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CQ 1-3: MMEZMD/INAFT—Hh—,LT, FAAILI =2 (PCT), LTS (P-SEP), 124—0O(F

-6(IL-6) (ZFAMN?

* 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 arnticles retrieved from databases

3321 excluded on the basis of title or abstract
64 animal experiments
76 case reports
145 commentaries and letters
| 21 meta-analyses
382 reviews
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 orcontrol group did not correspondto
our definitions
> 1 nowell defined reference standard according to guidelines
37 no 2x2 contingency table could be made
3 language otherthan English, German, or French
2ageyoungerthan 28 days

30 studies included in meta-analysis

X YBETE SR RX THEALTWAERIFAZE 30 HDSL, MNEEXMRELT- 4 FHERKRSL, 4 CQ TIXERIBFE
26 ${EMNRELT SREFTo1=,

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 analysis
+ experiment in vivo or in vitro

* paediatric patients

14 for full-text review

6 excluded
* 1 not relate to diagnosis value
« lwithout 2 X2 table

* 4 eligible design

A

8 included for meta-analvsis
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* ZEE R D

PCT
1
Studyld |
I
Wanner 2000 ——
Tugrul 2002 ——
Tsangaris 2009
Tsalik 2011 —E— |
Supnn 2000 ——
Selberg 2000 1
Sakr 2008 —
Ruiz-Alvaraz 2009 -
Oshita 2010 —'_:
Naaini 2006 —|—.—
Meynaar 2011 |
Latour-Perez 2010 -
Kofoed 2007 —l—l—
Jimeno 2004 — 1
Ivancevic 2008 ——
Hsu 2011 — :
Harbarth 2001 1 —&
Gibot 2004 —
Gaini 2006 —a—
Du 2003 —=‘.—
Donzz 2006 _I_._
Clechh (Sur) 2006 i
Clech (Med) 2006 —
Castelli 2004 — &
Bell 2003 ——
Al-Nawas 1996 —&— :
Ahmadingjad 2000 T
I
COMBINED "f"
I
1
T T
03 10
SENSITIMVITY
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] Maeini 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 1996
0.89 [0.79 - 0.95] Ahmadinejad 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]
091[0.72 - 0.89]
063[0.52-073]
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]
069 [0.49 - 0.85]
0.53(0.29 - 0.76]
0.74[0.55 - 0.88]
081064 - 0.93]
0.95(0.83 - 0.99]
0.95[0.83 - 0.99]
0.87[0.60 - 0.08]
0.80(0.70 - 0.99]
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 SENSITMTY (95% CI) Studyld
|
|
|
|
|
Romualdo 2014 et 0.81 [0.65 - 0.92] Romualdo 2014
|
|
Kweon 2014 —i 0.88[0.758-0.94] Kweon 2014
|
|
Ishikura 2014 — = 0.91[0.78 - 0.97] Ishikura 2014
|
|
Behnes 2014 —:— o 0.90 [0.81 - 0.96] Behnes 2014
|
Vodnik 2013 : 0 1.00[0.88 - 1.00] Vodnik 2013
|
Ulla 2013 g : 0.79[0.70 - 0.87] Ulla 2013
|
|
Liu 2013 —il— | 0.71 [0.67 - 0.74] Liu 2013
|
|
Endo 2012 —f 0.88 [0.80 - 0.93] Endo 2012
|
|
|
|
|
COMBINED <}> 0.86[0.79 - 0.91] COMBINED
|
: Q=7360, df=7.00, p= 0.00
|
: 12 =90.49 [85.35 - 95.63]
T T
06 1.0
SEMSITVITY
Sensitivity (95% CI)
| . Gouel-Cheron 2012 084 (DBB-094
9 Tsalik 2012 0.58 (0.52-0865
——— Jekari 2013 D.65 (0.54-0.76
i |
i i
i i
[P
Pooled Sensitivity = 0.62 (0.57 to 0.67)
Chi-square = 10.22; df = 2 (p = 0.0060)
4] 0.2 0.4 0.6 0.8 1 Inconsistency (l-square) = 80.4 %
Sensitivity
Specificity (95% CI)
= Gouel-Cheron 2012 073 (0B0-0.83
—— Tsalik 2012 0.67 (0.57-0.77
e Jekari 2013 0.83 (0.74-0.90
i
i i
i
Ly
Pooled Specificity = 0.75 (0.69 to 0.80)
Chi-square = 6.21; df = 2 (p = 0.0447)
4] 0.2 0.4 0.6 0.8 1 Inconsistency (l-square) = 67.8 %
Specificity
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SPECIFICITY (95% CI)

063 [0.56 - 0.70]

0.82 [0.68 - 0.92]

0.77 [0.61 - 0.89]

060 [0.32-0.84]

0.93 [0.78 - 0.99]

0.61[0.50-0.72]

0.86 [081-000]

0.81[070-0090]

0.78[0 68 - 0 85]

Q=285.07,df=7.00, p= 0.00

12 =91.77 [87.50 - 96.04]

03 1.0
SPECIFICITY

Sensitivity SROC Curva

1 —
Asymmetric SR

09 AUG = 0.7854
SE(AUG) = 0.07¢

® Q=076
08 ; SE(@") = 0.0662
07 -
[ ]

06 ®

05 -

0.4

03

02

0.1

- 02 04 08 1

1-specificity



CRP

Aol 2000

Salerg 2000

Suprin 2000

Wiallon 2000

Maulier 2000

Ligarne 1209

Rofeniounger 1999 —_—

COMSINED

SEMSITIVITY [25% CI)

050 [0.49 - A.71]

055[0.458 - 0.84]

092 [082 - 097

081 [0.54 - 0.95]

082 [158 - 0.91]

072 [063 - 0.80]

032 [0.19 - 0.45]

0700055 - 0.82]

Q= 5381, of= 500, p= 000

2 = B5.85 [52.05 - 2564
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Aguin 2000

Saleng 2000

Suprin 2000

Wialion 2000

Maulier 2000

Uigarts 1999

Fofeniourger 1999

COMEBINED

l
___'___T___|______

_______é}_____T

a1

SPECIICITY

o

SPECIFICITY [25% CI)

071 [042 - 0.0

040 [0.05 - 0.85]

0.42 (025 - 0.61]

082 [065-0.92]

067 [0.52 - 0.79]

067 055 - 0.77]

093 065 - 1.00]

072055 - 053]

Q= 2044 Of=600, p= 000

(2= TOES [47.74 - 93 55]



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 D
KREICOWT. VS LEBOREFHICETIIIETURERBITEILIE. KHARSAUDEEEBZHE
EZ . HETHRME - BRMEMSS 3vIIHB TS LERBDIETURIZDWNTRET A8 ELT =,
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CQ 3-1: BRFHEMOT-OIZEREHIITSIMN?

* 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) REBNTHADBEESITHOMN?

INEDRIZTDONT CQEERT DI LELT=,

ERZE OV ICRALTIREICITISEAHATHAHIEMND1) E3) ITRY, UTFDZD&LT=,

CQl: BERZIDI-DICEIRZERILITIN?

CQ2: BEEAFTHDIGE BHER-28)CT XEAN?
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CQ 3-22 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: EEAREEICHTIRERIAL 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: MINfEBRETLENT—TILERMIHRETIDEEDLSGB/EN?

* CQ—PICO RECE B #FHE

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

* XRARX HEEHRSATOLE, ToXBEERLEE)

#%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: REREICERY SRMBZBRICIIMMEDNBRERFRNI Y FO—ILIFED L SIZT5HV?

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

* SCERIRFE

@ ; (((((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 HABELERDIY FA—LITZEDLSIZFTFS5SM?

* 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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* 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 RELINIZBEIRY <EN?

* XHBRRX (HAEEHFIhTONIE, 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: MMEDEBRMINEFEEICSVLWTHRAREEZESIES5M?

* 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, TOXBRRELLIDHR)

@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 HMXELTRIELz. MADBMICEEFNIHXEREEIL. X CQ ITRLHE
BLEBRXHIHZ BTSN T S SR/MA(Paul, 2014, PMID24395715) [ZDULVT, AMSTER % 1To1=5& T.
RMXDEERZE CQ ITRHTIRIFICAWNSZLELIZ. MA T, B FVALICF/OUEMADMBEERELIZ 1
#£@ RCT (Brunkhorst FM, 2012;PMID 22692171) D1&ERICDOLVTHHERSERIZFIRT A2 EELT=,
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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) FE{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 (HAEEHFIhTONIE, 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: FUMnfE. BINFEMES 3V DEFITHLTB S/ LEDFHREEFFREHREDERIITIN?

* CQ—PICO JREIZE HiEH&

BEFBMMFEZAREL -, FEIKFEDORERTHL B VR LEFTFHRESLLIIBRERREOERIZEL
T LYBHMHENBUVATREENH Y. RCT [TEVWTHNMARITEVWTHER S LR SREOERE&E
LTW3, BIVRLEDEREAETEBERMRFZEENTONA TSSO, BRIESEIMO—ILEELTEE
Lizo FT7IMILELTREENENMEDOEZELLTRFEAINTEY . M OBEUMDOEEZRLLTEETH
B1=8. FET=ZF% Primary outcome ELTERLT=,

* XHBRRX (HAEEHFIhTONIE, ZOXERRRXLHTH)

@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 XEERDI7A—
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 0L
[CQ3—4 RCT MFHIET7AILIZSER,

Outcome 1; 90RFET-Z
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it iz 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 ABCDEFSG
Dulhurty JM 2015 56 212 B2 220 100.0% 0.94 [0.69, 1.26] [TTTTITTT]
Total (95% CI) 212 220 100.0% 0.94 [0.69, 1.28]

Total events i3] 62

Heterogeneity: Mot applicahle

Testfor averall effect 2= 041 (P = 0.68) .01 o1 ! 1o 100

Favours [i-] Favours [#78E]

Outcome 2; ICUFETC =R

ft A =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 ABCDEFG
Aboul-Aziz MH 2016 13 70 1T 70 20.4% 076 [0.40,1.45] —=
Chiytra 1 2012 18 120 25 120 30.0%  0.72[0.42,1.25] —=
Dulhunty JM 2013 230 4 30 48%  050[0.10,2.53] —_—t (I1T T 1 1]
Dulhunty Ji 2015 12 N2 38 220 44.8% 097 [0A7,1.34] j eseeeee
Total (95% CI) 432 440 100.0%  0.79 [0.59, 1.06]
Total events 63 g4
Heterogeneity, Chi*= 0.64, df= 3 (P = 0.89); F= 0% t |

om0 10 100
[

Testfor overall effiect Z=1.53 (F =011 Favours [experimental] Favours [control]

Outcome 3; JRITIET=ER

ftA >i8g 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
Chytra | 2012 21 120 28 120 30.5% 0.75 [0.45,1.24] —- [TTTTTI]
Dulhunty I 2013 3 m 6 30 47% 0.50(0.14,1.87] — LT 1T 1T 1 1]
Dulhunty JW 2015 44 2132 A6 220 G4.8% 0.82 [0.58,1.15] : 1 LT T T 1T 1T ]
Total (95% CI) 362 370 100.0% 0.78 [0.59, 1.03] &
Total events B3 an

ity: Tau®= 0.00: Chif= =2 (F= = I : } |
Heterogeneity: Tau®= 0.00; Chi*=054, df=2 (P = 0.76); F= 0% 001 01 10 100

Testfor overall efiect Z="1.77 (P="0.08) Favours [experimental] Favours [control]

5

Outcome4 ; 3—4 Y NBEEZERL R

ft A el 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
AbHUl-AZIZ MH 2016 55 &7 16 52 50.0% 142[1.17,1.72] [] [TT T T T T
Dulhunty Ji 2013 18 22 B 21 401% 286 [1.43, 5.79] —a— L LT LT T 1]
Total (95% Cl) 79 74 100.0% 1.88 [0.89, 3.98]
Total events 73 42

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

Testfor overall effect: Z=1.66 (F=010) 0.01 01 1 1D 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 (perfarmance 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: RUIMfE. MMM av I DBEIZHT SRBERART, TTRAL—av FiERIhEMN ?

* 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 (HAEEHFIhTONIE, 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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A CTOREEE

BEX 2 TOBREERE

(n= 356) (n=22)
» EHERESA @=19)
v B34S
iR Ar ok (0= 55)
Kﬁfg“’; RCR C/211: 26
HENRMND: 25
ITNBRED 4
¥ [;,%57}'
AR . (m=3)
n=4 "
RCT T/zu:2
HERRALD1
A A
&R
m=1)
* & RCT O
FCQ5-5 RCT MFFlI7AILI1ZSR
Outcome 1; 90HFET=Z
F 1N >308 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 ABCDETFTG
Leone M 2014 18 54 13 57 100.0% 1.34[0.72, 2.47] LT T T
Total (95% CI) 59 57 100.0% 1.34 [0.72, 2.47]
Total events 12 13
Heterogeneity: Mot applicable I t I t |
PRIl _ o1 01 1 10 100
Test for overall effect: Z= 093 (P = 0.34) Favours [t A] Favours [F182]
Outcome 2; E{ERRLEER
Fi- M 4% 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 ABCDETFAG
Leane b 2014 16 58 & &7 100.0% 2,68 [1.08, 6.12] CTT AT
Total (95% Cl) 59 57 100.0% 2,58 [1.08,6.12] ‘
Total events 16 51
Heterogeneity: Mot applicable I 1 1 |
HATTE _ 0ol 0 10 100
Test for overall effect. Z= 214 (P =0.03) Favours [57A] Favours (8]

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 5-6: EFRIZTOAII =V RIEIChIELTELIN?

* CQ—PICO REICEDZFHE
T—h—%FALTREELFIELTEAED CQ TPICO FTRELTLAL, HIHLI-XETD I HATA
TTABIWIIZUHAARTHAIEESFZ, CQ, I, C TY—H—%TOAHILURZVIZRRELTLNS,

* XERRX (FAEERSATONE, ZOXEBRBX LI

@:; (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

(n= 44 )
PheRA e
(n=44 )
15528
(n= 34 )
RCT T7gu: 7
Y KRN ER D18
R
n=10 )
548
. n= 2)
v RGN 50 2
B T R S
n=8 )
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A b HziZ de Jong E L OMEEALRH L2720, E&EEHH

XL o TN D,

% %& RCT O FE{il
90 HEELH
fi A 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% ClI ABCDEFG
Shehabi'y 2014 35 198 31 198 100.0% 114 [0.73,1.77] [T T] @e
Total (95% CI) 196 198 100.0% 1.14 [0.73, 1.77]
Total events 35 M
Heterogeneity: Mot applicahle f t T } |
i _ 0ol 0 1 10 100
Testfor overall effect 2= 0.58 (F = 0.56) Favours [experimental] Favours [control]
ICU SE1- %
A FJ0g 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 ABCDEFAG
Annane D 20173 T3 10 30 39.9% 0.6% [0.30, 1.54] —m— [T I TTTT]
Deliberata RO 2013 1 42 4 33 11.0% 0.23[0.03, 1.99] —— + 999+
Shehahiy 2014 21 196 165 198 49.1% 1.41[0.75, 2.66] - T T ] *e
Total (95% CI) 269 267 100.0% 0.86 [0.40, 1.87] -"-
Total events 29 29
Heterogeneity: TauF= 0.21; Chi®= 3.79, df= 2 (P = 0,15 F= 47% lﬂ o 051 1=IJ le
Testior overall effect 2= 0.37 (F=0.71) Favours [experimental] Favours [control]
JRBESE T2
t A *4hg 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
Annane D 20173 L 10 30 38.0% 0,66 [0.30, 1.54] —— [TTITTTT]
Deliberata RO 2013 7 42 4 39 9B% 0.46 [0.09, 2.39] e @ 0008
Mobre v 2007 g 38 8 40 39.3% 1.03 [0.4B, 2.31] —— LT | L1
Schroeder 5 2009 314 313 13.0% 0.3 [0.23, 3.61] — 0066
Total (95% Cl) 126 122 100.0% 0.30 [0.48, 1.33] "
Total events 21 26
Heterogeneity: Tau®= 0.00; Chi®= 0,98, df= 3 {(P=0.81% F=0% 50 o1 051 1=D le
Testfor overall effect 7= 0.85 (P = 0.39) Favours [experimental] Favours [control]
28 HAEL 3¢
P10 »8g 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 ABCDETFG
Bouadma L 2010 B5 307 B4 314 25.1% 1.04 [0.76, 1.41] [TTIITTIT]
E de Jong 2016 149 7H1 196 785 EG.5B% 0.78 [0.65, 0.95] [ T 1 11]
Mabre W 2007 2 349 g a0 3% 1.03[0.43, 2.46] I
Svohoda P 2007 10 38 13 34 51% 0.69[0.35, 1.36] e
Total (95% CI) 1145 1173 100.0% 0.24[0.72,0.98] L
Total events 232 23
Heterogeneity Tau®= 0.00; Chi*= 288, df=3(P=041) F=0% o1 0 o 100

Testfor overall effect 2= 218 (FP=0.03)

60 HAEL-=HR

Favours [experimental] Favaurs [control]

frt A ol 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 ABCDETFG
Bouadma L 2010 97 307 B2 314 100.0% 1.15[0.59, 1.48] CTITTTTTY
Total (95% CI) 307 M4 100.0% 1.15[0.89, 1.48]
Total events 92 a2

Heterogeneity, Mot applicable
Test for overall effect: Z=1.07 (F=0.29)

PR G H K

001 01 1 10 100
Favours [experimental] Favours [control]
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fr A ol 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 ABCDETFSG
Schroeder § 2009 6 1.1 14 83 07 13 100.0% -1.70 [2.39,-1.01] [TTT]
Total {95% CI) 14 13 100.0% -1.70 [-2.39, -1.01] |
Heterogeneity: Mot applicable I } } } |

- -100 -a0 1] a0 100
Testfor overall effiect 2= 4.83 (P = 0.00001) Favours [experimental] Favours [control]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of 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 6-1: ADKMIEBFICHREIOTY Y (IVIG) BEZETIH?

* XEREX HEEFIATLARE, ToOXEHRERXLEHR)
(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) Yo7y 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% Cl 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:ID':I

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)

35



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
] k
&+ T T T
-A500 -10.00 000 500
Mdean Dillerersce- Days

QA2 b IVIGEDICUAERMEETERIC3 BFEMN o1, ARBOEE M (12=5.02%) LEM T,

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 2EHBTHERLGENA NGNS T

2) PHhT3Iv0M

28 AFETCE
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Btandard Brrer

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



28ARCE

Experimental Control Risk Ratio Risk Ratio Risk of Bias 2. SEVIRRY .
Study or Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI ABCDEFG ' a
Darenbery J 2003 1 10 41 114% 028[0.04,207] ] [TTIITITY]
De Simone C 1938 bl 12 " 12 372% 0.45[0.23,0.81] — ® [ ] 0
Werdan 2007 126 321 13 303 914% 1.0 [0.86,1.29] - ® @ @9 0
Total (95% CI) 343 326 100.0% 0.66 [0.31,1.42] i
Total events 132 128
Heterogeneity, Tau= 0,29, Chi*= 6.77, df= 2 (F =0.03); F= 70% b + + t + {
- i 01 02 05 2 510 1
Testfor overall efiect 2=1.06 (P = 0.29) Favours [experimental] Favours [control] °
Risk of bias legend
(A)Random sequence generation (selection bias)
(B) Allocation concealment (selection bias) 1
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of ouicome assessment (defection bias)
(E) Incomplete outcome data (atfriion bias) .
(F) Selective reporting (reporting bias) 0 02 s 1 H 5 0
(G) Other bias
A
FETE (HIRFEA)
Experimental Control Risk Ratio Risk Ratio SR
Study or Subgrou Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI 3 o
Darenberg J 2003 1 10 401 27% 0.28[0.04,207) — 30:
De Simone C 1988 7 12 " 12 19.5% 0.64[0.38, 1.06] - |
Dorminioni L 1996 19 a7 36 56 226% 052 (034,079 - 5t ;
Grundmann R 1988 15 24 19 22 249% 072[051,1.03 -
Werdan 2007 126 n 112 303 302% 1.05[0.86, 1.29] ol :
Total (95% CI) 424 404 100.0% 0.71[0.50, 1.01] &> 1 0
Total events 168 183
Heterogeneity. Tau*= 0.09; Ch#= 13.26, df= 4 (P= 0.01); F=T0% 50 o D}‘\ WID 1DD“
Testfor overall effect. 2= 1.91 (P = 0.06) Favours [experimental] Favours [control] 14
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias) 1 1 + Pf'u
(C) Blinding of parficipants and personnel (perfformance bias) o N
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
ICU =
ICU FEL-H
Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% C1 ABCDEFG 3 SERRD
Werdan 2007 126 321 168 303 1000% 071060, 0.84) ® @ &0
Total (95% CI) 32 303 100.0% 0.71[0.60, 0.84] L) sy
Total events 126 168
Heterogeneity, Not applicahle k + T f | |
o 0.01 0.1 1 10 100 o
Testfor overal effect. 7= 4.00 (P < 0.000) Favours [experimental] Favours [control]
Risk of bias leqend b
(A) Random sequence generation (selecion bias)
(B) Allocation concealment (selection bias) b
(C) Blinding of participants and personnel (performance bias) 5
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (afition bias) it : - o)
(F) Selective reporting (reporting bias)
(G) Other bias
N2
ICUamB %
lcuaRARK
Experimental Control Mean Difference Mean Difference Risk of Bias o 00 .
Study or Su Mean _SD Total Mean SD Total Weight IV, Random, 95% CI 1, Random, 95% CI ABCDEFG |
Grundrmann R 1988 3 17 24 21 14 22 234% 200[697,1087) H
Werdan 2007 2321 3 26 39 303 766%  -3.00[7.96 196 ® @ o9 f i
Total (95% CI) 345 325 100.0%  -1.83[-6.17,2.51]
Heterogeneity: Tau?= 0.00; Chi*= 0.91, df= 1 (F = 034); F= 0% ra— g ! E '
Testfor overall effect: Z= 0.83 (P = 0.41) Favours [control] Favours [experimental] |
o
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) 4 :
(E) Incomplete outcome data (attrition bias) '
(F) Selective reporting (reporting bias) io
(G) Other bias 5 :n mj
+ 3

BHHE
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BHHE

\Werdan 2007

Total (35% Cl)
Total events

Heterogeneity: Mot applicable
09 (P=0.27)

Test for overall effect Z=1

xperimental
Study or Subgroup _ Events  Total Events Total Weight M-H, Random, 95% ClI
11 an

Control Risk Ratio

M-H, Random, 95% C1

Risk Ratio Risk of Bias

6 303 1000% 1.73[0.65,4.62)

n 303 100.0% 1.73[0.65, 4.62)

11 [

ABCDEFG
e e

0ot 01

ERICEHT HIRAMER

Favours [experimental

i 0 100
I] 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
RCTHERETHY, FEEMHZFDVIL—FKLELTRITOIE
TURETME Lz, BMIENTERE SN 1992 F, ZHREH A
STz 2004 FEE WS K SICEH, ABEOBRMNEDLDRIETIZAD
NEHEVLWHEZRC EVWS Z EIZhnE, BREOEFOAEEE
<, DEYNDERT SRHMA 2P YESHITAEES 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
BREBRBAICIITERVWEEZET,

IVIG @ Cochrane TIZEDE L\RCT #AE % 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, ZOXRBRILIDHR)

[#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 XEERDI7A—
e 1 TORERE R 2 TOMBEREE
(n=128) (n=379)
l l
> BEEES (n=95)
S48
6 s e (n=392)
H/f:%’z:'(__m |  RCT T/ 153
@=412 AR 152
KA A A 570
SHWnRes 17
[ 44
i SCEE B N (n=17)

(n=20) i RCT Trglv s

KRR A2

VIS Y e
T S GETEEIEA 1

A ER T S
(n=3)
* & RCT O (i
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1) 90 AZELER

Forhlh FET-EHE(90H)
BATR RATRIRAG®
iRy (BT | B s pamp,
2 A EpACe Py ZDith ES-£73: 4 YRGANB(PIRHLE)
72 |72

I

Bal
= 5 I s | A [fFA Zh R
B (FERT 5], |V EE R ZE o [Ba (00 (B (BS (00 |B® e |mamm
> £ | @
8 |[F 8 |[F (1)
=)
Relati
ProMiSe rer 620 181|2919| 623| 184|2053)ve | 1.01|0:85-1.20

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 B2 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 =031 (P=0.75) Favours [EGDT) Favours [Usual Care]
(1] q':
b [1] 1 1 w%

2) 28 AFET-FE

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

FR

= 30
=. © X (MR A SR 05~
ea—k [FRT 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| 248|ve | 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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> FET-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 155 625 152 621 586% 1.01[0.83,1.23] 2015
ARISE 2014 17 792 127 797 41.4% 093[0.74,1.17] 2014
Total (95% Cl) 1417 1418 100.0% 0.98 [0.84,1.13]
Total events 72 279
Heterogeneity: Tau®= 0.00; Chi*= 0.33, df=1 (P = 0.56); F=0% ; t f t i
Testf lleffect: Z=031 (P=0.7 e L i . 3
estfor overall effect 2= 0.31 (P = 0.76) Favours [EGDT] Favours [Usual Care]
- SE0QIORD)
0.05
QO
015
%7 W5 1 ¥ =
3) Tav BB EAR
BZEImXEL,
4) ICU H1E AR
FYrAL ICUHTERARS
ERIFE I;Z?J -ézma*
RRVAT iq |51 [EBRDS) 2om FEE RO AR (TIIHLE)
72 |72
.- s L. N A AR mm
wga— (TR I i FE |85 |Moan|sD |5 |Moan|sD g’ =R (mERA
- B g |0
ProMISe Chelkeba's MAK
2015 RCT 626 24 13| 625 3 1.2 UF— i
Chelkeba's MAK
ARISE 2014|RCT 798 32 43 793 3 37 UF g
ProGESS |ret as6| 47| 58| 430 51| 63 S__ff;a;m";"e'*u
> ICUFFTE HAR
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% -0.20(-059,019] 2014 —=f
ProCESS 2014 51 63 439 47 58 456 240%  0.40[0.39,1.19] 2014 ~n—
Mouncey 2015 312 625 24 13 626 408%  060[0.46,0.74] 2015 =
Total (95% CI) 1857 1880 100.0%  0.27[-0.33,0.87) -P

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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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 (HEEHRSATONIE, ZOXERRFXLIEE)

(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%EH: ~20165.1

*XRERDOTO—

MR TOMBRER

574N
(n =801)
(n = 800)
RCT T : 142
KRN FEIR D124
I NI 5 240
oA KTPRANE /2% 13
(n =801) JLEE - HAGELIAL: 16
l v LISk - 265
] ] 574N
A
n=1)
n=1) .
ITADERTR %1
IR ER F i
(n =0)
% %& RCT O EL{f

#Z A9 5 RCT %L,
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CQ 7-3: MUMSED ¥R E DB ICE L TDTI—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
M AL EHA BRICEBWTERLEZEZADNS 28 BT, av B #AR. ICU HAE LR, AHHER
ERELT,

* XiRERR
%% : (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

K XEERDIA—
BREATORRRE | | | |
 (m=2700 )
: : : : B& ot :
oneadez= || (n=256) |
N s : : : i

- : : Jﬂ'%?ﬁiﬁéi

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

B RABT ; ; ; ;
=0

% & RCT DM
%49 BRCTHL,
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CQ 7-4: PIHMALLTRER. ATBRERDELLEZERANDIMN?

* CQ—PICO REICEDZFHE

BUMSE  BRUMIE 4390 DEEERICIIHR A BRFINHHM. K CQ TR AIRBER vs RERDAZLL

BL.RCERLBEFICET ST IVMLAZERRKIZEVWTERELGLDELT,

* XERFER

(; sepsis or septic shock

@): crystalloid or colloid
®#EH: ~20165.1

*XRERDOTO—

FRBRXT 12 OASRTRIAMEEINI, ZORNSANTBER v REROHELEL, FEELE
BEERHL TV B LOERMRILLI, EBIZCORITIE RCT 4F 1

To1=,

*£& RCT O EEi

1. ICU mortality

Control; Crystalloid, Experimental; Starch

WX HoT-

= INZERNTARE I Z

control experimental
Author Year Total ICU mortalitfotal  ICU mortality Risk Ratio [95%CI]
Mclntyre, 2008 19 6 21 6 — 0.90[0235,233]
Dubin, 2010 11 5 9 1 0.24[003,173]
Zhu, 2011 45 4 <] 3 - 0.38[0.09,160]
LvJ, 2012 20 12 22 7 — - 0.53[0.26,1.08]
— — 2
RE Model IV =221 p=002736 fau"=0 e 0.56[0.34,0.04]
Q=199 p=057436 12 =0 | | | | ‘
G0z 685 G614 037 148 272
Favor Starch  Fisk Ratio Favor Crystalloid
2. 28-day mortality
Control; Crystalloid, Experimental; Starch
control experimental
Author Year Total 28-day mortakial 28-day mortality Risk Ratio [95%CI]
Mclntyre, 2008 19 6 21 9 136[059,3.10]
Brunkhorst, 2008 275 66 262 70 — 1.11[0.83,1.49]
Perner, 2012 400 144 398 154 —.— 107[090,129]
Guidet, 2012 % 24 100 31 ——— 124[079,195]
— — 2,
RE Model IV =14 p=0.16234 fau®=0 — 111[0.96,1.28]
Q=058 p=09012 1% =0 \ , , , \
037 061 4@30 165 272 448

Favor Starch

Risk Ratio

Favor Crystalloid



Control; Crystalloid, Experimental; Starch

contral experimental

Authar Year Total  90-day morfalital ~ 90-day mortality Risk Ratio [95%ClI]

Brunkhorst, 2008 275 93 262 107 —_— 1217097 ,151]

Myburgh, 2012 945 224 976 248 — - 1.07[092,125]

Guidet, 2012 96 32 100 40 120[083,174]

Perner, 2012 400 172 398 201 —— 1.17[1.01,1.36]

RE Model IV z=281  p=0.00495 tau?=0 ———— 1.14[1.04 126]

Q=107 p=078327 1% =0 | | | |
G.52 1.00 1.22 1.4¢0 182
Favor Starch Risk Ratin Favor Crystalloid
4. AKI FEZE
Control; Crystalloid, Experimental; Starch
control experimental
Author Year Total AKI Total  AKI Risk Ratio [95%ClI]
Brunkhorst, 2008 275 62 262 91 —_—— 1541117 ,203]
Perner, 2012 400 108 398 129 —— 1.20[097,149]
Guidet, 2012 96 19 100 24 121[0.71,2.07]
— _ P B
RE Model IV =238 p=0.00508 iau=-0.01 ——— 132[1.09,160]
Q=205 p=035826 12 =2155 [ | ‘ ‘ ‘ |
057 100 149 223

Favor Starch Risk Ratio  Favor Crystalloid

control experimental
Author Year Total RRT Total RRT Risk Ratio [95%Cl]
Brunkharst, 2008 275 51 262 81 —— 167[123, 227]
Mclntyre, 2008 19 1 21 3 271[031,2393]
Pemer, 2012 400 65 398 87 - 135[1.01, 180]
Siegemund, 2013 124 23 117 28 —.— 1201079, 2.11]
— — 2_
RE Model IV =387  p=0.00011 fau°=0 - 146[1.21, 1.77]
Q=158 p=066388 12 =0 ‘ | | |

T
014 037 100 272 732 2000 5480

T
3
Favor Starch  [3jsk Ratio Favor Crystalloid
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5. FRIBRE MR

Control; Crystalloid, Experimental; Starch

control experimental
Author Year Total RBC Total RBC Risk Ratio [95%CI]
Brunkharst, 2008 275 189 262 199 —— 111[100,123]
Perner, 2012 400 173 398 220 —— 128[1.11,147]
Guidet, 2012 96 20 100 29 1.39[0.85,2.29]
_ - 2_
RE Model IV =26 p=0.00931 tau==0.01 ——— 119[104,136]
Q=3.08 p=0.21491 12 =43.19 | | | | | |
082 100 122 149 182 223 272

6. FEHESMIT@MME

Control; Crystalloid, Experimental; Starch

Favor Starch

Risk Ratin Favor Crystalloid

control experimental
Author Year Total FFP Total FFP Risk Ratio [95%Cl]
Perner, 2012 400 96 398 113 » 1.18[0.94,149]
- _ 2_
FE Model IV =141 p=015925 tau®=0 118[094,149]
Q=0 n=1 12 =NaN
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0.90
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CQ 7-5: BMFEHE S av I OMAMAERELLTTZILIIVERALDH ?

* 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 (HAEEHFIhTONIE, 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 meta 2 Alb meta 3 Alb meta 4 Alb mata 5 Alb meta 6
Title 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 [Shock 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 systematic review and patients with sepsis: |meta-analysis of allernative |patients with sepsis.
meta-analysis with trial Inetwork systematic review of | therapies. systematic review with meta-
sequential Imeta-analysis randomized analysis and tnial sequential
analysis of all-cause controlled trials. analysis.
mortality.
Reference Crit Care Med. 2013 Fab;41(2):58¢- |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 2:161(5) 347-55 Qcl;45(4):485-95 | Sep;8(4) 236-45. Review
Included RCTs Database doi: doi: doi: 10.7326/M14-0178. PubMed PMID: 23909705; |doi: 10.1136/bm;.f839.
10.1097/CCM.0b013e31827e83af | |10.1136/bmj.g4561. [Review. PubMed PMID: doi PubMed Central PMCID Review. PubMed PMID
PMID: 23353941 [PubMed - indexdd |Review. Erratum in: BMJ. J25047428. 10.1016/ jemermed |PMC3856428. 23418281; PubMed Central
for MEDLINE] 2014,349:g4850. 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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50

BMJ 2014125 £h 5 BMI2014 LLERIZH S 40
RCT (n=9). 7= RCT (n=1).
2, = E‘%ﬁ"
_ * =9).
(n=10). @=9)
HERPRRD:T
IrAmisles:2
*RCT OFE{f
1. FETE
Fakhi FEL®(28E)
YRS AB(FSFNLE)
wm| A (oa | (B o
B4 (%) (B4 (B4 |(96) iaim (aRER
F 8 |F w [(®
Relat |
SAFE 2011 |RCT 217| 953 603| 185| 207 jive oe:lan—wm
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]
Total events 185 217
Heterogeneity: Not applicable t i T t t
i 0.05 0.2 1 5 20
Test for overall effect: Z = 1.70 (P = 0.09) Favours [albumin] Favours [crystalloid]
T
2. ICU /L&A
T ICUATEHIRL
[ EES AP AR
: | B ¥ (5 .
kit n-ri i::-r BEREDS| zom Sttt YRIABZIIDLE)
FPA|FR ST )
P ;
o Ea)] - e
i el kh |7 R 79l (W it A ym | DR
wima—k (RFVAG), L B (o (o 2 158 e [0 2 b (3E 2053 MoanisD (B9 |MeanisD |1 5 |tmmetnn
F it | d (DL [PIE N # £ (@)
“zh e 72 m
SAFE 2011 [ROT -1 -1| 603| 75| 67| 603 B2 ?5|MD 0.7[95%C1-0.10- 1 50




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
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Favours [albumin] Favours [crystalloid]



CQ 7-6: YA EICHITIMBRISEDE=F) VT FikELTRIZRAWNS N ?

* 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 LI
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
i He %98
(n =270) > (n = 256)
l 54N
. n=9)
A SCAE T > RCT TZAu: 2
(=14 BRI D 5
l RERBFIEHIRIAL ; 2
EASER R
(n =5h)
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% %& RCT &L

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

FrokhL wr
B AT RYRD*
EGRESR g
BRAT 5 | [ERRS] o N YRIAB(FINLE)
FA | FA
sy 3~ i 25 |2 i |21 A A P
= I |:
e (FETF L (N8 e s |ora(sm (M2 |55 (s (A |sm T7HEE B [aa oo |Bh (B9 o0 [REE EE (EmaEm
[ 54 gg éﬂi ik |27 EES A (i)
Richard JC
2015 RCT 0f 0 =1 =1 0f 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‘::élzgal:) 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
SwwW 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 2018 7 a0 14 30 6RE.2% 0.50[0.24,1.08]
HuQ 2014 al an 4 28 33.8% 1.17[0.35, 3.91]
Total (95% Cl) 60 58 100.0% 0.67 [0.30, 1.46]
Total events 12 18
Heterogeneity: Taw®= 010, ChiF=1.37, df=1(P=024; F=27T% ' t ' !
T tfg WII i I'Z—1IEI1 F‘—031I ( ’ In'm DH 1I 1ID mDI
estforoverall efiect Z=1.01 (F=0.31) Favours [SVW] Favours [Others]
Outcome 2; < 3w/ it B HA R
FOrhL Som R NN
TR AP AN AD*
IEGREE ;
BRAT |1ig |54 [EPROS) 2om RS YRS AT OMH L)
FA | FA
. 75 [WR
I P 5 |7 (2w |E2 7 48 A B |y
wa— [FERTIA |5 [~ (W8 B |5 |opnliam (B2 (26 |na [an s [l [£€ (85 [Moanfso (85 [ean|so (B ligew |mamczm
(M 22 |L8 ($i |57 L et Wt o |
£ i |
Richard JC
2015 RCT 0 0 =1 -1 0| 0 0 0| o 0l =1 - 0| 0| 30 200 14 ol 23] 31 MD 0.30(-0.92-1.52
(25572383)
swv Others Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Richard JC 2014 23 31 a0 214 a0 100.0% 03005921457
Total (95% Cl) 30 30 100.0% 0.30[-0.92,1.52]
Heterageneity: Mat applicable =—1D 55 7 é 1D=
Testfor overall effect: £= 048 (P = 0.63) Favours [SVV] Favours [Others]
Outcome 3; ICU j#7E 2AR]
FoRhL 1CUSHE £37
EELZES SAFRYRD*
Bisiq7 b RIS zom FHE YRS AB(TIRALE)
FA | 7R
. Fo R
g e iy |mu |32 L AA AR | onm
gt (FRTIA L0 (2 WR W\ e (B B g (77 (EE 85 Mean|sD (B2 Memn (s B [ig (mammm
L 28 A8 i 77 & 8 & |
s&ﬁ?mljc RCT 0| 0 =1 =1 0 0| 0| 0| 0| 0| 0| = -1 0 0 30 10 9.6 30 14| 16.3|MD 4.00(-2.77-10.77
(25572383
mﬁ_jggzj RCT 1| | -1 | -1f o o o o -1| o o -1 o o 28 939 171 30[1016 158MD | 0.81|-0.04-1.66
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swwW Others Mean Difference Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Richard JC 2015 14 163 30 10 96 Ao 1.48% 4.00F277, 10577

HuQ 2014 102 1.58 30 938 1.7 28 BBA% 0.81 [-0.04, 1.66]

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

Heterogeneity: Tau =.U.UU;Ch| =084, df=1(P=036),F=0% —2'III _1-0 EII 1'IZI 2'IJ
Testfor averall effect: 2= 2.00 (P =0.04) Favours [SVV] Favours [Others]

Outcome 4; & BHE (Fl/KIED #)

Frabhh BHHEREE MAKR
R ES ISAPRYAS*

RRIAT 15 M YRS AR (FIEHLE)

7R

=, | bl 3

= EaLl r A W
wa—y [FRTH 5, 2 (N8 B st# (A (st |70 |EE 195 Moan |s0 (B3 |Mean|sp (¥ (igem mamzm

t | & [ ()

=~k €
Richard JC
2015 RCT =1 =1 =1 30| 4| 2.96] 30| 4| 370
(25572383)
swv 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 4 37 30 4 2486 30 100.0% 0.00[F1.70,1.70]
Total (95% CI) 30 30 100.0% 0.00 [-1.70,1.70]
Heterageneity; Mot applicable } } 1 1 t
Testfor overall effect: 7= 0.00 {F = 1.00) -20 Fav'guurs [EW] DFawur; [%thers] 0

Outcome 5: A TIF0kHAR]

|7'7HJ-k A TR
SRAFANAD
9
BRMT |ixq |54 |[EXRS| 20m B YRS AR (PHEHLE)
FA | FA
=, [3= Zhm
— F HE A ne
o (BT 5 |2 (He E 553 [Mean[s0 (B3 [Mean [s0 AR |ipim |memmm
L 4 ] f (i)
ok )
Richard JC
2015 RCT e | 30 &l 156 30| 14 17.8
(25572383)
Hu Q2014
(24451354 |FCT o | 28| s 18 30| 58l 19
sww Others Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
Richard JC 2015 14 178 30 g2 156 W 26T%  BO0[F2.47 14.47]
HuQ 2014 a6 18 aa 58 18 28 T3A% -0.30[1.20 0.600
Total (95% CI) 60 58 100.0% 1.38 [-4.08, 6.85]
Heterogeneity: Tau : 10.40; Chi*=210,df=1 (P =0158), F=52% —2'IZI —1'IJ ﬁ 1IIZI 2‘!]
Testfor overall effect; Z=0.50 (P =0.62) Favours [SVV] Favours [Others]

2)PLR vs. FNDfth
Outcome 1; 28 H3ET= (RCT2 DA IRAFETE{FH)
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Fobhh EC
ST RY R
b |;!<!-f |E‘i-r|§;','§5”‘ o8 Fu YAIABT S ALE)
FA|TFA
S |7 |2m [£2 #1R |2 A aul ne
5 5 7
FRTFA(57, |~ [H8 (B8 |or 2 50nlim (B9 (2 |ug (o [sm [T7HEE (1 |15 00 [B5 (B9 (oo [DAFR(SE lmazm
£ |5 23 |L# sef # [F 8 |F (1)
RCT =1 61 6 9.8 61 6§ MIRR 133
RCT =1 =1 =1 =1 4 20| 48.8 41 23 561
RCT =1 30| 14| a7 30| 7 23|
25572363)
RCT 4 . = = 5 5 =
|ep RCT 1 1 1 1 1 1 5| 30| 167 4] 23] 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] o
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 10.5% 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(_)LL EC’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; 37t Ri £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
mma— (FETVA 5, |V |E8ORS S| em B0 [ZE lom |wa sm 5 [EE |55 Mewnjs0 [ wesn|so [ [iam (mimzmm
£ o0 72 Ll Bk (20 L S & 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)
HA
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 4 296 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 1000%  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
HAPRYRT*
AR AT B epma<
x' ;ﬁ; = YAIAB(FIHDLE)
fiA o a2
Mean [SD  |BE5} |Mean (SD |y ™ |SHER ((RHREAD
& |
4] 148 61 4| 259|MD 0]-35.0 to 42.0
10| 9.8 30 14] 1683
1016 1.58 28] 933 1.




NRIMEAFIE vs. ZDHh(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 (AATFA g, [ (MW ks oo pig (B2 (2E (s |wA [0 77, (5 (B2 [Mean[s0  [B5 |Mean|so [ (feig (mam=m
> Pl [ (A I o0 |l |we |51 [ (2N [ s ke G |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)
rFtGT-i
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
b L ERE 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
2n(ms (B5 (00 [BH (RE (00 (R Ee meEm
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

Heterogeneity: Not applicable

kL Lo M RAN
LEEES AT AN
=T | R
n::szc; ~ L ot R YRS ABT IMHLE)
=P i By am [£2 T 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
s L= 24 (L Bk (20 L ki () (i)
& |
;.;Lls_::;:m RCT =1 =1 =1 =1 168 145 185 182 19 18.3|MD
PiCCO CvpP Mean Difference Mean Difference
Study or Subgroup Mean SD 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% Cl) 168 182 100.0% -4.50 [-8.46, -0.54] +
Heterogeneity: Not applicable I + 1 % J
e _ -100 =50 0 50 100
Test for overall effect: Z = 2.23 (P = 0.03) PICCO CVP
e
Outcome 3; ICU ;i 7E HAfE
ForhL lcuiEXann
SAFRYRDE
®e |
BRI A7 |47 .<;7|§;”"“ 0t Bt YRS AR(TIRALE)
5 7ok
ol B2 ni |07 (2w [E2 #l A nR
wga—g [SATH (RS (HR R I (Ew ok i (RO leen s v [sm (770 [R00(85 (Mean |50 (B Mean [s0 E‘: |
H 2H (L8 (@ |7 2 2 ) | )
?;&:‘;;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% CI) 168 182 100.0% 1.50 [0.01, 2.99]

.
100 -50 0 50 100

Test for overall effect: Z = 1.98 (P = 0.05) PiCCO CVP
Outcome 4: & BHE (N TFER EAR)
|7'7I'ﬁ-h A PR N
SATAYRS
EGHET]
RR/ATR A7 ;<;7|¥;”’“ AT AB(T DPHAE)
e il r A 2R
gpa—g [FRTIA £ei |85 [Mean [sD |5 [Mean [so [l |18 [mEms
=4 & & ) | ()
:::0‘5:':;‘;"’ ROT < el 8| e7] 1s2] 5 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 0 50 100
PICCO CVP
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CQ 7-7: MUMFEDFIHERE DIRIRICEBRIEZRALDIM ?

* 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 LI

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 XEERDI7A—
AT ORI RS R Bk
(n=174) (n=137)
RCT T72L: 18
KRNI 514
. NI 512
DA | sgEE - noRmELISL: 36
(n=174) L R LIS 57
St PRt
(n =37 g = 37)
RCT G720 17
i RGN D 4
AT 5013
HREER FH i SC LA S
(n =0)
& RCT Ol

#Z A9 5 RCT %L,
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CQ 7-8: #IHABREDIEIEEL T Scv0, ERLBIITIVRDELLNF A

* CQ—PICO RFEIZELHFE
B MfES S v DHMEBFRLEICS VT, B OB R EMREEDETMELTD Scv0, EELBEIITIVRERIET
B EFEBITHEEDTLVD,
ELELNEKYRWMERETHANEREITTH-OICHRBEP)TRMAEEavIEL. A AD);  ScvO, &5
BELI-AHAERE. xR (C); BV TSV REIRIBELI-MMBRELLRETT BT ETHo T,

KA XHBRERXHEEHSATOIIE, FOXEBRXLIOHE)
#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 = NID O N
A A
(n=37)
Bro%
(n=236)
»  RCT T/uv17
RN D3
AT 5013
S SPIE e [ N S
(n=1)
& RCT Ol
AT
Sev02 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 [0.8g, 2.16]
_l'l_'ztt:llé\?;::,scn 9 150 . 150 100.0% 5935 [0.86, 2.16]
Heterogeneity: ot applicable =o_01 0_:1 ] 1:0 100:

Test for overall effect: £ = 130 (F = 0.19) Favours [Scv02] Favours [Lactate]



ICUH7E HAR

Mean Difference

Secv02 Lactate Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Jones 2010 5.6 7323 150 5.9 846 150 1o0.0% -0.20[-2.10, 1.50]

Total (95% CI) 150 150 100.0% -0.30 [-2.10, 1.50]

Heterogeneity, Mot applicable _io —IS 5 % 110

Test for owerall effect: 2 = 0.33 (P = 0.74) Favours [Scv02] Favours [Lactate]

=)
AR EAfE
SevD2 Lactate Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI

Jones 2010 121 1168 150 11.4 1089 150 1000% 0O70[-1.86 32.26]

Total (95% CI) 150 150 100.0% 0.70 [-1.86, 3.26]

Heterogeneity: Mot applicable _io _15 5 él

Test for overall effect: 2 = 0.54 (P = 0.5% Favours [Sev02] Favours [Lactate]
QT RN

Scv02 Lactate Risk Ratio Risk Ratio

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

M-H, Random, 95% CI

Jones 2010 23 150 37 150 100.0% 0.83[0.59, 1.25]

Total (95% CI) 150 150 100.0% 0.89 [0.59, 1.35]

Total events 23 £

Heterogeneity. Mot applicable
Test for owverall effect; 2 = 0.55 (F = 0.53)

0.0l
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Favours [Scw02] Favours [Lactate]



CQ 7-9: FHAMEICRIGLEZVKRMAEE S av (20T 5REEDE—RIRELT/ILTELFIY, F/IR2Y
DELELEFERTIN?

* 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,

* XRARX HEEHRSATONE, ZOXERRFXLIEE)

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

B#EH: ~2016.5.1
LITF® SREXLYVERESI AL

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
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CQ 7-10: /I FRLFIVDOREMNRN+ L THEWNGS ., BMINEHES 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 (HAEEHFIhTONIE, 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 RGN 5 22
(n =365) INAMNEIR 565
TN LNRRS 5
HRE - HARGELIAL: 23
> F D 124
\4
U
(n =28 ro
(n=28)
> RCT T7pu: 3
v
SHBEMER D1
R TADEIN D24
(n =0)
62




CQ 7-11: JVWZRLFIUDREMRNF+HERMESESIVIICHLT S\ TLLUEERTEIN?

* CQ—PICO REICEDZFHE
TRLERE/IWTRLFT IR EFT>TEREDRATRT+oLRIMESE Y 3y oI, YT LI o DERE
DHEET Outcome(28 BT, AHHERER, P avIBREARM. ICU BB ERIITHIEELT-,

* XHBRRX (HAEEHFIhTONIE, ZOXERRRXLHITH)

@D ((“epinephrine”[MeSH Terms] OR “epinephrine”[All Fields] OR “adrenalin”[All Fields]) OR
(“norepinephrine”[MeSH Terms] OR “norepinephrine”[All Fields] OR “noradrenalin”[All Fields]) OR
(“vasopressins”[MeSH Terms] OR “vasopressins”[All Fields] OR “vasopressin”[All Fields])) AND
(("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
randomized controlled trial[pt]

®EH 2015.11.17

@ ((systemic inflammatory response syndrome) or (sepsis) or (severe sepsis) or (septic shock)) and
(noradrenaline or epinephrine or vasopressin) and (randomized or randomised or randomly))

¥MEH 2015.11. 17

* XEERODTIA—
A 1 TORBRRE R R 2 TOMBEREE
(n=111) (n = 364)

A 4

HEERS =110 )

Perfse  (n=365) Br4t (n=337)
RCT T7a\: 87
KRR 2 23
IEAREI2 5176

TN ANRRD 1

\4

ARt (n=28) YoEE - HAGELIAS 25
l Z Dl 125
R4k (n=26)

AR (n=2)

RCT T7Z\N: 5
PO YA VA
IADEI2 2018
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*£& RCT O EEi

1. FETEE

T IhhL 28AFETE
LEd SRATRY R+
ESBE- T )
BRUT |51 g (BERSY rom R URTAR(T I RLE)
72 |72
7o HER
= av D R
5 32 »i (w7 |24 HE (WA A (AR nE
ga—t (FETIL |, (20 N8 (N8 rr (5% ok s (0 [2€ lum [oa wm |T7HEE (B (B9 (0o Ba wa (oo [BR lew maam
| giﬂ éiﬂ Wik |27 & |F & |F o |
;‘j‘;;‘*” RCT of o of o -1f o o o o o o o o of o 35| 1543899 404| 144|3564[rRR | 0.91[0.76-1.00
Morelli 2009(RCT 0 -1 0] -1 0 0 0 0 0 0 0 -1 0 -1 -1 15 10| 66.67 15 8[ 53.33|RR 0.8|0.44-1.45
VP VP#HD
Author Year Total  FEr-=E Total FET-E Risk Ratio [95%CI]
Russell 2008 395 154 404 144 ——— 0.91[0.76,1.09]
Morelli 2009 15 10 15 8 0.80[0.44 145]
_ _ 2_
RE Model IV z=-115  p=0.25078 tau“=0 ——— 0.90[0.76,1.07]
0=018 b=067311 12 =0 | : |
0.37 0.61 1.00 1.65
Risk Ratio
AN A3 = 382
2. EHHEFRESR
PISTN apERER
HABR SRATRYRD*
ESBE- T )
BRUT |1 g (BERSY rom R URTARCT I RLE)
72 |72
7o HER
= av D R
5 32 »i (w7 |24 HE (WA A (AR nE
ga—t (FETIL ), (22 N8 (N8 rr (5% ok s (0 [2€ lum [aa wm |T7HEE (B (B9 (0o Ba wa (oo [BR lew maam
| giﬂ éiﬂ Bk |27 & |F & |F o |
;‘j‘;;‘*” RCT of o of o -1f o o o o o o o o of o 382 401047 306| 41|1035[rRR | 0.99[0.65-1.49
Morelli 2009(RCT 0 -1 0] -1 0 0 0 0 0 0 0 -1 0 -1 -1 15 4 26.67 15 1] 6.667|RR 0.25(0.03-1.98
VPEL VP#HD
Author Year Total &#HEFESXTotal SHHERER Risk Ratio [95%CI]
Russell 2008 382 40 396 41 —.— 0.99[065,1.49]
Morelli 2009 15 4 15 1 0.25[0.03,1.98]
_ _ 2_
RE Model IV z=-0.55  p=0.58545 tau“=0.36 —— 0.73[0.24 ,2.23]
Q=163 p=0.2019 12 =386 ‘ ‘ ‘ ‘ |
002 005 014 037 100 272
Risk Ratio

3. ICU iEHAR
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TIkhL ICUs#ZE HARE
TR .
xf [RE y
BRUT g g (BERSY 2om FR YRIAR(TIMRLE)
FR |FR
FONER
= av D bl
e 57 32 nL (w7 |2m R A nR
ga—t (FETIA ), (22 N8 (MR rr (5 ok s (M0 (2€ (um (wx wm |T7HEE 85 Mean|sp (B3 [Mean|so [ liem |mmam
it 1994 gﬂ gﬂ ik 72 & 1] =) (fE)
Russell
2008 RCT 0| 0| 0| 0 -1 0 0 0 0 0 0 0 0 [ 0 395 16 6] 404 15 55
Morelli 2009(RCT 0| -1 0 -1 0] 0 0 0 0 0 (] -1 (1] -1 -1 15 17 4 15 17 55
VPLL VP#H
Author Year No Mean SD No Mean SD Qutcome: |CUS7EEAR] Mean Difference [95%CI]
Russell 2008 395 16 6 404 15 55 — . -1.00[-1.80,-0.20]
Morelli 2009 15 17 4 15 17 55 0.00[-3.44, 3.44]
— = 2_,
RE Model IV z=-2.39  p=0.01681 tau“=0 — 0.95[-1.73, 0.17]
Q=031 0=057906 12 =0 | | : |

-4.00 -2.00 0.00 2.00 4.00

Mean Difference
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CQ 7-12: MEESIVIDDBRERLE(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 (HAEEHFIhTONIE, 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

#FE 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 &L
Outcome 1; 28H3ETC

FIAEAL TR
{ERIFZ PHATAYR o+
N ELEE T 14
B Do Ll B 20 T YRS AKFIMLED)
7|72
S st |xm fA AR 22 oz
M-~ Ba (B4 (%) |B5 B (%) (B 156 |fEHRELR
8 |F 8 |F " (i
Annans 181| a4| aoa| 160 68| 843|RR 086 [065-114
Manmoud 30| 16| ma3| so| 15| &§0|RR | o0s4fosT-150
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)
Q=008 ©0=077518 12 =0 | : : : : :
055 067 082 100 122 149 1.82
Risk Ratio
. g mas
Outcome 2; Lav BBt HAR
FOrDA 3 7 AR AR
LR FSAFRYRS*
F=f7 | R ’
RIRAT T |5 [ERET e FE YRZAB(TIILE)
72 |72
. 7o |®EIR
_., |2 0 AR
. 72 50 e = ML |7 |2 7 fiA TR
wrgea—k (T T, v BRI e e o (st |89 (EE s o s (72 R Mean[s0 |85 |Mean|so B iSie | e
i | S | L | T a8 a o @
Annane = =
97 RCT -1
Mahmoud gy -1 -1 so| 8| 17s| a0 4 173
DOBHL DOB#&Y
Author Year No Mean SD No Mean 5D Outcome: mTE iR EAR Mean Difference [95%CI)
Mahmoud 2012 30 5 1.75 a0 4 +75 -1.00[-1.89,-0.11]
- 22
FE Model IV z=221  p=002689 tau’< | -1.00[-1.89,-0.11]
- 2
0=0 o=1 12 =Nah : : : j
200 150 100 050 0.00
Mean Difference
i
Outcome 3; ICU#7E HARH
Fakhi iU e MR
TRRIEzE FAFANA
BIRSAT {ir [s6r |[EMEDIT) s itte YRS ARCFOHNE)
72 | P2
. T |EiR
o ET I S e tnon(mr (w32 L 2118 A L
wga -k [MH7FS Y o S (o | B (RE e ([ |77 (S5 (e 5 [wean(so |15 igie |mgaEcm
(B 2 (b | ik |5 L B = |
Anvans  foor -1 wt| 1| &) tes| 18| &n
Mabmeud gt -1 -1 | e 12| ae| 7| urs
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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 6 169 16 65 1.00[0.35,2.35]
Mahmoud 2012 30 ] 1.25 30 T 1.75 —_—.— 1.00[ 0.23,1.77]
o - 2_
RE Model IV z=293  p=0.00337 tau®=0 1.00[ 0.33,167]
Q=0 n=1 12 =0
i T 1
-0.50 0.50 1.50 250
Mean Difference
Outcome 4; & HfIEFER
FILhL Bt
[ IATRY R %
= &b y
BIRAT i | s5r [EREDE ot SRt UZZAB(FINAE)
72 | TR
. T |ER
SN N ) B rns ey (s (€2 i [xin A (A BE
wa e [VERA G [ R ER e ol 0 35 (s aa w70, (37 19 @A oo @ @5 o0 |E® e |ewem
I |E7 24 | a8 (b (07 8 |F 8 |7 & @@
Annane gy =i 161 43| 267 169 41| z4slRr | 081 |0sa-1a1
Mahmoud |por -1 -1 30| to| 333l 30 7| 2a3|rRR 07[031-150
DOBl, DOB&Y

Author Year Total &iHERETTotal SHERET 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=-081  p=0.41603 tau?=0 e 087[062,122]

Q=032 b=057121 1?2 =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 U\ FA
JLFYVYHC) 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.

Title A Meta—Analysis of Randomized Controlled Trials WG12-CQ1(MPICO
Author Wang C, Sun J, Zheng J, Guo L, Ma H, Zhang Y, Zhang F.Li E

P& ETDHEEE) Patients with septic shock (the 1992 ACCP/SCCM Consensus difinition) P:BUMyEE 3wy
IGGHET 5T A) Low-dose hydrocertisone (= 300mg/day) I ZTAO/4F#%E5
C(%HR) Control (physiological saline) C:ATRARIERSE
0(Outcome) Key data were 28—-day mortality and shock reversal at 7 and 28 days. The adverse events superinfection, 0:28HA3ET-EE,

ayyuE afE

{fiFL1=Database

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

language or year of publication.

mERSN R

~201245A

HMHL-ART A

RCTs, meta—analyses, and systematic reviews for studies ( ZRIAHE DT —2IERCT)

SRM T H A 1%, SRIEATRITIZHRE ThTLY

o

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)

28 U ETRXOFI I ThN TN,

Yes (Literature Search|Z52#%)

P15 EH2 DLl E DDatabaseZFI AL TS,

Yes (EREIZAREE)

X OB FARR O SN R R EL
T

Yes (—R3H)

AMSTAR

Full text review® # [Z . Include & & U

exclude &4 15 XAV A & HLN [Ereference Yes (1, 2)
ISLTHD

IncludeEN =X DI |EZIN TN, Yes (&2)

Risk of bias, Jadad scale?s ETE /XD A
FHELTHB.

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

HEOEA. SROFRER T B (25 ES
NnTLD,

Yes (Forest plot®DBEZRE, FIRMESD AT, Funnel plothifT)

EEMAFESHh  REEENABNESIZZ
Random Effecth\fERSh Tl A,

Yes (REMZEPTIHE, PIXE SN 27T-T-hthe fixed-effects model&
The Mantel-Haenszel test was applied for the pooled OR value. The Z—
test was applied for the significance test for pooled OR values.{$/H8)

Publication bias 3 5Hfiz TLVS,

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

COIMAREh TS,

No (FE#RAIL)

* % 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

70




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)

Standard Errer

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

T1B#DOY 3 vy EEEDOEDOER : Begg” s funnel plot (p=0.429)

Placebo stermd
Authar Year Told 7-ShockRedistal  7-ShockReversal Risk Ralio [95%C1]
Bolaest 1008 19 4 2 15 324[130D,810]
Briegel 1000 20 12 ol 1w —— 1.42]095,212]
Chawia 1000 pal L] 23 16 —y 162[092,2385]
Annane 202 140 0 151 60 —— 1.43[1.06,206]
Oppert 2005 25 16 23 “ — 095[061,148]
Sprung 2008 248 145 21 186 e 127112, 144]
Arahi 2011 36 14 E: 2 24 — 1380595, 255]
Gardon 2014 30 13 3 10 —_— 1.41]086,232]
RE Model IV =33 pD tar?=p D - 1.32[1.19, 146]
CE703  pD33004 12 =D :
T T T T T T 1
D61 100 165 272 448 7.0
Risk Raio
a
g 4
o J Begg's test
4 Kendall's tau=0 429
. p=0.17887
~
o Egger's test
* " tstafistic=1.66
& . . p=0.14794
o »* k
-
g
o
- .
= 3
o T T T T -
.50 0.00 0.5 100

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) OEOELM : 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
400 o508 1] o050 100 150

Outcome 4; &t CHIEEHM)
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) DEDEHE : 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 (SME) 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 OMEAF LB THRMBREMIZLNDBAAT 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 (HAEEHFIhTONIE, 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

* XHRROTIO—
st 1 TORFER- TEFRT 2 TOREER.
(n=119). (n=207)
\ ]
EERI (n=24)
Badt.
- SRR
TTAIREI B
i
L (@=14).
(n=16). RCT THL o 5.
ESE Sk E-E
AIER S 90
EERARI
(n=2)~
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% %& RCT &L

Outcome 1; 28 HFETC

PR FET (2]
e IATAY R+
= | B y
BRIV g g BBESE 2o B URZAR (I HAE)
F2 | ra -
. 7
e 5 77| ki oy (T2 sy | 1 A A HE e
wiga— |[TRTIA g o= e R e S ok s (2 BE nw oA lom 77 BE [ (oo [ (w9 oo B e ewem
T 2# T e 8 |7 B |F & @
Holst 2014 |KCT 4] 1] =il 1) 1] L] (4] 0 -1 1] -1 -1 -1 4495 1% JuM| uoz g8 240 KK
Mezzs 2015 |RCT () o l =1 < o ] o -1 o =i il =124 12 Jez |2z 1 an RR
Hb10g/dL Hb7g/dL
Author Year Total 28HZEr-% Total 28FIFI = Risk Ratio [95%CI]
Holst 2014 496 175 168 —— 0.95[0.80,1.13]
Mazza 2015 24 13 11 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=0.01 p=0.92711 =0 ‘ I ‘ ‘ ‘ I |
0.45 0.67 1.00 1.49
Risk Ratio
r-A——]
Outcome 2; [BZsfEE
FIrhh I E
CEIES P AUASE
w7 o | R e g s
s | | it UG AB(TIHhAZ)
D = Vsl | ) o [xie i fA |ia R e
aima— FATIA | B8RSR R o) 5E lam o w77 EE e (w00 (g (25 oo BT se S
’ T 2 L& o =S 8 |7 [
Helst2014  ROT of o o o o o - ol -1 1| —1| 4ss| =l vos| 4ss|  as| 7iF|Rm ii":‘ﬂ“““”"
Hb10g/dL Hb7g/dL
Author Year Total  fEESET fgsstEE Risk Ratio [95%CI]
Holst 2014 489 39 35 0.90[0.58,1.39]
FE Model IV =-0.47  p=0.63534 =0 0.90[0.58 ,1.39]
Q=0 n=1 =NaN I ‘ ‘ ‘ |
0.55 067 082 100 1.22 1.49

Risk Ratio
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CQ 9-2: MUMfEI=*L T, HFFBMBDHEEITIN?

* 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 RFRRX(HEERSATONE, EOXERFXLIEE)

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

*XEERROTO—
ZEXHEL.

& RCT O FEi
7T O

7



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 (HEEHRSATONE, ZOXERRFXLIEE)

#®FEKX1 @:; (sepsis or septic shock) and (Platelet)
B%EB 2016/5/1

*XRERDOTO—
ZaXEEL,

% & RCT DM
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: FMfE AKI 2R T HMARFLRED 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)
| A (0 =9)
v
L
> (n=58)
(=77 .
RCT T7Zpu 37
AT %121
13248
A R  =16)
(n=19) - RCT T72\ 5
RCT H : 1
l AN 510
AR i
(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|
Bouman 2002 24 35 27 36 7.0% 0.73 [0.26, 2.05]
Gaudry 2016 129 il1 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%
Test for overall effect: Z = 1.36 (P = 0.17)

0.01

0.1 1 10
Favours [experimental] Favours [contraol]

100
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__SE(log[OR])

a »
0.21 i : "
lol \
04 S
/ o§
064 |
0.81 i |
1 , 3 , o
0.01 0.1 1 10 100
B BEMEITEE 605%H)
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI 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] *"
Total events 14 22
HPH 2o _ _ T I | | |
Heterogeneity: Chi* = 0.42, df = 1 (P = 0.52); I = 0% ho1 ol 1o 100

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

0 _ SE(log[OR])

0.2+ '

0.6

0.8+ ]

OR
100

O
=
e
i
-
—
=)

82



CQ 12-3: BUMAEE AKI 2/ T DA FLRESFFR, MROELLM RN ?

* 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 surgk[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(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])

* XEERDT7O—

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

85



CQ 12-4: BmfEY AKI (2L TiKS{EEZEOFETHRAN 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—operative*[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])

* XahERODT7A—

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])
HEBRICTRARQZAWVWTERWVEZE 1| DA LEJAMIFELGOXBERELZA, TANE
TAHEFIEL, EALGM o=,

* & RCT LA

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

* 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 L

Testfor overall effect Z=143(P=0.158)

- SEQD)

WD,

{
0
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L Amp:
PMX-DHP Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Cruz 2009 1 it 16 30 36.8% 0420015 1.16] — &
Payen 2015 33 Mg 2213 823%  1.59[0.86 2.94] ——
Yincent 2004 8 17 5 18 1M0%  1.08[0.25 470]
Total {95% Cl) 170 161 100.0%  1.10 [0.68, 1.79] <
Total events 44 43
?et?;ngenewl:l CQ T;?Sﬂ [312=P2£F'D=TEID.EIEIJ;I = 59% 'IZI.IZI1 DH 1'EI 1|:||:I'
estior overall effect 2= 0.38 (F = 0.70) Favours [experimental] Favours [control]
D”SE(Iog[OR]) N
o\'\
6
:
EHMEDEFIE
PNX-DHP Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Cruz g 115 34 2187 30 BES%  BO0[1.73,1373) -——
wincent 108 137 17 9 189 18 335% 1.80[9.09, 1269 =
Total (95% CI) 51 48 100.0% 4.59 [-1.71,10.90] —euiii—
Heterogeneity: Tau®= 0.00; Chi*= 0.38, di=1 (P = 0.54); F= 0% I—QD _150 1 150 EDI

Favours CTL Favours PMX



CQ 12-6: AUMfEN AKI D 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 e

insufficiencies”“[All Fields])) OR (

1

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

[MeSH Terms] OR ““furosemide

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

1 o 1y

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, QMO XAkEFE THIZ KDIGO BEHARSAU LI O EHIR RCT [EFELLEMN 1=,
* & RCT LA

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

* 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:inoexp] 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 thrombocytopenialtiab] 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 vasculitisTtw] 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 dehydratase1[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
nephropathical[tw] 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 crystalcryoglobulinftw] 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 crystalglobulinemia[tw] 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 crystallomitin[tw] 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
anca3[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
ancashiltiab] 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 surgicaltw]) 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 reversi[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 postoperative4[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 (ischemiltw] 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

99



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 ischaemia[tw] 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[lal

@: (" 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

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

1o

o

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

1

"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

o

tubular

1y e

tubular

D, QDX FE THIZ KDIGO ZEHA MRSV LD #FHIE RCT (XFEELEIST=,
* & RCT MEEAh

FETE, BieemE
https://www.ncbi.nlm.nih.gov/pubmed/?term=15809463
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CQ 12-8: BRIfEE AKI D FR5- 48 B BICILEME 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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1

“"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 (
[All Fields] AND ““natriuretic”“[All Fields] AND ““factor”"“[All
[All Fields] AND ““natriuretic”“[All Fields]

[All Fields]) AND (Randomized Controlled

1

e

tubular

1y o

tubular atrial

e 1 e

[MeSH Terms] OR (”"atrial
Fields]) OR ““atrial natriuretic factor””
AND ““peptide””[All Fields]) OR

Trial[ptyp] OR Clinical Trial[ptyp])

natriuretic factor

o

[All Fields] OR (”"atrial

1y 1y

“atrial natriuretic peptide

o

@, @D XHERRFE THIZ KDIGO BEH A 512 LI D#FR RCT (FHFEFELEMN o=,

* & RCT MEEAh

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

KA XHBRERXHEEHFIATOIIE, 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 20 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 3 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 : 125[0.09,1798]
Borzotta AP 21 1 28 5 —_— 375[047,2975]
Hadfield RJ 11 6 13 2 i 028007, 1.13]
McClave SA 6 0 16 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%CI]
Young B 23 4 28 5 — 103[031, 3.39]
Peterson VM 25 8 21 2 i 030[007, 125]
Cermra FB 37 0 33 0 1.12[0.02,54.80]
Moore FA 30 M 29 5 —a—t 047[0.19, 1.19]
Kudsk K 45 20 51 12 . 053[029, 0.96]
Dunham CM 15 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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FRa—F

Rago RP
Adams 5
Young B
Peterson VM
Carra FB
Moore FA
Kudsk K
Dunham CM
Borzotta AP
Hadfield R.J
MeClave SA
Harvey SE

BiRey 0it
Fkh :f;ﬁ orid| wew Al =m|77M7
L 72
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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 RS EERIK. RCT THLMS #7),PN NMERAIN TS (7 #R)EN EXREBRE
ELOLET . SEBN’EBTHAARBTL TRV R THoT=. IBMBREELT. 2015 F 4 A1BHS 2016
F 4 A 30 BET, ALBERRICE O TEBRREFToENIHRETIREMRFRIEIRDIToNLEMN oI, 9 HEE
HREL, AR EIT o=,

% Outcome M IALALTOYRE LU B IFZED Risk of bias #LLFIZIRTRT S,

A

R RAE FEIE

ICU #E B

ERAH

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 j 1.00[0.02, 46.05]
Minard 2000 15 4 12 1 R 0.31[0.04, 2.44]
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 2=-0.6  p=0.54574 tar=0 - 0.86[0.52, 1.41]
Q=17 p=0.97453 12 =0 3
f I T T T ]
000 002 014 1.00 7.39 5460
Risk Ratio
LateEN EarlyEN

Author Year Total Infection Total Infection Risk Ratio [95%CI]
Eyer 1993 19 4 19 8 S S 200[0.72,553]
Chiarelli1990 10 7 10 3 —— 0.43[0.15,1.20]
Minard 2000 15 7 12 6 —— 1.07[0.49, 2.34]
Kompan2004 25 16 27 9 — . 0.52[0.28,0961]
Nguyen2008 14 6 14 3 —— 0.50[0.15,1.611]
Chourdakis2012 25 12 34 13 — 0.80[0.44,1.441]
Nguyen2012 14 6 14 3 —— 0.50[0.15, 1.611]
RE Model IV z=-1.83 p=0.06722 ta¥=0.03 —_ 072[051,1.02]

Q=7.78 p=0.2549 |2 =16.05

| T T T \
0.14 0.37 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 67 19 11.8 79 H]—| 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 97 —— -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 11.3 0.8 " 460[ -5.68,-3.52]
Chourdakis2012 25 285 89 34 248 786 .—H -3.70[ -8.02, 0.62]
Nguyen2012 14 159 1.9 14 113 0.8 . -460[ -5.68,-3.52]
RE Model IV z=0.93 p=0.35377 taw?=15.39 —— -1.69[ -5.25, 1.88]
Q=22.58 p=0.00095 12 =91.31 :
[ T T T I I |
-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 10.4 —— -19.80 [-33.17 ,-6.43]
Minard 2000 15 213 13.7 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[-30.95,30.95]
RE Model IV z=-004 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 Qutcome: Venti-Days Mean Difference [95%CI]
Eyer 1993 19 81 68 19 10.2 8.1 .__._. 2.10[ -2.66, 6.86]
Minard 2000 15 104 6.1 12 151 7.5 ._H 4.70[ -0.55, 9.95]
Kompan2004 25 15.6 16.1 27 12.9 8.1 %—. -270[ -9.71, 4.31]
Peck2004 13 23 26 14 32 27 : 9.00[-10.99,28.99]
Nguyen2008 14 137 19 14 92 09 [ -450[ -5.60,-3.40]
Nguyen2012 14 137 19 14 92 09 - -450[ -5.60,-3.40]
RE Model IV =-062 p=053336 tar=1374 —~— 1161 4.82, 2.49]
Q=20.15 p=0.00117 12 =91.14 ;
T T T T 1
-20.00 0.00 10.00 30.00

Mean Difference
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EHED

Eedh

sk o S
= T 0
FRa—F %‘ﬁ? w377\ 87 E% ,ﬁ? wew| wg| an| wm| 77T
T3] HE A
Ever 18903 RCT -1
Chiaralli1 950 RCT -1 -1 -1 -1 -1
Mirard 2000 RCT =1 -1 =1 -1 -1 =1 =1
Preck 2004 RCT -1 -1 -1 -1 -1
Kompand 004 RCT -1 -1 -1 -1 -1
Dvorak 2004 RCT =1 -1 -1
Nguyen2 008 RCT -1 -1 -1 -1 -1
Chourdakis2012 RCT =1 -1 =1 -1 -1 bl | =1 =1 -1
Nguyean2012 RCT bl | bl | =1 =1
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RBREST D outcome NDI7ALARTAOVE

A
R fiE FEAE R
AR B
ICU FE B ¥
LateEN EarlyEN
Author Year Total mortality Total mortality Risk Ratio [95%CI]
Eyer 1993 19 2 19 2 .—.ﬁ 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 — 1.10[0.20, 6.12]
Nguyen2012 14 4 14 4 —— 1.00[0.31, 3.23]
RE Model IV z=-0.1 p=0.92259taf=0 - 0.97[0.54, 1.75]
Q=053 p=0.99084[2 =0 3
T I T T
0.00 002 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 7 10 3 _.—_. 0.43[0.15,1.20]
Kompan2004 25 16 27 9 * 0.52[0.28,096]
Nguyen2008 14 6 14 3 P 0.50[0.15,1.61]
Chourdakis2012 25 12 34 13 —.—1 0.80[0.44,1.44]
Nguyen2012 14 6 14 3 i 0.50[0.15,1.61]
RE Model IV z=-2.05 p=0.04049 ta¥=0.04 — 0.67 [0.46,0.98]
Q=6.62 p=0.2502512 =16.49 '
I \ I \
014 037 100 272
Risk Ratio
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Late EN Early EN
Author Year No Mean SD No Mean SD Outcome: Venti-Days Mean Difference [95%CI]
Eyer 1993 19 81 6.8 19 10.2 81 S S 210[-2.66, 6.86]
Kompan2004 25 156 161 27 129 81 i 2.70[-971, 4.31]
Nguyen2008 14 13.7 19 14 92 09 i -4.50[-5.60,-3.40]
Nguyen2012 14 137 1.9 14 92 09 —— -4.50[-5.60,-3.40]
RE Model IV z=-2.32 p=0.02012 ta?=4.83 e 317[-5.84 ,-050]
Q=741 p=0.05989 |12 =8504 :
T \ \ \
-10.00 -500 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%CI]
Eyer 1993 19 99 67 19 118 7.9 .—.—' 190[ -2.76, 6.56]
Kompan2004 (125) 25 206 185 27 159 9.7 -470[-12.82, 342]
Nguyen2008 14 159 1.9 14 113 08 - 460[ -5.68,-3.52]
Chourdakis2012 25 285 89 34 248 786 %-—H -3.70[ -8.02, 0.62]
Nguyen2012 14 159 1.9 14 11.3 0.8 - : -4.60[ -5.68,-3.52]
RE Model IV z=-11.69 p=0 taw?=0 - A441[ 515, -367]
Q=74 p=0.11635 12 =0 ;
I T \ 1 \ 1
-15.00 -5.00 0.00 5.00 10.00
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cQ 13-3:

* CQ—PICO RFEIZEH#EHE

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
DHEICERIN-ARER]RICEMRREZTV. 200 ENILTERANDF VIO RIZHE T2,
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 (HEEHRSATONE, ZOXERRFXLIEE)

“critically ill”L<IZ intensive care “EB & “enteral nutrition”

* %& RCT DEEE

* LLTF.STER, VAP REFR, ARB#.ICU EEAH. A TR, BREERER. B
BREABREIETETIERICEATII74+LANT OV, T-EHED Risk of bias ZIRTFT
b,

Fullfeeding Underfeeding

Author Year Total Mortality Total Mortality Risk Ratio [95%CI]
Rice TW.2012 492 109 508 118 —m— 1.05[0.83,1.32]
Rice TW, 2011 102 20 98 2 —— 1.14[067,1.96]
Arabi YM 2011 120 52 120 38 — . 0.73[052,1.02]
Desachy A,2008 50 14 50 11 — 0.79[ 040, 1.56]
Taylor SJ,1999 41 5 41 6 : 120[0.40,362]
Arabi 2015 436 140 438 131 —.— 093[0.76, 1.14]
RE ModellV =092 p=0.35786taf=0 - 094[0.83,1.07]
Q=404 p=0543312 =0 :
[ I T T I 1
0.37 1.00 272
Risk Ratio
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Mean Diflerence

113

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[0.95,2.19]

Arabi 2015 446 90 448 81 + 0.90[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 \
0.37 061 100 165 272
Risk Ratio
Underfeeding Fullfeeding
Author Year No Mean SD No Mean SD Oufcome: Days Mean Difference [95%CI]
Arabi 2011 120 145 155 120 11.7 91 —I—a -280[-602,042]
Desarchy2008 50 15 1N 50 15 1N 000[-431,431]
RE Model IV 7132 p=0.18529 tar=015 —— 178[442,0.86]
Q=1.04 p=03076212 =393 3
I T 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 [95%CI]
Rice TW 2011 102 57 64 98 55 54 + 020[-184,144]
Arabi2011 120 132 152 120 106 76 260[-564,044]
RE Model IV z=091 p=03622 ta=133 _—-— 104[329,120]
Q=185 p=0.17325 127 =4608 :
T \
600 400 200 000 200



Fullieeding Underfeeding

Author Year Total infection(+Yotal nfeclion(t) Risk Rafio [95%CI]
Rice TW, 2011 102 33 28 30 095[063,142]
Arabi 2015 446 169 448 161 * 095[080,113]
Taylor 1999 a1 25 a1 35 —_—— 1.40[1.06,1.84]
RE Model IV z=0.57 p=0.56652 taw’=0.03 e 108[083,141]

Q=578 p=0.05567 17 =64.21 :

0 \ T \ T \
0.55 0.82 1.22 1.82
Risk Ratio
Underfeeding Fullfeeding

Author Year No Mean SD No Mean SD Qutcome: Days Mean Difference [95%CI]
Arabi 2011 120 672 936 120 702 10869 u 300[-2242,2842]
Desarchy2008 50 56 59 50 51 75 -500[-31.45, 21.45]
RE Model IV z=009 p=09283 ta’=0 ————— 0.84[-19.17, 17.49]

Q=018 p=06690912 =0 | | ‘ | |

4000 -20.00 0.00 2000 4000
Mean Difference
Fullfeeding Underfeeding

Author Year Total RRT Total RRT Risk Ratio [95%CI]
Arabi YM 2011 120 23 120 15 065[036, 1.19]
Arabi 2015 396 45 406 29 N 063[040,098]
RE Model IV z=247 p=001341 ta?=0 — 064[045,091]

Q=001 p=09229312 =0

\ \ \ T \
022 0.37 0.61 1.00 165
Risk Ratio
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CQ 13-4: FEFEARFKBEZL\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 XERER (FHEEFSATONE, ZOXERFBERXLER)
((Parenteral) AND (randomized OR randomised) AND ((acute AND (ill OR illness)) OR (critically ill) OR (ICU) OR

(sepsis) OR (intensive care))

Testfor overall effect: £Z= 065 (F =0.592)

Favours experimental

Fawvours control

%% RCT O FE
FE
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
JAMA. 2013 21 GB7E 100  BB20  32.0% 0.81 [0.62,1.07] -uf
JClin EM. 2013 12 129 A 3] 2.9% 1.63 [0.67, 4.02] I I —
Lancet. 2013; g 153 12 152 3.2% 0.66 [0.28,1.57] 1
N Engl J Med. 2011 146 2312 141 2328 47.4% 1.04 [0.83,1.30] L
Intensive Care Med. 2011 15 B5 17 G4 G 8% 0.94 [0.52,1.70] T
Intensive Care Med. 2000 17 50 18 50 T T 0.94 [0.54, 1.65] —
Total {95% CI) 3397 3408 100.0% 0.95 [0.81, 1.11] 4
Taotal events 280 285
Heterogeneity: Tau®= 0.00; Chi®= 3.99, df= 5 (P = 0.55) F= 0% =|:| 01 051 150 1IZIIZI=
Testfor overall effect: Z= 0.68 (P =0.43) Fa'v'::uurs expérimental Favours control
I 7
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 19 681 33 BB2  15.8% 1.18[0.75, 1.86]
Lancet 2013 149 153 19 152 91% 0.99 [0.55, 1.80]
N Engl ] Med. 2011 174 2312 142 2328 T0.2% 1.2311.00,1.53]
Intensive Care Med. 2011 13 B4 a G5 4.9% 1.63[0.72, 3.66] N
Total (95% CI) 3211 3227 100.0% 1.22 [1.02, 1.46] | J
Total events 245 202
Heterogeneity; Tau®= 0.00; Chi®= 0.97, df= 3 (P = 0.813; F= 0% IIZI o1 IZI=1 1=IZI 1IZIIZI=
Testforoverall effect 2= 2.16 (F = 0.03) Favours expérimental 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% Cl
JAMA. 2013 101 631 123 632 24.5% 0.82 [0.65, 1.09]
Lancet 2013 a7 153 B0 1582 21.7% 0.94 [0.71, 1.25]
N Engl ] Med. 2011 447 2312 381 2328 321% 1.18[1.04,1.24]
Intensive Care Med. 2011 18 65 9 234 6.9 % 2.00[0.97, 4.12] —
. 28 B0 23 a11] 1f1%7}6 1.22[0.80,1.85] ™
Intensive Care Med. 2000
Total {95% CI) 3271 3287 100.0% 1.07 [0.87, 1.32] »
Total events 651 596
Heterogeneity: Tau®= 0.03; Chi*=10.84, df= 4 (P = 0.03); P= 63% ID o 051 150 1005




Risk Ratio Risk Ratio

M-H, Random, 95% Cl

Experimental Control

S5tudy or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl
JAMA. 2013 2 SN 1 HE2 1.4%

Lancet 2013 11 143 T 1482 9.A5%

N Engl ] Med. 2011 T2 2312 B0 2328 T0.8%

Intensive Care Med. 2011 a 65 1 B5 0.8%

Intensive Care Med. 2000 11 B0 16 B0 17.5%

Total (95% Cl) 3271 3287 100.0%

Total events 96 =34}

Heterogeneity: Tau®= 0.00; Chi®= 2,47, df =4 (P=048% F=0%
Test for overall effect: Z=0.77 (F=0.44)

2.00[0.18, 22.04]

1.56 [0.62, 3.92] N
1.21 [0.66, 1.6%] E 3
0.33 [0.01, 8.03]

0.69 [0.35, 1.36] —=
1.12 [0.84, 1.49] »

0.1 0
Favours experimental

10
Fawvours control

100
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CQ 14-1: RMFEREFD BIRMBEEIZLDIZTEHM?

* 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

BEfFDOSRERIL -T2 E 5024F glucose control in critically ill adults: a meta—analysis. JAMA
Wiener RSHMSRIAX  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

BARILERBEORERICERS | 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 SREX :
SREERIZERY 128 Song F, Zhong LJ, Han L, et al. Intensive insulin therapy for
maLLheR A4 septic patients: a meta—analysis of randomized controlled trials.
ﬂii%'gt‘ Tﬁﬁ Biomed Res Int 2014:698265.

RATHRMX 274 |

PubMed T Wiener RS 50 SR FH3C LA (2008 4 6
HB6BM52016 4% 2 25 A)&xREL, RERDIRFEEETH 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 RN 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 —. 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 .
1107144 - 133 (0.83 - 2.04)
180- i 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 -

el . 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- _. 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] —a— 6.67 (3.84 - 11.11)

144\}5180 - 5.56 (1.33 — 25.00)

L —_

110144 5.88(2.08-18.18)
180- ———

vs 8.33 (2.27 - 38.46)

110 - 144 _

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:JfRIRIFLT-IH
#=r9)

(FIFE#ELER, RILREELR

Outcome 2: B EFEHR AR (FIXEHELLE, RIXfMEEL

BERY)

Outcome 3 EM#ERER(FIXERELLE, BIXMEL

BRETY)
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CQ 14-2: BMMFEBHO MBERIFEITE O LS5 HBEALTITON?

* 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-MMEBELHEHTIN?

* 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 ERFERX (HEEHRSATONIE, 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)

*XEERROTO—

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  Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bernard1997 To 200 4211 297% 1.00[0.77,1.30]
Gozzoliz0m 2 18 3 20 2.9% 074014, 3.94]
Schortgenz2012 43 101 48 98 2T E% 088065 1.19]
Schulmanzi0s 7 44 1 38 20% G.04[0.78, 46.95] N
ang2013 21 34 a 3MO136% 2.39[1.25, 4.60] —_—
Young20148 48 346 47 344 241% 1.02[0.70,1.48] I
Total (95% CI) 743 743 100.0% 1.12[0.83, 1.51]
Total events 191 181
?et?;ogenmtyl:l T?ru :;Pg;$4hlpz—1uufaal df=5 (P =0.06), F=53% 001 0 0 100
estforoverall effect. Z=0.74 (F = 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 N, Fixed, 95% Cl IV, Fixed, 95% CI
Young 2015 23 96 347 22 89 344 100.0% 1.00[-0.38, 2.38]
Total (95% CI) 347 344 100.0% 1.00[-0.38, 2.38]
Heterogeneity: Mat applicable =—1DIZI —EEIZI 3 5’0 1DIZI=
Testfor overall efiect 2=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% Cl IV, Random, 95% CI
Gozzoli 2001 11 13 18 9 10 200 0.9% 2.00[-5.43,5.43] T
Schortgen 2012 17 14 1M 16 17 93 28% 1.00[-3.32, 537 T
Schulman 2005 2230 44 20 14 38 05%  200[7.92,11.92] =
foung 2015 41 48 347 42 52 344 858%  -010[-0.83, 063 .
Total (95% CI) 510 501 100.0%  -0.04 [-0.76, 0.68]
Heterogeneity Tau®= 0.00; Chif= 0.70, df= 3 (P = 0.87); F= 0% 1_1 0 _510 3 5=|:| 1E|E|=

Testfor overall effect Z=0.11 (F=0.91)

Outcomed ; B & HFEFR LS (Free Text)

Favours experimental

Favours control

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

EIEAILZR14ABMOREERESEE H—1)> 45 8 :32.6/1,000 ICU days
Schortgen 2012 (95% CI, 32.3-32.9), > hO—)LEE: 23.8/1,000 ICU days (95% CI, 23.4-24.1),

Schulman 2005
3+2[E/E#E, p=026

EREHEYDORRRAMRE, AR, 426 B/EE avbO—)LE,
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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, ZOXERFERXLEER)

@; (((((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: EXMfEtE DIC DE AR DIC BHEETITES > 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 XEBRERRXHEEEHSATOIIL, FOXEBRRRXLIDE)
@; JAAM DIC

*XEERROTO—

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

* 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
KUDIC #REHREL-. TNEFNDTIMILDEEE(IZDLVTILDIC HEMATIHRELITLIREL -, TOFHEMIE
8 A5 ANRE (BRIEEZER625%) L. 28 HETIFI(EX, FR{E9) . HMMHEEHHEILX 7(EX, FR{E7). DIC B
Bt (BE. hR{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=,

*XEERRDOTO—
ZEL

% %& RCT &L

&
&
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] - -ﬁ? > __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] \éﬁ" g{?’ & § &
., >
Total 055 G CHCN S
otal (953 CI) 421 47 100.0% 0.81 [0L.62, 1.06] s ¢ & &
Total events 77 94 & \‘\.;5‘ él? ‘;?é ,}ré\é”
Heterogeneity: 1% = 0.00; 3* = 0.25, d.f. = 2 (P = 0.88); I? = 0% = t t + 1 tﬁ & & & 1_'.?
Tost for overalleffect: 2= 1.56 (P= 0.12) oes 02 ! == SIS O
= . -amissreRad Favors hTM  Favors control (g? & & é? ég
& ;:’ & &g F
s 5
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 gk & §*§% & é? f
Adkawa 2011 0 42 238 1B3% 0.18[0.01, 3.66] * - & ‘3& %g?df SFE
Vincent 2013 19 17 370 BT% 1.11[0.59, 2.11]
Alkawa 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
Hatoroganaity: 12 = 0.44; 3 = 1.36, d.f. = 1 (P = 0.24); 2 = 26% DII:II OII T I}D IDlO 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
DICHHE 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 4.4% 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) % a7 100.0% 1.28 [0.93, 1.75] s
Tetal 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 POVREDLIUREDORICET BT DET I H A EENNATK, BEENERLTLS
DFENTHEEEZ. BELLGNGEIMEESZH LT,

DIC MI[EI% :

S [l DIC MERMTIToP ATITA4vILEA—DHERTIE, BICETEIIETUVRADE(L B(FHEE) LHIFEL
FLz. PEEDIETUVRADEDERIL. [HRDOHEEEICHEEDHEELH D] (Minds BEHIFSIMERT=2
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 thrombomeodulin 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
(studics) bias evidence With  With Recombinant human|CC" Risk with Risk difference with Recombinant
Follow up Control  thrombomodulin (5% C | Control  human thrombomodulin (35% C1)
All-cause mortality (criTicAL oUTCOME)
838 no serious (no serious [ no serious |serious undetected s 94417 TTMA21 RR 0.81 Low
TR ) : : - - g
(3 studies) |risk of bias inconsistency indirectness MODERATE (22.5%) (18.3%) (0.62-1.08) 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
400 per |76 fewer per 1000
1000 (from 152 fewer to 24 more)
Serious bleeding events (criTicaL cuTcomE)
821 no serious (no serious [ no serious |very serious |undetected L] 19/408 190413 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 98 more)
DIC resolution (mMPoRTANT oUTCOME)
191 no serious (no serious [ no serious | serious undetected il 3297 43/94 RR1.28 330 per |92 more per 1000
(3 studies) |riskofbias  |inconsistency indirectness MODERATE (33%)  (45.7%) (0.93-1.75) | 1000 (from 23 fewer to 247 more)




[ZXLTIEZEDFEE 19 A/1000 A&, BIEIZHEBDIIONZDOMRILFEBLET . CCTEELUITHEEFD/NFUR]IC
DWTTY A, BIAE B EICH T SMBEERECARAUERFAL-BEDORETEIEEEICHTFSTHRLT W EED
HMESHENIVPO—ILBETRELTVET, 20O B EHIEIZT T HR—IX54 ) X9 % 5% L TEHE
ZULMLFEL-, TOHER. 1000 AHT=Y 8 AOHMMEEHEEB ST ELVIFERTL -, FELHD/NSFVREREHT S
BRIZIE. COKIITHM RVIEEDH TG RVIEEEZERTHIEAROONTVET , SEDFHERITA—
ARFAVRDELT10%~45%DHFDEDSILELEEDBEEZR]RELIZGETHO>TH, EAFZ LEL LSRR
NTTVWET, RICKELELHLIEBENADGE . HEI—EDEEETENRZ LEBSLSIELHYET, )DIC XK
BETIEZDESIZ 1000 HI=YWD ALK NNT £ B EL- LT, EEHD/NFUREF@LV=LELT=,
UEDZEICKYFELT. BRIZSEDMAVRED AR S(IR T DHEELHELE 2B LHIELV=-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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ENHEEERTREF(ZIVTEL2hFHYET . —DBIX. TET VRO EEFHET DT IV L—K 5 BEED
SHEDRIE-ESOHE. DRRTY ., —DBELT HRE (HEREDRI)ZRET DEIC 4 EREREFHLETH. TDS
LEDRMEEDNSURETHAT DRI BEEBWVLET, COBEE. AEELNHINLELMENILYE, 95%EFER
FANEDREREDEIAIZHINEZEZDEVST-ANBEUNMLNER A
SED CQ16-2 IZHEFFELTIX. ECT7 IMAIZEEENGONIEN L. [FEESITEI IV L—FETL. T

EFVADEIFFDMDE YT L—RERN—DIHWNEEHLTHREEB) EFIFTHELTVET - &8
IETUVADEN B LHESNZEICIE, HEDOES(TR (1) EHFETEHILLHYFET LA, §[E DIC xIzRBETIEA
AVEBBRLETINNLIZEEEN RN LEZETERL. BTFHICHE Q) EHELTEYET,

SEDHEEDNFVADFHEHER TIE, FELEFELAEEZRTIRLEDLGVN S RTIT1VILEA— R TH1=
Db BNELET HFHAIFEAN K HEEOA MM EETEIN? LGN ?)ITDONTIE, TERETHINEELEE
ATWET, CORITDEFELTIEAAUMDICH T HRETELHMICREL THVET DT, TEoETSBIZAL,

LITIZ, Minds BBEAAMRSAMAERR=2T7IL 142 R—STIERRSN TS —HlEERLLET,

BEAAESY |EmMUEBRERISHTETILTIS—E
A& | EmiEREED (9B ETORA) IETFUAMBSIIRCTIZ#(A) "ABRE2—h, BEFREB (CHhBRE—h,
T A 6B LA D T LT 75 —1H0.6me/ keffiE *BRALE"E(=2)", "R/ FELM-1)7, TE0)” D IEXFE
HMIE| TR *+TE T ADESE"5R(A)", "dh(B)", "88(C)"., "IEHIZFH(D)" D4ELRE
ok BEEIETFINLOEEME(~9)
IEF ABE YAVAE (T ORhLE)
Tl | 5 ne e
BMET [T - S (AR | 2R |*H8 A TA A frevel HhEE =, =S
Trobkhls HA/ AR e = Fmee i NAT (8 By | #o (%) |8 |Ba (%) ,';{ EfE | EHEEM ;0) 2 |3AVk
mE|y Al |m=EH (B |F 2 |F wey |TE #
) ey ) [
) 70
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 o|ZALN,
I§:£ngﬁﬁ1i RCT/3 0 0 0 -1 0 1960| 1226| 0.626/1976| 1176| 06[RR | 0.9231[0.827-1.041B 7|mRS0-2F ok 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| gl HH M5 D IFEAEH TR

ZD Minds ERD—BITIE. 6 MR EZEDIRFHENSIT VLD RHEEEIL RR0.92 (083-1.00THEEIEHY
FHA LOLEAS, ZO—HFITIEZD RR0.92 ENVSZETHEMAHAHEHELTEY . SHICIET UV RADEIFZTETAL
F=BYFREE B)EFELTVET TORICSRENSERXEZD L AH| (Minds BEAAFSA AL T=2T )L 162
R=U) T UTOLIICERESINTLET,

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
9,

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 AJEEMHA B L EHIBTLT =,
LOLGHS, DT IRDLEL TD 28 FECIZIZEDZ)RHETFEIZHEEELN RSN THE T, HRDH#ASIZRET S
B IEE DRI+ AN EBELHET T BUBELHEEEL . I5/Z, HMIZH T BFFMILTHEEMELEL. A EEIZ
BHEIARNEFZ D, NAET BHESH DI EEECL > THINBENHEESH S,
LILEDERFEEHIZFIBTL . HELEDHESIZ DU TIE R FHIZFHBL . NAZZFFT SR T, §5(2) E418L7=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)

rhTH Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% Cl
Takahashi 2011 2 9 2 g 2.8% 089016, 4.93]
Wincent 2013 BE 3¥0 80 3¥1 9V.2% 083062, 1.11]
Total (95% Cl) 379 379 100.0% 0.23 [0.62,1.11]
Total events ga a2
Heterogeneity: Tau?= 0.00; Chif= 0.01, df=1 (P = 0.94%; F= 0% IIZI 0 051 ] 1=IZI 1IZIIZI=
Testfor overall effect 2=1.28 (P = 0.20) Favours [experimental] Favours [control]

3 MR RR 0.81 (0.62-1.06)

Aikawa FR3CIRE RR 0.83 (0.62-1.11)

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

rhTiM Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Vincent 2013 19 am 17 370 100.0% 1.11 [0.589, 2.11]
Total (95% CI) T 370 100.0% 1.11 [0.59, 2.11]
Taotal events 149 17
Heterogeneity: Mot applicable =I:| 0 D=1 ] 150 1I:|D=
Testfor overall effect 2= 0.33 (P = 0.74) Favours [experimental] Favours [control]

3 SRR RR 0.83 (0.22-3.11)

Aikawa FR3CIRE RR 1.11 (0.59-2.11)

BIETE T RS —h (RERD 3 /)
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E0)
2% DA 13— gy [ [ B (s 5| |2 2 el 67| g
7orHL 12/ (T2 |mas [T e 5 mm mar (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(®) 9
1 ?CT/ of o -2 o o 408| 19| 47| 13| 19| 46RR | 083[022-311 |sh(®) 7
WIRTE T2 RFHE S — b (Aikawa FHXIRED 2 3H3)
£}
2% DA 13— gy [ [ B (s 5| |2 2 el 67| g
7orHL 12/ (T2 |mas [T e 5 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

BREMTOBER. AN)URMBTHS Akawa X ERVVIHE . EET7VMLICHT2MREEESLVZNOT
ETVRDERFREFEHHYERATLIz, —AT HIEEHEICBELTEINETONAZXFTHHRAMND
XEFLEWARANEEDYFEL, FSICTHRBIEEELBY . AN U5 BEICEREL TS Akawa SRiXDF
ENTTWBDEEZAFT . FHMTRRMN 1 SN ELoI=C&IC&Y, HMEEHEICRTHIIE TV ADEITIFFEIZH
(D) EERITHYELS,

COBBTBEREAICLELT. HEEDREICOVWTLBERFZWVVLEL, 2AMEIET VAN EIFSE
C7VMANRLERLGT IMILTHAHEFHE T 516, PFE (B) LEFlILELI=. =, MEFD/AFURIZDL
TIRINFETEREFDOTIMALDAEAENEDLYET D TIYEEIFHEZITLEL =z LALEGAD, RR ZEITLT
X FEARELER . NNT-NNH ZEICLIAEXHEIREROVTNIZEEELTH, KAREL TN EZ LESE R AL
EHIBLEL =, SO T BMIGHRE XN AZIIF I HAMTHE (2) ELFELE,

Lt BRTOBREBEZAFELT.DIC MR TIEAINFTOHEFTMICERIIDHELROEHIBLEL -,

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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THATREMEXFT AR THD. — A AEHITOVTIIBAREGYRVEMERENTEST . HIM) R4 @ F

BROBEZLEINILERERMICIEREEZAONST-8, DIC X KU TIX“HEIZES D" EHIMLT=,

BRInfEM DIC [TV EFH k-

B fETE DIC BEIZxL T
avEF UM RAVRED Y

16-2 rOVREDAUEBEEEITS
7 /;;" | mmia s+ 5o L EBGE
' 2945 (#32E 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 EFECHRETTAEENRBIZENGEONNE., BLLIRFTEET D,
® HmMOAEEENAEETELENR . BERTOIETUVALANILTHESTHHELTLESDIIREBKREEHONS.
® MRHMIXBDDLELHEHEBICEZDLEDFEALEZE—FRER (Vincent 2013 RN EHTLD, #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 [C7UFhAOVE Y 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=,

* XERFRRXHEERSATONE, EOXERFXLIEE)

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

K XHREROTO—
ET, 1 TOMFERBE sk 2 TORFEE
(n =221) (n =264)
| |
HIERER _ B
(n =264) | (n =237)
i

WL - (n =23)

(n =21 RCT TH 10
HERPELDT

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

T obhL 28HFEL
LELE AT RYR G
= [&A y
BRIAT 31 | g |EDRDSS zoM S YRIAB(T S HAR)
72 |72
S TokER
52 [P e | ni w7 |mm T2 HE |t A (A AR |
wra—k (FETHG) o7 (BB BB rr (5 (obn(me B2 B lae (an (wm T7HEE (B B (o0 [B5 Ba 00 [BF R (mExm
L[4 9 f_ﬁ iﬁ ik 72 & ¥ & F = (fiE)
Fourrier |poT -1 -1 af = -1| 18 9| s0f 17 7| 41.2[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 =il —1| 8| 3| 375 8| 2| 25|rRR | 067[0.15-2.98
Gando 2013 |RCT =il =1 30 4 133 30 3 10|RR 0.75(0.18-3.07
control ATII
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 : 067[0.15,298]
Gando 2013 30 30 0.75[0.18,3.07]
RE Model z=-237  p=001794 tau?=0 P 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
LY RATRY R+
= [&A ;
BR/AT | 1q |5 |EBRDS YRIAB (TSI HLE)
TR | 7R
S AR [wmE AR T lmm
WEa—F t | Be |BS (%) (#e (BHS (%) (A iR EEXM
& ¥ & ¥ =) (fi)
Fourrier 18] 1| s6| 17| o olrRR | 0.35|0.02-8.09
Kienast 15| 6| 52| 114 8 7R | 1.35|0.48-3.75
Nishiyama
2012
Gando 2013 30 of o 30| o oRr 1[0.02-48.82
control ATH
Author Year Total bleeding Total bleeding Risk Ratio [95%Cl]
Outcome ;
3. DICEkR:  Fourer 1993 18 17 0 0.35[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 2:0.32  p=074538 tau?=0 i 117[045, 301]
Q=064 p=072563 12 =0 | : ; : : |
000 002 014 100 739 5460
Risk Ratio
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Fobhl DICEE R
Ll ST RY R
ZRiq7 (KT
2 "4 ot SRS YRIAE (PIRDLE)
FR
= av R
s |5y [72 24 NI (S A (A #HE
wga—r (ARTI ), L |HR e B2 28 lug nn |wm Ba (#a (00 (Ba Ba |00 2% me Em=m
t | it £ 8 |¥ )
P %)
Fourrier
l1093 RCT = 0 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 ol -2 0 =il 0 -2 0 0 0 30 6 20 30 16 53.3|RR 2.67|1.21-5.88
ATII
Author Year DIC redolutidotal  DIC redolution Risk Ratio [95%Cl]
Fourrier 1993 14 10 = 214[1.03,4.46)
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 DEZV TS EEENTOHRNE
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 (AU /RO N REBFRETEOBZRSEITIN?

* 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-.

A XHERRX (HEEFRIATONIE, TOXEHBRFKXLEEER)
(D: (Disseminated intravascular coagulation) AND (randomized or randomised) #&%H 2015.2.12
@) ”dissemianted intravascular coagulation” AND “random” ##&%H 2015.10.31

* XEERO7O—
Hidaa 1 TORERE a2 TOREEE
(n=221) (n=264)
Y
A =248
-
(n=264) (n=260)
v Best
i L TR RE N (n=2)
(n=4) RCT TizLv 1
AR RAR D
SR D
y
* & RCT 0L
Outcome 1; 28H3ET=
Frokhl IBEBEL
ERFR SSATRYAL
ELRET ;
BRAATR | 1547 | iy [ EARDIA ol P UREAE(PHEHLE)
o 2
. p-TF 1 0
N ED 24 M |3 A A e (mm
FRAK (GRS | T (pon (B (MR DAFETO | |42 Jsew (e (1A (mm 770 sew (Bs (Bs 00 |BS BS |00 |[EE |Ee |EExm
Ak Be |me |FE ; & (¥ 8 (¥ () (G
Hsu 2004 RCT -1 -1 -2 [+] -1 [+] [+] -1 [+] -1 [+] [+] [+] [+] [+] 25 : ] 36 25 B 24|RR 067 (028158
;"[iflr:’a"‘“ RCT ol -1 -2 ol -1 0 ol -1 ol -1 0 ol -1 ol -1 ] 3| 5 ] 3| 375|RR 15|0.34-6.70
AR BSTSEILICIEA) x oF
AT [ALT (7R JEC [TT@m B GM:
LI B i 5 —us
2 A L I
ZBEEFEL = 2l P o] e GM AT
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G Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total \Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
Hsu 2004 B 25 g 25 T4T% 067 [0.28,1.589] 2004 —
Mighiyarma 2012 3 a 2 8 253% 1.50 [0.24, 6.70] 2012 _—T
Total (95% CI) 33 33 100.0% 0.82 [0.39, 1.74] -
Total events g 11
Heterogeneaity: Tau®= 0.00; Chi*= 084, df=1 (P=036); F=0% 501 o' 15 100

Testfor overall effect Z=052 (F = 0.60)

Outcome 2; H 14 & HHE : FEM7%L

Outcome 3; DICE# R 3= : ST{f 7L

137

Favours GM Favours Control



CQ 16-5: BXMFETE DIC [TA/S) 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 (HEEHRSATONIE, ZOXERRFXLIEE)

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

¥%EB 2016.5.1

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

¥%EHB 2016.5.1

* XIREROIAO—
teET 1 ToMEER. R, 2 TofaEE R
(n=221)« (n=264)

A E%?{" +
hEpAris | (n=206)«
%%%t > RCT T\ v
~ HEM R Do

fr\)\ﬁ‘ﬁ?‘éﬁ %: +

¥ ﬁ%ﬁw
i B e (n=12)~
(n=15)« > RCT TRl 20
BN RS 60
TAIRRIR S 60
o h 4
(n=3)«
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% %& RCT &L

Outcome 1; 28 H3ETC

Outcome 3; DICE#

FOMOA 28 HFEC
RIS JAFRY A%
P T =
BRI [T | o [ERSA YRIABUFIFNLE)
72 | PR
BV P
SO I o i (s A A B
@iz —F [WAFTA |50 (B B ES (00 B B (06 [BE e (EEEm
& XA 5 |z 8 | E im)
b =
Alkava 2011 [RCT -1 42 9| 2143 38 12| 3158|RR 147|0.70-3.10
Liu 2014 RCT =] 15 & 40 22 7| 31.82|RR 08033150
Heparin Others
Author Year Tolal  28day mortdlitgal  2Bday monality Risk Ratio [05%CI]
Aikawa 2011 42 9 a8 12 —— 147[070, 310]
Liu2014 15 & 2 T —_— 080[033 1920]
RE Model 1V =04 PeD6BIZT  tau?=002 ——— 1.13[0.62,206]
=11 o=020151 12 =10,12 r 1 1 - . !
022 037 061 100 165 272 448
Risk Ratio
. AN
Outcome 2; H It & HHE
FTEN o e B R
S PAPRURD
EGRET
BRISAT e | iog [EDEDS To® B URDABCFIHNAED
72X | FR
B2 | | o r%’; oy (20 s (3 A A DR |
@iga—p (BT T (LS BB G o e (B BE ge g wm (T7PEE (S mG 00 s (Es (00 |BF (e |mwmem
£ Lk (Lot e DEE] hi |6 (i
|28 (LI [k g |F &g |7 (&)
3 7R )
j’ta:ﬁ et =i = = I -1 —1| az| o o] =8 2|s283m 551j027-11131
Aoki 2002 |[RCT -1 -1 =1 =il -1 =1 ] [s] 0 L3l 0 ORR 1[002-437
Heparin Others
Author Year Total  Major bleodifgal  Major bieeding Risk Ratio [95%C1)
Adkawa 2011 42 ] a8 2 - S511027 1113
Acki 2002 6 0 [] o 1.00[002, 4370]
RE Model IV 0BT p=038364 tau?=0 . 284[027, 2088]
Q=048 o=048822 12 =0 r . | r . .
002 014 100 739 5460
Risk Rato
Fokhh oo .
L BAFRYADE Rz
=TT | #b
BT 15 g ZOEES | 2op £ YRZABUFI AT
P |72
. 7Ot [ER Fr
R |58 o— [Ei [Eis hi (77 \FH SHE | A [ftA e (AR
[ Em - L e | T T |(DHDh g TS (WS (%) |BES ([BES [|(%) o 1512 (fSHEER
o (L9 [duk 5 |¥ 8 |7 (m)
b el 7 =
Alkawa2011 |RCT -1 =l -1 =1 40 27| 675 36 20| 5556 |RR 0B2l0s7-1.18
Heparin Crhers
Autror Yoar Total DIC resoktdotal DIC resokfion Risk Rabo [95%C1]
Adcawa 2011 40 n 36 20 B — DE2[057,118]
FEModel IV =105 pe029273 tau?=0 —— 0F2[057.1.18]
2] [ 17 =MaM . . . i y
055 087 082 1.00 1.2
Ritk Rabo
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CQ 17-1: BUMEEIZ 125 FREBFARMALE O FRiEL THRERZE, BiER I 0T MIRWZEREREE

—~

oM

*CQ—PICO REICESLFHE

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=,

* XERRRXHEEFSATOAE, 2oXEBRRXLIOH)
(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 DM
%195 RCT %L,
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CQ 17-2: BIMSEIZH 15 FEPREARMATIE D EWXE D LSIZIT5H ?

*CQ—PICO REICE SR

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 XHBRERXHEEHSATOIIE, FOXEBRXLIOHE)
(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 DM
%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 MO FFHIZRHAV/\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 )
| # Besh
l = 605 )
XA RV - PhEEAEE
n=92 )
| ‘ Bt
l (n=76)
i A
(n =16)
v
FR&ER i S
(n=28)

*%& RCT ) FE(f

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
Studyor Subgroup Mean  SD Total Mean  SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDEFG
ButnCCM2009 196 608 30 143 473 36 797% 53.00[29.37,76.69] —— 00000 @
DenehyCC 2012 4338 1507 74 4095 1585 76 203% 24202528, 7360 ——— 90000 ¢
Total (95% CI) 105 112 100.0% 4744 [24.42, 69.86] -
Heterogeneity Tau*= 23.30; Chi*=1.06, df=1 (P = 0,30} F= §% '-100 -5'EI ! 5'E| 1E|D'

Testfar averall effect = 4.07 (P = 0.0001)

Rigk of bias legend

Favours [control] Favours [experimental]

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and persannel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E}Incomplete outcome data (atfrition bias)
(F) Selective reparting (reporting bias)
(G) Other bias
MRC
Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV,Random,35% Cl IV, Random, 35% CI ABCDEFG
Kagarb ICM 2015 9105 2 316 19 A% 4EIRLE 1207 I EEEE
CohwelcketLancet 2009 52 83 40 4B 145 86 7TIE% 4001048049 i 0000000
Total (95% CI) [ 74 100.0%  416[0.32,8.00] 0
?et?;ogen9|w|:|T;u ;5P2;102hlp:-0j0023|df:1(P:UBQH =% 3 ] S
estfo veral fiect Z= 112 = 013 Favours [control] Favours [experimental]
SF36-PF
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% CI ABCDETFSG
Denehy CC 2012 299 144 39 423 12 45 A7.0%  -240[B812,3.37 [TITT N
Kayamb ICh 2015 818 227 11 B0 294 19 430% 21.80[318, 40.47] —a— eoeee @
Total {95% CI) 50 64 100.0% 8.01[-15.47,31.49]
?:;?EEE:;:I:I 2222?22130461? ?thzgﬂg)e st Fa:-\.jouunrs [ex-pS:e,'DrirﬂentaI]EI| Favours :[Si:uontroll1 DD:
EQ5D
Experimental Control Mean Difference Mean Difference Risk of Bias
Studyor Subgroup  Mean SO Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI ABCDEFG
Brurmel 2014 BT 1 7572 12 1000% 5000811081 0000000
Total (95% CI) 14 12 100.0% 5.00[-0.81,10.81]

Heterageneity. Mot apnlicable
Testfor overall effect Z=1.69 (P = 0.08)

HADS

145

00
Favours [experimental] Favaurs [control]
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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 JCC 2015 12 7 14 128% 029 [0.02, 3.49] [ TIIT K]
Kayamb 1M 2015 616 8 19 TP2%  0.4200.21,32) 0008 @
Total {95% CI) 38 33 100.0% 0.6510.20, 2141

Total events 7 10

?eti;ugenemrl:lT?fu ;;Pun;;hlpz—nﬁﬁfé di=1(F=047F=0% 'EI.EH Df1 1| 1'EI 100'

eatfor overall eflect 2= 0.71 (F = 0.45) Favours [experimental] Favours [control]
EEHM

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, 85% CI ABCDEFG
Paflensheth®JCCM2010 87 56 &0 85 520 &1 1000%  0.20(1.81,2.31) 00000 ¢
Total (95% Cl) 50 5 1000% 0.20[1.81,231]

Heterogeneity, Mot applicahle I_1D % ) :IS 1DI

Testfor overal effect Z=0.18 (F = 0.63) Favours [experimental] Favours [control]
A IR 2 2R

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
Kayarmt ICM 2015 815 B T 7 2 MI%  100[E4 T4 . fecee @
SthweicketLancet 2000 34 13 49 61 14 55 88% -270}322-219] | 0000000
Total (95% CI) 75 79 100.0% -2.29[4.57,0.00] 4

Heterogeneity Tau®=1.46 Chi#=127 df=1(P=026) F=21% I—1D % ] é 1DI

Testfor overall efect 2= 1.96 (= 0.09) Favours [experimental] Favours [control]
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CQ 19-6: /MREKMFEIE S a vV (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 X@ii&zR
("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” )

ol
EETEHAETEAL)

Sl0)=
(2015/12/30)
554
S:I'EP 2 J N l_> RCTCEA BT TERL
1RiBE (WEREST) 5%5{3 P
514; 501
(2015/12/30)
STEP 3 s 3
Full text review I PA/C/ODF—H
21

(2015/12/30)

BEDERIDRRBRERFE UICRCTH2EHDH. D
25 IVP EPlaceboZ kB LIZED E. ADEDOA
ZIEB UIZEDOTHYD . SRIFATEE,
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CQ 19-7: /NREMIEDRIREEDIEIREL T capillary refill time ZFALVSH ?

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

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

* CQ—PICO IRFEIZE L&

CQ &L T, FLERME vs Scv0,, FLEEIE vs no FLEEIE, ScvO, vs no Scv0, HHRETSNE=N, BEOEVHENEEE
T, SRTITAVILEA—DEBEATREMZTZ T T-0DICELEEE or ScvO, vs TDMDAEEERLIz. TIMLLE
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: /MNREMEEISH 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-=.

* XERFERX (HEEHRSATONIE, TOXBRREXLIEHR)

@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 childkx) OR infant))) AND (((((((steroid) OR
corticosteroid) OR glucocorticoid) OR hydrocortisone) OR prednisolone) OR methylprednisolone) OR dexamethasone,

Filters: Randomized Controlled Trial
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R 2 TO

R 3 TD

A4 TO
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TR R TER RS TER RS (PR S (PR S
(n=28) (n=193) (n=7) (n=11) (n=2)
v
HEABRIME ,| SSCG2012 LA
(n=217) (n=188)
| R4
(n =26)
Wit R SR/MA 3
(n=29) RCT T/au: 23
KGN EIR D1
N VA
v
A
SRIMA @ %
95 2 1% SSCG2012
(n=3)
\ 4 /\571\
i 125
51 SCrk AR R > (n = 10)
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& RCT )&l
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CQ 19-12: /MRRMIEIZHL TRET DTV BREETIN?

* 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 (HAEEHFIhTONIE, 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: /MNRKMEBE CHEF L MBEERETOIN?

* 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-.
* X RFERX (HEEHRSATONIE, TOXRRELLIER)
@; ((((("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 OSyears

®: ("intensive insulin therapy” OR “tight glycemic control” OR “glucose control”) AND (pediatric OR child OR
infant)
@ (severe sepsis OR septic shock OR critically ill OR critical care OR intensive care) AND (pediatric OR child
OR infant) AND (tight glycemic control OR intensive insulin therapy) AND (meta—analysis[pt] OR randomized
controlled trial[pt] OR guideline[pt] OR systematic[sb]) AND humans[mh] AND (english[la] OR japanese[la])
AND hasabstract[tw]
* & RCT ¥
Outcome 1; 30 HFE T3

https://www.ncbi.nlm.nih.gov/pubmed/24783254 @) Fig. 3.

Outcome 2; {EMAFEHF L

https://www.ncbi.nlm.nih.gov/pubmed/24783254 (MDFig. 5.

Outcome 3; ZRE&LESHE

https://www.ncbi.nlm.nih.gov/pubmed/24783254 (DFig. 4
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NITYyHaAroreEBEEORE

Ty AUME, CQ EAREC 1 E, #HEEERFIC2EOAF IESEEKEL,

RENIGBZAREL -, T HEREEEMRICIE. BREZEEHD COl DRTRERDF-, CIITRY EIF=Z
BEREAERX.CEREZZTTHEL. AAMRFAVICRYRAAZLEDIFEEINTLD, T, BEREIZEo1
FOEEWERONEINBOZTOMDERTEERELTHIGT HILEDLENEHIFLE-CERIIBHLL
Mot

CQ ENBARRICTEL /T Har R EEE

CER 1TIVRAISA 21T 39V WV OIRFav MEFENTERM 2 EBVETHALMATL
£5M?

B%:TALV=OAVREEEL, SHEBOLEL #lX. BAETARERS. BARRERZS. BARE
REFRD 3 FRERAOTHE - EFEERICBTEIRKAERICETIHIFSM1Y ~3 ZLHODIRE
~ 1ETS RSN,

CER 2:THX BT 2EBZMY LIFTRELANLELIMN?
B :TEWNaAMEBREL, SO LELEA XIS S2REIE. RGLTIERY EIFGRWNIEEEHL
FlLtzo REIUBRDHARSA 2 DBETRITRE SE TIRELVERWVET,

KR EABBCTELV =/ ATy ar RS

ZTERS3: CQI-3 (27T IETUVRBEADZOM (MR A TR) DR T, TAAILII=UH-1, Tt
T 0 LTV DDIFEETLLIMN?

B : TOAL = THIRNAT AN —1L4551- B A, Deeks 77U RIILTAVE(FHER) IZEVLWTHE
BHRNATRERBOI=HTHY ., TETUORBAKRIZHEHLTLET,

ZER 4:CQ1-3 (DLW T, IETURBADZDO M (MR AMTR) DHR T, TLtTooeTnohii b=
VORI DR BRBEENEEENRLG>TOVAENIETVADENDEICHELXRIZFL TS HEH
NHEIDTLEIN? HAFSAV DR R EEHLEARGBEERRELI-AROAERF L RATITIY
JUE A—FITIRELBVFETANILRTLEIN ?

BlE&: SEDZHSATIT4vILE 1a—I(F, BEEEMREIZEH T4 GRADE VAT LIRS TITLVELT:,
DRATFRTAVILE1—DHREBEEZHBICRET RELVSTHFEICOVTIE. REBETOBICKYEE
R EEREISE T EEET,
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ZER 5:0Q1-3 [2DULVT, TDICU LEDEFERE . [QMBNEL—KRFFTEDFEERE DL
THRELTVWAN MNEDZBITIFS40THIEL. DREFTRVLDOTIFEZELTLLSAN ? PCT (&
FDA Mot REBIN, ENTLELDEREAHHD T, BBMWIBIX. PCT F/=[& P-SEP LT HRETHLHES
i 3

BE:QLQORBENEEESAAREELHBYETHN. OEEEZEDEEHNZNVKR. OQFEEF D
BV ENKRESEBBONEINIEERVWET  KAMRSAUE, EERKREEZRRELTEY . QDK
RTHEAINDAREENZBZON . LRR2DDKRICHITTRETHIIENZERTHIFREIRSNFELS:,
CHREDOLIIZ.PCT DIFESINERAEBIEHYETH. KACMRSAUTIL, SR OFEREERLUIIERIFEE
ELZFEL,

Fho, EHMEN R DOWVTIE, SERLFAR/IOSMHOEIENFEINERT ' S% SR BENED
AR I E RLTLET,

CER 6:CQ12-5 [2DWT, FHMED EFIFIX. FHMEDR—R S UECGAERIE) NEEETHE
BbhExErd, IETFUVROEHRTERDNTLVS Vincent 2005 DML TIER—RSA U ECTEIBIES)EE
OFEAEEITFHATHY  BEICANGOANREOD TGO TLEIN?

[B1% : Vincent 2005 MERX Tld. AX P EHTIZIVEITDLNT, Dayl, Day2 DEFRITH LT 2 FRE
THEZRFLBL., EDOREHIHYET TLAEMOME FIRFTSNTLERAM, SOFA XOF7D Shock
DIEBETEMNGENI EM table 1| TRENTWET , D=8, MEROABRIIOMEIZKELELNHD L
EBAIKNEHIL, TETURABRATRA T HRIGERMYEL-, CEFEV-EITAEENTT,

CERTDNROBRIFZESHEO>TNDIDTLEIN ? HERBMLUBETLLI N ?
EZE:FERERNTILEREEFATT . NEOEHBOLREZRE. BCL. AR LITHLTT,
“NRTEHIEMEEELTERA BN IZHEHFTTIEE HELTHLTERDRAEN T TEOMIC
“RAN LRS- £ BEEBLET . o T . FHR LBREHEICERTILERIPRHBLDOTT . ECF
T NR” QIEBICEREINRABEERT 0L REEREFEOEHICE DT HShhidkiré
BUET,

CER8:/NRICEVNT, MECARELGE FEEETHEASNIBED LRERDHI-IF5HELDTEAL
TL&IM?

EE: EEEREEOEHICEOET HIHINNELIWEBWET . 471 SR EBORBEE. +974
RIEZRELDTEHYFERADT, BT RELDTEBYFE LA, Tz, RAREZRBZ 5ERTE
DRBERTHAHI L. BHELTEBLTETSIET TT,
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RITBLVER-STEEAR
2016 4E 12 H 27 B {IhAABE

2017 4 A 18 H 1870 (CQ7-11 REH D 7= 0iEFD)
201749 H 7 H ETIE (CQ5-6 AfmeTIEIZLE H ETIE)
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