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Step2 WM NIRRT

Up ToDate>Glucocorticoid therapy in septic shock

- BYLEREFR ERIR 5 % HsBP 90mmHgREHD, RTOAKRIREE#IRE.
- BEEFIZEWTRATOAM N RENARELGLIVIBRIZHTESL, SETEEX L
HIFLNIEINTRINTULNAS.

- 2T7A4F%&¥% 59 515 & EFludrocortisoned 0 #f A% Tld 7L<,
Hydrocortisone B hZ HE4ZE 4 5.

- LAL7ZEAS, HydrocortisoneZi 59 A5 EIFT2DNHAETIHRTEREZTITHS
ZEMEERATINTHY, D AEELT)—XFTILE.

DynaMed>Sepsis treatment in adults> Corticosteroids
- EIEOMMEMES 3 v o DEE(CH I B Hydrocortisone +
Fludrocortisone(d90H%ETZ &5 9 .

APROCCHSS trial (N Engl J Med 2018;378:809)«<[ElDf 5%

- K= ®MHydrocortisonelIEAERINAE/BIMAEES 3w O TS 3 v Ik
RRZMELUDD. UNULIEERBDIREI—F UL,
Cochrane Database Syst Rev 2015 Dec 3:;(12):CD002243
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HARBINGEZE 1 R=>14>2016

CQ8-1: MHE R LBEREBFEICKELEVKADBMA S 37 BEIC
HydrocortisoneZ {59 5H ?

HELE: BRIMAE S av ) BEN ISR EBIIREFEICLY a3y o nlIELT-
BEIIATAARERS T HRETHL. PEEHREBIRESZEICR LRV
ANDBMAEMTavIBFIZH LT, avo Dtz B &L THydrocortisone?
BE9 5T HERET H(2B).

Surviving Sepsis Campaign Guidelines(SSCG 2016)

BMAESE S a3 vy CH+ o lhimiR AR ERIRESECRRFENTELTLNSALDL
[ZHydrocortisone DRI S ITHEWC LFIRET L. BIRFENDZTTEIEHZE
BEnE T, Hydrocortisone 200mg/dayDE2ARNIH 5 E1TOIEEFIRET

5 .(week recommendation, low quality of evidence)
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Corticosteroid therapy for sepsis A clinical practice
quideline(2018/8/10)

- Corticosteroid therapy for sepsis A clinical practice guideline™ (Z¥f
LU ViAZEAEESR (ADRENAL, APROCCHSS)D#ERZIEER R C, E COEFMEEE
HEJE DB INE (CCorticosteroidzi% 59 2 C & 755 < HER T 5.
- RN ORER (SIS UV, BmEs 3 v O FE& T, Hydrocortisone
400mg/dayll £, SHREU LIR5 T3 E=IEET B.
(conditional recommendation, low quality of evidence)

- MAE CTHES 3 v IIRE (J&L\i% (&, CorticosteroidsZi%5 URRALC &
TR T D,
(conditional recommendation, moderate quality of evidence)
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The bmj; Corticosteroid therapy for sepsis
A clinical practice guideline(2018/8/10)
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Abstract

Related Articles

BACKGROUND
EDITORIAL M

Septic shock is characterized by dysregulation of the host response to infection, with circulatory . ) .
P ) d & ] P ) T e A Role for Hydrocortisone Therapy in Septic Shock?

cellular, and metabolic abnormalities. We hypothesized that therapy with hydrocortisone plus

fludrocortisone or with drotrecogin alfa (activated), which can modulate the host response, would

improve the clinical outcomes of patients with septic shock. s e e

Adjunctive Glucocorticoid Therapy in Patients with

METHODS :
Septic Shock

In this multicenter, double-blind, randomized trial with a 2-by-2 factorial design, we evaluated the
effect of hydrocortisone-plus-fludrocortisone therapy, drotrecogin alfa (activated), the combination

of the three drugs, or their respective placebos The primary outcome was 90-day all-cause mortality.

~ 1 i . Y ey i x LR T = O 1 1 PR 1

CORRESPONDENCE AUG 30, 2018

https://www.nejm.org/doi/10.1056/NEJM0al1705716
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: ICUAZE7HBIA(Cseptic shockit

HEENZHOUWEEZESNIEE

| : Hydrocortisone 50mg gbhr 7days

+ Fludrocortisone 50ug/day 7days
c: ot

O: 90H[EDIET
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Inclusion Criteria:

m Septic ShockDEHE

- BEPREY/ D ZER (CREEH RSN TULB.

- SOFAX OJ77D6IEHD S B53-4mDliazsfEE N 6IFH L _E
¥t 9 B.

- sBP 90mmHgl_t, B UWEMAP 65mmHgl EZ4&D
e (CRERI[NAM, Ad]%Z0.25ug/kg/minBd E, UL L (F
1mg/hrld E TS5 LU TWLSB.

Exclusion Criteria:

- 248FEIL_ESeptic ShockHM F#H: L TLVS.

- MU R D, WHR/AZAI R D, BEEFICEEZEX DD
HEiExENDD.

- Corticosteroids(C XD BEREN G S.

SIEIAIE: - s=orECL3RESD.

- REEERICKDIERDD.
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® Primary outcome
- QOHHMIETR

B Secondary Outcomes

- FRIET=X(28H, 180H)

- ICUIR=EZ(28H, 180H)
- 1BfE2%(28H, 180H)

- FERUEREARR]
- R Zs{sE FHEA ]
- fiBzsfEEcNZE[SOFA=6]X COHAM

- PR (~90R)

m Safety Outcomes

- BERZ(~180R)

- JEEEHMm(~28H)

- =IM#E[=150mg/dL](~78)

- TR ZFEVIIENE [ FRRIBERE/ A D ] (1cUsB s /5BR28E/90H/1808 )
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2-1.5 A LEfRTESN TLDH
- SIS LAEIRTENTLS. RANDOMIZATION AND TRIAL AGENTS

Patients were randomly assigned in permuted

blocks of eight to receive hydrocortisone-plus-

2 ~ 2 . Eu 1T.|-7.j_ 5£ (j:'fa.l-b\ fludrocortisone therapy, drotrecogin alfa (acti-

vated), the combination of the three drugs, or

| |
- Ejg_(lanU'fT_I- their respective placebos. (For more details on
* N randomization, see the protocol.)
- JOwv . P811,L11
(BEBZECL DI OV I EICT A LTEDMITD) N Engl J Med. 2018 ;378:809.

2-3. @b L DH
- ER{E =N TV (HRRET).

2- RANDOMIZATION

Randomization will be stratified by centre and balanced in permutation blocks (whose size
will not be disclosed to the investigators),

Protocol p 16
(https://www.nejm.org/doi/suppl/10.1056/NEJMoal1705716/suppl_file/nejmoal705716
_protocol.pdf)
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Table 1. Baseline Characteristics of the Patients.*

Characteristic
Male sex — no./total no. (%)
Age —yri
Admission from a medical ward — no./total no. (%)
SAPS 11}
SOFA scoref
Community-acquired infection — no./total no. (%)
Site of infection — no./total no. (%)9
Unknown
Lung
Abdomen
Urinary tract
Positive blood culture — no./total no. (%)
Documented pathogen — no./total no. (%)
Gram-positive bacteria— no./total no. (%)
Gram-negative bacteria— no./total no. (%)
Adequate antimicrobial therapy — no./total no. (%)
Vasopressor administration
Epinephrine
No. of patients
Dose — pg/kg/min
Norepinephrine
No. of patients
Dose — pg/kg/min
Mechanical ventilation — no./total no. (%)

Renal-replacement therapy — no./total no. (%)

Placebo
(N=627)

424626 (67.7)
66+15
499/616 (81.0)
56+19
11+3
459/608 (75.5)

18/626 (2.9)
363/626 (58.0)

68/626 (10.9)
118/626 (18.8)
229/626 (36.6)
441/626 (70.4)
228/626 (36.4)
264/626 (42.2)
602/626 (96.2)

58
1.74+2 .41

552
1.14+1.66
569/623 (91.3)
168/598 (28.1)

Hydrocortisone plus
Fludrocortisone
(N=614)

402/614 (65.5)
66+14
495/601 (82.4)
56+19
12+3
468/602 (77.7)

11/614 (1.8)
373/614 (60.7)

74/614 (12.1)
102/614 (16.6)
225/614 (36.6)
450/614 (73.3)
235/614 (38.3)
261/614 (42.5)
595/614 (96.9)

53

2.3146.62

534
1.02+1.61
567/614 (92.3)
161/596 (27.0)

All Patients
(N=1241)

826/1240 (66.6)
66+14
994/1217 (81.7)
56+19

1243
927/1210 (76.6)

29/1240 (2.3)
736/1240 (59.4)
142/1240 (11.5)
220/1240 (17.7)
454/1240 (36.6)
891/1240 (71.9)
463/1240 (37.3)
525/1240 (42.3)
1197/1240 (96.5)
111
2.01x4.88

1086
1.08+1.63
1136/1237 (91.8)
329/1194 (27.6)

N Engl J Med. 2018 ;378:8009.




Step3 N DHLFIRIISIK

4-1.ITTHEND .
- ITTAR#R

4-2 FFR(CRIFT(FEDITEN D DH.

- TRLN,
(Apendix C(E90HD I MO LATRHEEIRL.)

5. 51RIESTLTLIDD.

_ NESH

- ®mE, NAE
- outcomeiHii e, AAATR (S EROE S (FIRWD, BEES -
TAENERIEENTLNE, UEGIKR CTHDZ ENZL.




Step3 W DHLFIRIISIK

6 JEBAIERIS A3,
- YU TIIVHBAIMNETESNTWT, BEENDD.

BEANRD MRER TSR TIOOHRBIETZEN45%
AETEZNER : ARR 10% a: 0.05 power : 80%
—>NETEHIER(ZE%:320 A, &§51T:1280A)

XTTRIIDAAGEME RO ML OF > IV I 7)) 2 E8DT4EED
2-by-2 factorical design®DAZT ToH D 7chY, DAAICTHZHENR (U 28F (CEEHY.
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7 S5 D
B Primary outcome : FET-ZR
BFFEAE] = 90H
ITABRDOFEEE =a,(a+b)= 43.0% = EER
XIEEEDOFEER =c/(c+d )= 49.1% = CER
FERICIEFBEREEZHDD(P = 0.03)

RR=EERCER= 0.88 (95%CI 0.78-0.99)
RRR=1—-—RR= 0.12

ARR=CER—-EER= 0.06=6.1%
NNT=1/ARR= 17
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7 AER DM

B Secondary Outcomes

OBEEHD
- ICUIB[REFOFRFETZ: 35% VS 41%
RR 0.86(95%CI 0.75-0.99, P=0.04)
- IRFEEFOOFRTETER : 39% VS 45%
RR 0.86(95%CI 0.76-0.98, P=0.02)
- 180H#BFET-ZK: 47% VS 53%
RR 0.89(95%CI 0.79-0.99, P=0.04)
- 28H E:_C@ﬂl_ﬁualf@if_lﬂyﬁ
17+11 VS 15+11, P < 0.001
- 28H c_f@ﬂ@%ﬁxi@fdb\ayﬁ
14+11 VS 12+11, P = 0.003
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B Secondary Outcomes
BEEIR UL
- 28H#RFET"EK: 34% VS 39%
RR 0.87(95%CI 0.75-1.01, P=0.06)
- 28H a:‘Cd))k_‘ﬂa’Lﬂ&%EaFmT‘ L HEX:
11+£11 VS 10+11, P = 0.07

B Safety Outcomes

BE=dHD
- 150mg/dIA LtOSEMEOIEY — K : 89% VS 83%
RR 1.07(95%CI 1.03-1.12, P=0.002)
BERERL
- BEAREDZEVEESEROFELEE: 53.1% VS 58%
(P=0.08)
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AF0O14 R vs I5tR
- 7HEH®DO=> 3w Uil (CX LT RR 1.31(95%CI 1.14-1.51)
- ARAE=ERIADO A0 RF28HREIDIETZR(CXT LT
RR 0.87 (95% CI 0.78-0.97).
- ARRBEFEHAEIO X701 RIZ28HBIDRTR(CXH U TCTERE
& U.
Cochrane Database Syst Rev 2015 Dec 3;(12):CD002243

Hydrocortisone+ Fludrocortisone vs Placebo

- ACTHtLEEETEHER (CIERISDEE T(X28HEIDIETERN
63%MNS553%(CBREICIKRTFUIE.

- ACTHHRLRE SR (CKRIGUTEEBB TIIBREE L.

- COMRBBEREZREZIIREULCEDIZD L.

JAMA 2002 ;288:862
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Hydrocortisone + Fludrocortisone vs HydrocortisoneBi#l

- [FEARSETTER(E 42.9% vs 45.8% CEEERAU.

- BBEREN 21.6% vs 14% CHEI(ZIEND.

- ICUmTEHARE], ABcHARE, FESUER, ALMHINZs=EHZUR
EBEBEERL.

- COMFREA AU DIERFEICDULWTHENTZRCTC,
FludrocortisonelC KD TR 72BN & U TEFIZIHESDH S
NTULRV., RIAFNEHTRLIDEEREOAMEN D EC &,
AA DA > A > DfE] /ﬁ@LL\TéZEﬁ;Eb\TTL\TdL\L_
EMS, FludrocortisoneM3NR 7z BB (CIIIEFIEIHN DI T

““'lib\@%
COIITSS trial ( JAMA 2010 ;303:341)
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TES > REUTEEDDE

- 2015005 > L Ea1— (S A ANBNIZIATDS S, B
IEEBZTWRE U TCHTERNS0%ZEBRDIBEREEEZNRE LU
RIS D THDE, Placebo&EE U CICUZETTZRA228 HEIDIE
CRZ T TOLWBHAFRIEIMN D TE. DEDBEEZEHEZUIRELT
HydrocortisoneE R T(IPlacebo & LERFETERZ /S = TUVRL).

- BBEEERE ClIHydrocortisone + FludrocortisoneldPlacebo &
e, —EUTIHTCRZTFITD.

HBEFESE ClEHydrocortisone + Fludrocortisoneld,
Hydrocortisone®H# &N, FETRZE TIFDAEEENHS.

L 1
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JAMA 2001,286:1754

AEBIDGSOFA 355, SOFA 555
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Table 1. Baseline Characteristics of the Patients.*

Characteristic
Male sex — no./total no. (%)
Age —yrf
Admission from a medical ward — no./total no. (%)
SAPS 1}
SOFA scoref
Community-acquired infection — no. ftotal no. (%)
Site of infection — no./total no. (%)9
Unknown
Lung
Abdomen
Urinary tract
Positive blood culture — no./total no. (%)
Documented pathogen — no. /total no. (%)
Gram-positive bacteria — no./total no. (%)
Gram-negative bacteria — no. total no. (%)
Adequate antimicrobial therapy — no. total no. (%)
Vasopressor administration
Epinephrine
No. of patients
Dose — pg/kg/min
Norepinephrine
No. of patients
Dose — pg/kg/min
Mechanical ventilation — no./total no. (%)

Renal-replacement therapy — no. /total no. (%)

Placebo
(N=627)

424626 (67.7)
66+15
499/616 (81.0)
56419
1143
459/608 (75.5)

18/626 (2.9)
363/626 (58.0)
68/626 (10.9)
118/626 (18.8)
229/626 (36.6)
441/626 (70.4)
228/626 (36.4)
264626 (42.2)
602/626 (96.2)

58
1.74+2.41

552
1.14+1.66
569/623 (91.3)
168/598 (28.1)

Hydrocortisone plus

Fludrocortisone
(N=614)

402/614 (65.5)
66+14
495/601 (82.4)
56+19
1243
468/602 (77.7)

11/614 (1.8)
373/614 (60.7)

74614 (12.1)
102/614 (16.6)
225/614 (36.6)
450/614 (73.3)
235/614 (38.3)
261/614 (42.5)
595/614 (96.9)

53
2.31+6.62

534
1.02+1.61
567/614 (92.3)
161/596 (27.0)

All Patients
(N=1241)

826/1240 (66.6)
6614
994/1217 (81.7)
56419
1243
927/1210 (76.6)

29/1240 (2.3)
736/1240 (59.4)
142/1240 (11.5)
220/1240 (17.7)
4541240 (36.6)
891/1240 (71.9)
4631240 (37.3)
525/1240 (42.3)

1197/1240 (96.5)

111
2.01+4.88

1086
1.08+1.63
1136/1237 (91.8)
329/1194 (27.6)

N Engl J Med. 2018 :378:8009.
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FBRBICEDODTOEER)D bAOAGES SN ?
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