWVT:PICS IZx 3 5 F - B 7 7 DN AIFZIEIZHT=5h . RCT TEHEIN TLIS T A LIRS
NEYT—2av AN TRIFEFGVRREIZHY  BEUNE)T—2aVE N ATEBELTEE L (RFRITDOL
TlIthd cQ TEYHKS),

O:PICS [ZR8:E Y HIH B (ICU-AW BHEIE1ZE. QOL BiEIEE. 1S - ATHRIFHM) 27 Vb LELT=,

* XERRX (MHAEESRINTONIE, TOXIERRRBERE)

@ ; (" critical ill”[tw] OR “critical illness”[tw] OR “critical care”[tw] OR “intensive care”[tw] OR
“mechanical ventilation”[tw] OR “mechanical ventilated”[tw] OR “Postoperative care”[tw] OR sepsis OR
“septic shock” OR “critical illness” OR infection)))) AND (((rehabilitation[tw] OR “physical therapy”[tw] OR
physiotherapy[tw] OR exercise[tw] OR mobilization[tw] OR “mobility intervention”[tw] OR “Rehabilitation
Nursing”[Mesh] OR “Physical and Rehabilitation Medicine”[Mesh] OR “Critical Iliness/rehabilitation” [MAJR]
OR “Activities of Daily Living”[Mesh] OR “Quality of Life”[tw] OR “Electrical muscle stimulation”[tw] OR
“Stress Disorders, Post-Traumatic/prevention and control”[MAJR] OR fast-track[tw] OR “muscle
training” [tw])))) AND (“ICU-acquired weakness” OR “post—intensive care syndrome” OR “motor function” OR
“Physical Functioning” OR “functional status” OR “physical function” OR “ventilator days” OR “quality of life”
OR (walking OR walk) OR muscle OR psychological OR polyneuromyopathy’ OR (“length of stay” OR “length of
ICU stay” OR “length of hospital stay” OR “intubation period” OR “duration of mechanical ventilation”) OR
re—admission OR “functional outcome” OR dyspnea OR oxygenation OR “ventilator—associated pneumonia”
AND (((randomized OR randomised OR randomly OR “Controlled Clinical Trial”[pt])))) AND (((english[la] OR
japanesella])))) AND adult) NOT (((Review[ptyp] OR Meta—Analysis[ptyp] OR Trials[jo] OR Animals OR case
reports[ptyp])))
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* XEhERDT7O—

R 2T ORISR

n= 697 )
| # Bk
l (n= 605 )
A ~L - WA G
n=92 )
| ‘ e
l (n=76)
S e
(n=16)
B & AR SC
(n=28)

*%& RCT

ICU-AW S&fiE 3
(http://onlinelibrary.wiley.com/store/10.1002/14651858.CD006832.pub3/asset/CD006832.pdf?v=1&t=i82ulw5r&s=5cfda1ff
840b71158f403b6d4956ce08787e28ae)

EEREEE. ATIEREFEAM., £EDE  (http://www.ncbi.nlm.nih.gov/pubmed/23528802)

6WMD
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Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean  SD Total Mean 5D Total Weight IV, Random, 95% ClI IV, Random, 85% Cl ABCDEFG
Butin CCM 2009 105 508 31 143 473 35 707% 5300[29.37, 7657 —— 00000 ¢
DenelyCC 2012 4338 1507 74 4006 1585 76 20.3% 24207528 7369 ——— 00006 @&
Total (95% CI) 105 112 100.0% 47.14 [24.42, 69.86] -
Heterogeneity, Tau®= 23.30; Chi*=1.06, df=1 (P = 0.30) F= 6% '-1E|D -E:D ! 5'IJ 1E|D'

Testfor overall effect 2= 4.07 (P = 0.0001)

Risk of hias legend

(A
(B) Allocation concealment (selection bias)
(€

(
(E) Incomplete outcome data (attrition bias)
(F) Selective reparting (reporting bias)

(G) Other bias

) Random sequence generation (selection bias)

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

Favours [control] Favours [experimental]

MRC
Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV,Random,95%Cl IV, Random, 95% C| ABCDEFG
Kayamt ICH 2015 9105 13 73136 10 2% AGILLA7 1207 geoee @
ShweikedLancet 000 61 B3 40 &9 145 55 T3S ADDEL4BB40 (1111
Total (95% Cl) 12 14 100.0%  4.16(0.32 8.00] 0

I%Iet?;ugenem;{lT;u ;gflg;1tlzh|P:_DD.0023, df=1(F=088) F=0% [50 _2'5 ﬁ zlﬁ 50'

estfo veral et 2= 242 P = .03 Favours [control] Favours [experimental]
SF36-PF

Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDETFG
Denehy GG 2012 300 144 383 423 12 45 67.0% 2401812 337 2000 @
Kavamb ICM 2015 818 222 11 BO 294 19 43.0% 21.80[3.18 40.42] —a— eeee® @
Total (95% CI) 50 64 100.0% 8.01 [-15.47, 31.49]

;':;?;E?E\T:rig:l Z?fz;::ZEiSDAE?; ((:F'hi: E.:ﬁ%al et Fa[\.jouu[:s [ex_psiaﬂrimental]6 Favours [SICDUntI'U|]1 DDI
EQ5D

Experimental Contral Mean Difference Mean Difference Risk of Bias

Studyor Subgroup  Mean  SD Tofal Mean SD Total Weight IV,Random, 95% CI IV, Random, 95% CI ABCDEFG
Brummel 2014 0789 44 7572 17 1000% SO0L08 1081] 2000000

Total (5% CI) 14 12 100.0% 5.00[-081,10.81]

Heterogeneity. Mot apnlicable |_1 m _ﬁlu ﬁ 5.D ml

Tastfor overall effect 7= 189 (F=0.09)

HADS

Favours [experimental] Favours [contral]

142



Experimental Control (Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup  Events Tofal Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl ABCDEFG
Jones JGG 2015 10 114 228% 0.29[0.02, 3.49] 00054 @
Kayamb ICM 2015 B 168 19 7% 08202137 eenee @
Total (95% Cl) 38 33 1000%  0.65[0.20,2.14]

Total events 7 10

|
om0 1 10 100
Favours [experimental] Favours [control]

Heterogeneity. Tau® = 0.00 Chi*= 053, df=1(F=047) F=0%
Test for overall effect Z=0.71 (P=0.48)

S HARS

Experimental 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
Patienshetyl)CCM2010 87 &6 50 85 621 &1 1000%  020(1.91, 231] 00000 ¢
Total (95% CI) 50 51 100.0%  020[-1.91,2.31]

40 0 T
Favours [experimental] Favours [control]

Heterogeneity: Mot applicable
Testfor overall effect Z=019 (P =0.85)

AT 25 HARE

Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl ABCDEFG
Kayarnh ICM 2015 8015 I8 7 7 4 112%  100F541,741] . eoeee @
SthweicketLancet 2000 34 13 49 61 14 55 BAB% -270(372-219) B 000000
Total (95% CI) [] 79 100.0% -2.29[-4.57,0.00] ""‘
Heterageneity, Taw®= 1.46; Chi#=1.27 df= 1 (P= 0.26); F= 21% l l l

ST 0 L

Testfor overall eflect £=1.36 (= 0.05) Favours [experimental] Favours [control]
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CQ 19-6: /MREKMFEIE S av V(0T HREBREBEEE, EDXSIZTEH?
* CQ—PICO JREICE H#EH&

BMIMEES av/MNRIZETARBREBRDOZRIIAEZETIKEETHRRATHY, HEAHTEDTRIRE
BEDN, ThUNDORREBZEICHLT, BUNEINEHAIILEEETHY, "NETH, BRILEHED 3 VY
DEMEIZHTEE—BRIT/ILTELFIDTEINDMN ? 1ELVS CQ FERLIZESS, BHEICKY/ILTRL

FUDICREET, VMNERERMEES 3v (2T 2EREBEIL, EDOLSI2FTEHM? 1E0VS CQ Lo

* XEERDT7O—

STEP 1 XmiiEze
("sepsis” OR “severe sepsis” OR “septic shock”™ OR shock) AND
(pediatric OR paediatric OR child* OR infant OR neonate) AND
(Vasopressor OR Norepinephrine OR Vasopressin OR inotropic OR
dobutamine OR dopamine OR vasodilator OR milrinone OR epinephrine
OR levosimendan OR catecholamine OR amrinone OR terlipressin) AND
(meta-analysis OR  “randomized controlled trial” )

ot
EETEHAZTEARL)

601
(2015/12/30)
551
STEP 2 J . l_> RCTTEXSBFTTERL
1R (DER&EsT) 5";@3 Y
514; 50t
(2015/12/30)
STEP 3 s S
Full text review I P/1I/C/ONA—2R
214

(2015/12/30)

BEDZER DR ZR/E ULICRCTHEH DD, D
2 IFVPEPlaceboZbER LIZED E. ADEDOA
ZEB UIEEDOTHYD . SRIFATEE,
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CQ 19-7: /NREMIEDRIREEDIEIREL T capillary refill time ZFALVAH ?

CQIERDERBEIZH 1T A XBIRFR D, CRTZ B THUME DEIRFLEDHERICAVSVATIT(VILEL—,
L7 IHLERTRETDVRATITAVILEA—FRBEEZ NI, BRELDERITOVTO, £5—20
CQ(Scv0,) EEAMEMAM TT VMHLERELS. Ff=, CRTOBAEICLSE (BEDRE) FEZIK=H, ED

TOMALIFRESNG N o=, HLAMADERESVHEESRICENT, COFHIET RSN
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CQ 19-8: /NRMMIEDRIBREEDIEIEEL T Scv0, F-XEBEZRLVSMN ?

* CQ—PICO IRFEIZE L&

CQ &LT, ZLERIE vs ScvO,, ZLEEE vs no ZLEEME, ScvO:vs no ScvO, FHiRETSNIA, BOEVHENEEE
T, SRTITAVILEA—DEBATREMZTZ T T-0DICELEEE or ScvO, vs TDMDAEEERLIz. 7TIMLLE
BRIZ, DRATIT4vILEA—RBaREM R T 128, BTRICMA TETHX THRESN T OMLLLELOMESE
EEEERLE:. FAMNEETHIRMBERESTICE, CORBMTREETLATTINDIEENLELEILN 24
BEREIEERE L. EDTIMILELT, FDERIRFEREF DM S HHELS CRBSI LAREHINID, RO R THS

MMV RTFITAvILE 2 —RE#EEZ SNT-1=8, §EI® PICO [ZIFX&E&HEHT-.

* XRER
1. sepsis AND (pediatric OR children) AND (lactate OR “lactic acid” OR ScvO, OR “central venous
saturation” OR “central venous oxygen saturation”) AND (randomized OR randomised OR randomly
OR review OR meta—analysis)
2. HEEHEBKRERER
i )(severe sepsis OR septic shock) AND (ScvO, OR central venous oxygen saturation OR
lactate) AND (child OR pediatric) AND (meta—analysis OR review OR clinical) AND (english[la]
OR japanesella])
ii )(sepsis OR septic shock) AND (child OR children OR pediatric) AND (ScvO, OR central
venous oxygen saturation OR central venous saturation OR venous saturation OR lactate) AND
randomized controlled trial[pt] AND (meta—analysis[pt] OR systematic[sb] OR review[pt]) AND

humans[mh] AND (english[la] OR japanese[la]) AND hasabstract[tw]
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* XEERDT7O—

MR 1 TOMRBRER

(n =30)
e
(n=30)
- RS
> (n =27
RCT T2 21
KRR D 6
ARG
n=23)
IZ48
! > (n=2)
RCT T/ 1
RSB AR B
n=1)
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CQ 19-10: /MNREUMEEISH L TR TOSM R EEITOM?

* CQ—PICO RFEIZE H#E#&

INRBMEERRELI-RATAA R EDRIFERFLIBERARE, VRO TUO TR avIITHELIZE DR
FEAETHA. F-, TOMDIARL RCT DERBZEM->TLDEDIFR EETITONIZLDOULAGEL. KEIEHEAT
D CQ LRHRIC, TRTAMRE®H vs. DD IO, BEFZIIVT, BELELREILIZULD, fEFITRODATREMENF

ZHEETHY, ST NIZTESEHY vs. FHELZLIDHD PICO ELT-=.

* XERERX (HEEHRSATONIE, TOXRRELLIER)

@D ((("severe sepsis”) OR “septic shock”)) AND (((pediatric) OR child*) OR infant) ((((((steroid) OR corticosteroid)
OR glucocorticoid) OR hydrocortisone) OR prednisolone) OR methylprednisolone) OR dexamethasone meta—analysis
or systematic review or practice guideline or RCT, English or Japanese, Human, byears

@ ((((((sepsis) OR septic shock)) AND ((steroid) OR corticosteroid)) AND ((pediatric) OR neonate)) AND
(((meta—analytic) OR systematic) OR review)) AND ((english) OR japanese)

@ (((("severe sepsis”) OR “septic shock”)) AND (((pediatric) OR childk) OR infant))) AND (((((((steroid) OR
corticosteroid) OR glucocorticoid) OR hydrocortisone) OR prednisolone) OR methylprednisolone) OR dexamethasone,

Filters: Randomized Controlled Trial
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TR R TER RS TER RS (PR S (PR S
(n=28) (n=193) (n=7) (n=11) (n=2)
4
HEABRIME ,| SSCG2012 LA
(n=217) (n=188)
| R4
(n =26)
Wit R SR/MA 3
(n=29) RCT T/au: 23
KGNS 1
N VA
v
A
SRIMA @ %
95 2 1% SSCG2012
(n=3)
\ 4 /\571\
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51 SCrk R > (n = 10)
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(n=1)



% %& RCT )&l

Outcome 1; ET-EH

FPobhL ErE
LB RATRYRG*
oy R [BH | mrmo
BRAAT 15 | 5q |[TOBSS| - 2o SR YRYAB(TIIDLE)
FR | FR
. 75 [ER
S 2 il N U R (8 LT Bt 7Y oy (9 [mE | (A (nA | [BE
HRI—F | N S AR T |AF | (32| HE A (R (M BS (BHS (%) [BS |BH 4 EERXRE
v LA e |1 = nA (¢:
T 52 nh (w01 A g |7 & |7 >
& (e
19057445 |RCT 0 =i -2 0 =i -2 =i -2 =i 0 0 0 19 6 32 19 7 RR 0.48-2.83
AV (EYTEHBIVICEA)
| §l1H| | HE] T [EE [T [ B3I EIIE |
| 75 IB’V; | I(DEE IEI‘yl\‘j’)L IE(D | | | I:h(: | | I:h(' |
Outcome 2; L3y oD EERR
bl )
ERIBR RATRYRG*
o [T [RH [ mrmo
BRAAT |3q | 5q |[EOBSS) 2o FIE R YRIAK(PIHLE)
72 | 7R
. 75 [ER
R B e e R A 7 HIE A s
HRI—F |7 CIN SR AR TT |AF | |2 HE (A [HE M #4 |Mean|SD |B% |Mean 4 EIEXME
v LA e |1 = A% (¢:
£ =2 AL |mi A & &
v He ge 7R )
19057445 |RCT 0 =1 = 0 =1 0 = = -1 0 0 0 19 70{12-26' 19| 49.5(26-144
AV EBEYTEEIICEBA)
| | | | | ‘ | ‘ | | media 5%~ | media |5% Mann-Whitney U
n 95%til n #TFEP=065
Outcome 3; & BHE
SIS TN AHHE (S RBRIE. IS LERD)
LElE AT RYR Y%
ETAFT
BRAAT (31 | g BEORDY o FELE YAYAB(T S DLE)
72 |72
75 [BR
- ay 0D R
oy [ b |07 (28 ) NI |%HE KA SR nR
gga— (FERT TG, [ (BB EE L (or (e (B0 EE ax [HE b (26 e B (o0 (B (BS (00 TF (W E@EE
t | S it N 7 B |7 (i)
A He |ge TR
19057445 |RCT 0 -1 -2 0 =il 0 0 -1 -2 0 0 0 19 1 5 19 2 0.20-20.2
AV (BEETIEIICEA) =
A B g
| I A | LT |
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CQ 19-12: /MRMIEIZHL TRET DTV BEZETIN?

* CQ—PICO JREICE H#EH&

LWEHVMADERTIE, BATRIINTVDS 1~2 g/ke DEREEL, BRAORKREHAETHS 50~ 150
mg/kgx 3 BEZLLET B1-0IZ, KCQDIECITHEALT, MEEHY vs. LI, HELUT05 ZLIF 1 g/kg AL, vs.
TNRFBIELND 2 DDEETEERLTLM=.

LAL, CQ EREBEDXEBRRICE ST, BEEOLBEMENERETHIIENHIBALIZIEND, HEERET

AHETHAIEEZ, B EHY vs. HLIDHE PICO ELTHRELREIT A EITIRELT=.

* XHBRRX (FAEEHFIhTONIE, ZOXERRXLITR)

@; ((("severe sepsis”) OR “septic shock”)) AND (((pediatric) OR child*) OR infant) ((immunoglobulin) OR immune
globulin) OR gamma globulin , meta—analysis or systematic review or practice guideline or RCT, English or Japanese,
Human, 5 years

®@: ((((("severe sepsis”) OR “septic shock”)) AND (((pediatric) OR child*) OR infant))) AND (((immunoglobulin) OR
immune globulin) OR gamma globulin)

®): (("sepsis”[MeSH Terms] OR “sepsis”[All Fields]) OR “severe sepsis”[All Fields] OR “septic shock”[All Fields])
AND (("pediatrics”[MeSH Terms] OR “pediatrics“[All Fields] OR “pediatric”[All Fields] OR child*) OR (“infant”[MeSH
Terms] OR “infant”[All Fields]) OR neonatal[All Fields])) AND (immune[All Fields] OR (“immunoglobulins”[MeSH Terms]
OR “immunoglobulins”[All Fields] OR “immunoglobulin[All Fields]) OR (“immunoglobulins”[MeSH Terms] OR
“immunoglobulins”[All  Fields]) OR (“immunoglobulins”[MeSH Terms] OR “immunoglobulins”[All Fields] OR
("immune”[All Fields] AND “globulin”[All Fields]) OR “immune globulin”[All Fields]) OR (immuno[All Fields] AND
(“globulins”[MeSH Terms] OR “globulins”[All Fields])) OR (“gamma—globulins”[MeSH Terms] OR “gamma—globulins”[All
Fields] OR (“gamma”[All Fields] AND “globulin“[All Fields]) OR “gamma globulin”[All Fields]) OR “gamma globulin”[All
Fields] OR ("gamma—globulins”[MeSH Terms] OR “gamma-—globulins”[All Fields] OR (“gamma”[All Fields] AND
“globulins”[All Fields]) OR “gamma globulins“[All Fields]) OR “gamma globulins”[All Fields]) AND ((meta—analysis[ptyp]

OR systematic[sb] OR randomized controlled trial[ptyp]) AND “humans”[MeSH Terms] AND English[lang])
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CQ 19-13: /MNRKME B E ICHEF L MBEERETON?

* CQ—PICO REIZEHHEHE

K CQ M PICO FREICHT->TIE, MERP)E/NRBMAEIHFIELI-ERKAENFELLGEVN—AT, [E/NMRE
EREEFERMRPIELIZKIFE RCT NMERFET HEEFALTHREEZERTHILELIZ. £ CIZDNT
HLEBRMBEDBRIEIZLSRADNEFENTD, BREBICEDENERYAIBHIVERTHIHIEND, B
ZIMEEBREIERET D vs. RELALIEWILLETO PICO 288 ELT-.
* XERFERX (HEEHRSATONIE, TOXBRRELLIER)
@; ((((("severe sepsis”) OR “septic shock”)) AND (((pediatric) OR child%) OR infant))) OR ("critically ill")
OR “critical care”) OR “intensive care”)) AND (((pediatric) OR child*) OR infant))  (“intensive insulin
therapy”) OR “tight glycemic control” meta—analysis or systematic review or practice guideline or RCT

English or Japanese Human bSyears

®: ("intensive insulin therapy” OR “tight glycemic control” OR “glucose control”) AND (pediatric OR child OR
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