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Abstract

Toraymyxin® (Toray Medical Co., Ltd, Tokyo, Japan) has been developed as a direct hemoperfusion column that contains
polymyxin B-immobilized fiber to bind endotoxins in the patients’ blood. Toraymyxin was approved by the Japanese
National Health Insurance system for the treatment of endotoxemia and septic shock in 1994. We reviewed and analyzed
clinical history and evidence of Toraymyxin, and assessed the current status of Toraymyxin use for the treatment of severe
sepsis and septic shock.

Our review shows that Toraymyxin appeared to be effective in improving hemodynamics and respiratory function in sep-
tic shock requiring emergency abdominal surgery. The recent large-scale RCTs could not demonstrate whether prognosis is
improved by Toraymyxin. The clinical studies based on large-scale data-base from Japan revealed that Toraymyxin
appeared to have a survival benefit in patients with severe condition of septic shock. We also commented on the revised ver-
sion of health insurance adaptation of Toraymyxin in April, 2020.
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EUPHAS

ABDO-MIX EUPHRATES

Trial method Open-label RCT

Open-label RCT Double-blind RCT

Country Ttaly

France USA, Canada

Case number 64 (PMX 34, Cont. 30)

232 (PMX 119, Cont. 113)

450 (PMX 224, Cont. 226)

Severe sepsis/Septic shock

Patients after emergency abdominal surgery

Septic shock

surgery

Septic shock

due to peritonitis after emergency | New onset organ dysfunction

EAA =06, MODS=9

PMX treatment

PMX-2 hr x2 (24h interval)

Baseline to 72 hours in MAP and

Primary end-point .
vasopressor requirement

28-day mortality 28-day mortality

PMX 32.4%
Cont. 53.3%
(Log-rank p=0.03)

28-days mortality

PMX 27.7% PMX 44.5%
Cont. 195% Cont. 43.9%
(p=014) (p=092)

SOFA score at 72 hr significantly

improved

Other results

MAP and vasopressor requirement, | No statistical significance in SOFA
score variation first 3days, time to

withdraw catecholamine

MAP, Ventilator free-day : signifi-
cantly improved

Cartridge clotting 59% (4/68)

114% (25/220) 80% (17/212)

JAMA
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Intensive Care Med

JAMA

2015 ; 41 = 975 2018 ; 320 : 1455

1&, PMX {AHEEE 402%, FRAETRHENE 46.8% & AR A% 72
B72(32)0 2017 E12583K 2 L7z Nakamura & @ JSEP-
TIC DIC registry ® 7 — % T, MIMEHT 3 v 7T
SOFA O.LE A 2 7 283 LLLEOJERIC, FERIETERIX
PMX iGHEHE 32.8%, FRHETEHREE 41.2% & A RICSGE % 72
W7z (£2). YLD TORCT OFERERLENTOKR

BT — 7 R—= 2 5 DIFIRITE DGR EH T R 5 &,
WURLAEYE S 3 v 7 DREGIO 7 T b HIiE FE D B W EF] 23
PMX iR D EAFN DR RAFE R S B W etk A 7RIk S
b

1994 AE D RBIGREF D@ Geff & L TIE, £10 X9
I, TYRFFVUVIMETH L DD LLIET T A%



LY FMFY Y- HRGIERTE 23

Survival analysis

50
s EIRENRE. FIRFERE.
w0 rm——o L )
F‘r___zlf;-ET 1 37% 90H : 41% Eﬁz%ﬁgo)&giﬁgwt-
g 2 i PMX&#
o " 280 : 26% 90H : 30% {2‘3 :IIE @
= 20
10
BE ox 8 & & o8 &8 & 8 . F,,F Rerlel ALERE ERH
TH sSSP S B A = miam 44 ED FERHOD FEQHOD
ey _ ARBWE ARELRE WEER
EEREEHERDEAA=0.9%ZRL
EAA0.6~0.9DYH JJ)IL—7T

BARBEFRYUEEZROLI

3 EUPHRATES HBROBENTDT — 42 (Intensive Care Med 2018 ; 44 : 2205-2212)

l Toraymyxin use to Information Gather Regarding Its efficacy and Safety for patients with endotoxemic septic shock ‘

Spectral Medical Inc. 7LZU)—2X 2019.2.19

| TIGRIS:EROTT M

1. EEREME(E EUPHRATESICEERL  (BEBHIHTY I — TR CBEN RSN B AESD)
AF : EAMME : 0.6SEAA <0.9. fii#3/8= : MODS> 9
2. KMEsREKEODH (PMXOEREENHIEVEREOMRTRTE)
3. SVHMELEE 2 ¢ 1 (PMXEF100f1 : @5a%EE50/ ) . Open-label : ShamASARFELERL

A R
HERDREL

201942A° 201944~6A

FDADEGREVS TIGRISHER HERIKT FDARGRENS
GBTONL) BETI FDAERZS Ak TORRFE A

Spectral Medical Inc. %&RMEHEHRZHZE 2019.1

4 TIGRIS trial (EUPHRATES DEMES) O#E

2 FLIFYOOERTORRET —FN—2 % AVFERRAR

DPC
Database X . L DPC JSEPTIC DIC registry
(Diagnosis Procedure Combination)
Patient Septic shock with lower gastrointes- Septic shock Septic shock
atients
tinal tract perforation + AKI requiring CRRT + Cardiovascular SOFA=3
Statistical Method Propensity Score Matching
Patient b 1,180 1,956 524
atients number
(590 : 590) (978 : 978) (262 : 262)
28-day mortality 28-day mortality Hospital mortality
. PMX : 171% PMX : 40.2% PMX : 328%
Mortality . . )
Control : 16.3% Control : 46.8% Control : 41.2%
(p=0.696) (p=0.003) (p=0.042)
Mortality : PMX 2 session<1 ses- | ICU-free days : Significantly longer
Other results . .
sion<control in PMX group
L Iwagami et al.(2014) Iwagami et al.(2016) Nakamura et al.(2017)
Publication . X .
Crit Care Med 42 : 1187-93 Blood Purif 42 : 9-17 Crit Care 21 : 134
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