4 HAREE

i

F1. WMiE & FETE0OEE

K#e (infection)
WAEMOTFEL W LIEYOREERT OB M~ OBREIINT 2 RIERSIZ L » THEEOT S s MEYHRE

HInsE (bacteremia)
MR DEFHOIELE

EHMRERISERBE (systemic infolammatory response syndrome : SIRS)
BADEELZERODERIIHTALEEHORERE. CORBEUTO 200 WLFRULEOEEBICL VEES
PZEND,

(1) HE>38CHVL<IT, (2) LHE>0/5, (3) FBI>20/5 %\ LPaC02< 32mmHg
(4) BIMBREL>12,000/ 11, <4.000/p1, %\ LRI PER>10%

RefifE (sepsis)

BT AN, BEOKBELLTWAD 22 LFAUEOEBIZLYBELMIINS.
(1) #E>38C2vL<36C, (2) O3A%>9049, (3) MR >20 4% v LPaC02< 32mmHg
(4) EEREC>12,0000 01, <4.000/u1, 7 \> LARKEZIF S >10%

EEMIMIE (severe sepsis)
IRAHEREEE, H5VIMEME 240 BiE, BBRE BRETEIHLET Y F-Y A, ZR, v LEMIRE
DENEILEESTLI, ZHIZTIREE RV,
HemfESE > 3 v 7 (septic shock)
AT Y K= v R, ZR, v LFREOSHELE 00, I R7ETIHRE S Uk IR OB &t -
THEYZERS L e B RS ERIE, BOELZWLAEEAZS STV BHTERET AT
BKMEERE LW ENDH A,
e myEfE EMEME  (septic-induced hypotension)
RIE %2 X 72T REEV RN 72 5 2 WIHE O IUHEIINE <90mmHgZ: v» LEE# & % 2 T2 6 >40mmHg DIET
LR REPE B (multiple organ dysfunctionsyndrome:MODS )
AMEBEEFH B CERETCIIETET T L 2 20nE EOREBREOEILOHTE

M1, ESMERAEBISTERE (SIRS), Wl & B %



FRER ¢ BE & & 5 M S BUSE R BE

LSIRSOFEI & EYDFE). avt R
SBIIBVT, INFTHRFELALR LLBR
gk, B, HIEKELEDTMEICRE LT
e & ) HEEERT 26 b,
R & B RILE & EER R RERE S CEPIEE
FIWARLAEBZFICH L TSIRSE W) HEE
RHEHTASE Do MIEDSTA KT
42 LTRIEDERSE, E/dwTiics
ALZWhERELZTNERS L h o 7.
SIRSIEBEIZLBREDT A FFL &L
THEM SN727-0, MIEZREZL 5488
HREOREL NNV ETHREET L2, #
D, HE&IIh o5 BIES L CBUELS
L BlESEEEEE, RERESE 2 IEmE
RS BELFETLOIC, L OERERKIM
FE'E V) HEEMPMEL L.

B MfE s & ARIUE B & OB mErE S 3 v
JIEFEEIRENLERTH Y, RERESE
OFEFE = IS U7, EsisiebEE (0F, &,
BE) OFA PS54 V2R TEXLLEDLE
MRS o lzlzd, ThHIZDOVWTO
HARTA AIHESL L o7z,

WML, Z4DALIIHL, D5
HhHEREEWRTL2O00OMECHEA L2V
E9BELTwA, Tbh, MEEERE
(ZhFEFCTHBREOFELET LD, Bl
FERRELZET LD -o72), BLU
septicemia (B{MEB L OBMEL*ERT &
b, BEICL2EHUREEREET LD
Hot) Thh.

Vb ARHEIIB W THL SN EE
BAEREZENEICESLCLDTHY), vt
UHAEED A - 1ZBIMEICET A A
DMEREBER T VWE VI BT LTy
7o Fi, BUEORIR, BARHE, #RF
M4 s4BOMBEIZLVLDTH - 12,
COLIEEEIS, T rFAEHEIC
LML EN-ERIFORICHBER
72O ISP OIREAEIEIES S
MEEEARLTEBY, RDIFELLDITESR

5

DM ELIC AT X, MIEB LD
R L ORBAFZN X I = X LR EYF
B — N =R 2ZELTVWRWT L 2R
L5, BINEVGE—DRETH S LERE
L7y, FAEMMELSERTLEEINTR
TR—ORBABFN A=A L2 {ET S
ETAZEE, SHEAODMA EZATIIE
EIINT A, BmECa s ALEIIK
MAE % Bk L EE L, BIUEOHEE TR
HEA L\ b OV EFERIMAE, MIMEES =
v 7, SRBEBAETHLELE. LaL,
SIRSIZ & A [EI R D ER R IERKRYL T & 5 s
BEBEDIYF UV AIIOWTERTALI L
WAE—E o Aoz,

eV AZEDA VN TEEDORR
RELER L, WRBULERFDOA N = A L% &
DECERTEDL L) BWIFEELIT), LLT
Wb,

V. BIMEOERENES

BB L OVIEREEO T oOREE I
LTOEHURERCTHEH L -BEETER
TAHLHBASINASIRSE WD) HEIL, &
M SHEBOWTH o728, SIRSITHS T
FEVCIEF R T, X HIZEMASIRSF 7243
B & 0 PR O i W BE ORGSR AET
LEE T T AERED D 5 A CIES N
tm.

LA L, SIRSOEEB L ED L) RfEH
ERDSH B DOV THEHES BE b 722628
MIMFEAERR & EFES N2 LT, SIRS
EREBLIMIMEDIER N A FI 4 v EERS
7z, 19954E, Rangel-Frausto5? 13ZSIRSD
HARE#ERTH I E2RAlWHTHTA
ARY T4 TREBREEER L, EoEEY
TIN—T, ThbbMMERRDOER DY)
A7 R HTHBREXICUD—BFEOBRHE L
TAENPERETAHICIE, SIRSOIEEHN 3 D
Ut rtgabthbERMTHD LER
7z, TOWIEIZB VT, BEOSIRS—



6 EREE

RE—BEEMIME~MEEY 3 v 7 2R T
SIRSOAR . & FEAR S L7z

SIRSE W) HEER*ERT AL, &F
MPERIE S IIHE X % D9 Ege L T EMROBREE
ARG HEDICERTHLE V) HTHEE
TdH o7z, SIRSIE, BEAAThwv (ki k)
BED, BREDPEEDLNLHIREIFEIFEET X
WIS, BAFREREEICENR/RL Z LS
ROLNT Wz, BEAERGE O RHFEERRS
BRlZBWT, SIRSEWI)HEBLIUFNS
REROBMBE X L CSIRSIZBWTESH
ENFHEELAMFHL TP SIRSOFLE
EERWBRAED L) RS LICEERKELD
MRERLIHRELH - 722%, L, 4
DD FEILSIRS AR B D EIEE + Tl
BIIZBERTR N & gL 720,

I BEBTHHAIE, BREDOLZ W
SIRS? b Z e N EWEE L CRET 4 =
EWZDWTSIRSOERVZERE L Tniwnw
ETHDH., £DLH) LEHT, —EITITESE
SIRS&E W) HEEX AW L, ENEED
BRRH L E 7 0 AH % WiGE DO EE sk
2, REREECEROERRLEKRTL LD
FET B LD B\ 72,

AR, MUMEDEYSENBRES X OB 2
SEDAT 1 T —F—ET74— Ny 7K
DIFANEHIHER T R, B bR8 2
LAREFSICERZ S TLEMB L e +
BT BEIGE AT bR Zhb
DHIRI\CEDE, BAERMNOBENFEL 5
EERLDRIEAN X LDIEML S N DR
ERB T ERFEAZRBD x50, FET
HEBIZE VEBIFFFRESNS 2T TR,
HEREMSORREM S DD I L EFAL
(Bl 21, ¥ERRIE CTIRARDSHFEB LIZ{ »
ZEil) W A BMEEBEORY L2
BOMWREA &R T AU RE R HERE L 2. B
2L, 77 aENESEIERY 3 v 7 DR
HTH s, PI-TNFIEEANDRIGHE %
bhbEBbna?,

BCIMLRE D A2 0~ — A — & BILE O % EA
EOBMRERETT A LIIx LT VLG
AbnAbs, IL-1, IL-6, IL-8, IL-10,
TNF-«, WHEBEINFL T —0 FAEPHK
MAETHED SN TWAESY b ORi£fE
MBI UOMRESEA T4 T — 7 -O8EEILE
ROEREZF-oTWALLHICELREY, 4l
ZWEA vy —uaf X FEDOHA b4 kB
%, AME, Filr, BEFEE, BEXZE0R0
REIZBWTHEBELRT I 058 509,
AL kBT RN BRI (2 B 1 B TNF- o
FECHETAMELHELNT. PL-TNFE
BT 24— T I _VEERICBWT, &
MY 3 v 7 BEOEEZ{LEE X O EH
BEDIERATRIE S 725, HI-TNFEEICH
T 5V OROFETIE, REEHEEOTNE
HEMELZHEIELTWAEBS | TNF- o 3830
EEDPHETEL WD, TNF-o OHBES
BERHEEEL L CHATE 2oz, BEED
TNF- o« fEDRS EH LTV AREREZEDOY T/ —
THMTIE, ZTOFEIP-TNFEEIIC LY F
REZVT AN HLZ L E2RETELD
Edolzds, RETTT 4 — IV EMBREE
{LIREED X L1 T v 4 ETHTD
S bHERTHo-EBbNAED,

WEEDORERTIL, CRPEZTTOH VY bV
(PCT) P BIMED~Y—H— & LCHASh
TWa%%  CRPABMENOEE, ME Y E
A VARG KT ADIZRN DI EAHR
o1 F7, CRPEPETT A
& CHUMIE O EEM AT & 5080 CRP
HBIMED FE CHRALCHMERIELEL D b
BRREDS L R STV B A8, AME R B,
BICDEFRICBOWTOEEEZRT I L
FFENTV 3, Ugarte5%? 13CRP & PCTO#M
AEDEPHIME I L CEFICHFERENTH
A ERRBLA LaL, ZOWETITR
123t L CCRPDIZ ) HPCT & 0 b Bt &
BRI BEN T WA I EDNEEE S iz a8,
Tk OER L ITHEL B —F, PCTIZ 45



ERRt 1 MUIE & & 5 P 90 FUSE e 7%

BLUBRBHEY BEOREICIERTFET—
— b B EWIRENT. PCTECRPOWT
NLD0%DEZHE L FESEHL TVD
b TR, BEZTET S EEEIRD
ERTHAH. Zho0<— 7 — 0 BILED
FEEDEEBRHIIT A I ENTEENED H
WEHLNTIERL, SHROBETH .

VL. bW
fame LC, BUMAE® BT 5 T & 3B
FECE T A — L, BRRBRTY A~
BT A LETATTREEZ ONA., BHED
FFI LW I DI LA, BEERICHT 5
Btz FELzY, d5HEDOEE;RIERE

X

1) Stedman's Medical Dictionary : 26th edition.

Williams and Wilkins, Baltimore, 1995.

Kreger BE, Craven DE, McCabe WR ! Gram-

negative bacteremia. Reevaluation of clinical

features and treatment in 612 patients. Am J Med

68, 344-355, 1980.

Ziegler EJ, McCutchan JA, Fierer J, et al. !

Treatment of gram-negative bacteremia and

shock with human anteserum to a mutant

Escherichia coli. N Eng J Med 307, 1225-1230,

1982.

Poole GV, Griswald JA and Mukkassa FF

Sepsis and infection in the intensive care unit: are

they related ? Am Surg 59, 60-64, 1993.

Sibbald WJ, Marshall J, Christou N, et al. :

Multiple Organ Failure Study Group"Sepsis":

clarity of existing terminology... or more

confusion? Crit Care Med 19, 996-998, 1991.

Bossink AWJ, Groeneveld J, Hack EC, et al. .

Predictor of mortality in febrile medical patients.

How useful are "SIRS" and sepsis criteria? Chest

113, 1533-1541, 1998.

Bone RC, fisher CJ, Hack EC, et al. | Sepsis

syndrome: a valid clinical entity, Methylprednisclone

Severe Sepsis Study Group. Crit Care Med 17,

389-393, 1989.

8) Sprung CL : Definitions of sepsis-Have we
reached a consensus? Crit Care Med 19, 849-851.
1991.

9) Parker MM and Parrille JE . Septic shock:
hemodynamics and pathogenesis. JAMA 250,

2)

3)

4)

5)

6)

7)

7

WEDRBEET/ITHA ) LOREILDNT
BAT5THD.
IYRMFLYBIUYA MO A V%R
R T B EEREEIERETE (¢TI
bho0H5), EYWENHTT T 14 — Vit
MAEDHHE, [, REEENONIG% &
THE, NA YNV A v, HMERE, EEO
BECHREBRZEDHBRICESBRERLY
bEHTHA) LORFEMETE LB
REFEERTHL, TUFFEYUOEFEICEL
T, FAIZHRESREE LB LBRKSH
ZIROTFTH Y, SHRMEZR, HEIC
BVWTKRELERTHODELE b A,

73

3324-3327, 1983.

Members of the American College of Chest
Physicians/Society of Critical Care Medicine
Consensus Conference COmmittee . Definitions
for sepsis and organ failure and guidelines for the
use of innovative therapies in sepsis. Crit care
Med 20, 864-874, 1992. )
Knaus WA, Sun X, Nystrom O, et al. . Evaluation
of definitions for sepsis. Chest 101, 1656-1662,
1992.

Vincent J-L [ Dear SIRS, I'm sorry to say that I
don't like you... Crit care Med 25, 372-374, 1997.
Abraham E, Matthay MA, Dinarello CA, et al. .
Consensus conference definitions for sepsis,
septic shock, acute llung injury and acute
respiratory distress syndrome: Time for a
reevaluation. Crit Care Med 28, 232-235, 2000.
Marshall JC, Sweeney MA, Dinarello CA, et al. .
Microbial infections and the septic response in
critical surgical iliness. Sepsis, not infection,
determines outcome. Arch Surg 125, 17-23, 1990.
Dinarello CA : Interleukin-1 and the pathogenisis
of the acute phase response. N Eng J Med 311,
1413-1418, 1984.

Beutler B and Cerami A . Cachection: more than
a tumor necrosis actor. N Eng J Med 316, 379-385,
1987.

Watters JM, Bessey PQ, Dinarello CA, et al. .
Both inflammatory and endocrine mediators
stimulate host rresponse to sepsis. Arch Surg 121,
179-190, 1986.

10)

11)

12)

13)

14)

15)

16)

17)



8

18)

19)

20)

21)

22)

23)

24)

25)
26)

27)

28)

29)

30)

31)

32)

HIEE

Schumer W. Steroids in the treatment of clinical
septic shock. Ann Surg 184, 333-341, 1976.

Luce JM, Montgomery AB, Marks JD, et al. :
Ineffectiveness of highdose methyl-prednisolone
in preventing parenchymal lung injury and
improving mortality in septic shock. Am Rev
Respir Dis 138, 62-68, 1988.

The Veterans administration Systemic Sepsis
Cooperative Study group . Effect of high-dose
glucocorticoid therapy on mortality in patients
with clinical signs of sepsis. N Eng J Med 317,
659-665, 1987.

Bone RC, Fisher CJ and Clemmer TP | A
controlled trial of high-dose methylprednisolone
in the treatment of severe sepsis and septic
shock. N Eng J Med 317, 653-658, 1987.

Sprung CL, Caralis PV and Marcial EG | The
effects of high-dose corticosteroids in patients
with septic shock: A prospective, controlled
study. N Eng J Med 311, 1137-1143, 1984.

Zeni F, Freeman B and Natanson C . Anti-
inflammatory therapies to treat sepsis and septic
shock; A reassessment . Crit Care Med 25, 1095-
1100, 1997.

Bone RC, Sibbald WJ and Sprung CL ! The
ACCPASCCM consensus donference on sepsis
and organ failure. Chest 101, 1481-1483, 1992.
Bone RC ! Let's agree on terminology: definition
of sepsis. Crit Care Med 19, 973-976, 1991.
Dellinger RP and Bone RC : to SIRS with love.
Crit Care Med 26, 178-179, 1998.

Bone RC ! Sepsis, sepsis syndrome, multi-organ
failure: a plea for comparable definition. Ann
Intern Med 114, 332-333, 1991.

Bone RC, Grodzin CJ and Balk RA : Sepsis: a
new hypothesis for pathogenesis of the disease
process. Chest 112, 235-243, 1997.

Rangel-Frausto MS, Pitet D, Costigan M, et al. :
THe natural history of the systemic inflammatory
response syndrome (SIRS). JAMA 273, 117-123,
1995.

Forceville X, Vitoux D, Gauzit R, et al. | Selenium,
systermic immune response syndrome, sepsis and
outcome in critically ill patients. Crit care Med 26,
1536-1544, 1998.

Fein AM, Bernard GR, Griner GJ, et al. :
Treatment of severe inflammatory response
syndrome and sepsis with a novel bradykinin
antagonist, Deltibant (CP-0127). JAMA 277,
482-487, 1997.

Muckart DJJ and Bhagwanjee S . American
College ofPhysicians/Society of Critical Care
Medicine consensus conference definitions of the

e

=

33)

34)

35)

36)

37)

38)

39)

40)

41)

42)

43)

44)

systemic inflammatory response syndrome and
allied disorders in relation to critically injuried
patients. Crit care Med 25, 1789-1795, 1997.
Pittet D, Rangel-frausto S, Li N, et al. :
Systemicinflammatory response syndrome,
sepsis, severe sepsis and septic shock: incidence,
morbidities and outcomes in surgical ICU
patients. Int care Med 21, 302-309, 1995.

Bernard GR ! Sepsis trials: intersection of
investigation, regulation, funding and practice.
Am J Respir Crit Care MEd 152, 4-10, 1995.
Folkesson HG, Matthay MA, Hebert CA, et al. |
Acid aspiration-induced lung injury in rabbits is
mediated by interleukin- 8 dependent rmechanisms.
J Clin Invest 96, 107-116, 1995.

Moss M, Steinberg K, guidet D, et al. . Diabetic
patients with septic shock have decreased
incidence of the acute respiratory distress
syndrome (ARDS). Am J Respir Crit Care Med
155, A503, 1997.

Wayte J, Silva AT, Krausz T, et al. . Observations
on the role of tumor necrosis factor alpha in a
murine model of shock due to Streptococcus
pyrogenes. Ctrit Care Med 21, 1207-1212, 1993.
Reinhart I, Wiegand-Lohnert C, Grimminger F,
et al. . Assessment of the safety, and efficacy of
the monoclonal anti-tumor necrosis factor
antibody-fragment, MAK 195F, in patients with
sepsis and septic shock: a multicenter,
randomized, placebo-controlled, dose-ranging
study. Crit Care Med 24, 733-742, 1996.

Hack CE, DeGroot ER, Felt-Bersma RJF, et al. ©
n plasma levels of interleukin-6 in sepsis. Blood 7,
1704-1710, 1989.

Dinarello CA, Gelfland JA and Wolff SM
Anticytokine strategies in the treatment of
systemic inflammatory response syndrome. JAMA
269; 1829-1835, 1993.

Endo S, Inada K, Inoue Y, et al. | Endotoxin and
cytokinesin patients with gastrointestinal tract
perforation. Mediator Inflamm 1, 45-48, 1992.
Endo S, Inada K, Inoue Y, et al. . Two types of
septic shock classified by the plasma levels of
cytokines and endotoxin. Circ Shock 38, 264-274,
1992.

Takakuwa T, EndoS, Nakae H, et al. . Plasma
levels of TNF-a, endothelin-1 and thrombomodulin
in patients with sepsis. Res Commun Chem Pathol
Pharmacol 84, 261-269, 1994.

Endo S,Inada K, Ceska M, et al. . Plasmainterleukin
8 and polymorphonuclear leukoéyte elastase
concentrations in patients with septic shock. J
Inflamm 45, 136-142, 1995.



45)

46)

47)

48)

49)

50)

51)

52)

RRER T BRIAE & 4 5 1 9E BUGE R B 9

Dellinger RP | Tumor necrosis factor in septic
shock and multiple system trauma. Crit Care Med
25,1771-1773, 1997.

Strieter R, Kunkel S and Bone R : Role of tumor
necrosis factor-alpha in disease states and
inlammation. Crit Care Med 21 (Suppl.), S447-
463, 1993.

Roumen R, Hendriks T, van der Ven-Jongerkrisg
J, et al.  Cytokine patterns in patients after major
vascular surgery, hemorrhagic shock, and severe
blunt trauma. Relation with subsegent adult
respiratory distress syndrome and multiple organ
failure. Ann Surg 218, 767-776, 1993.

McClain C, Hill D, Schmidt J, et al. . Cytokines
and alcoholic liver disease. Semin Liver Dis 13,
170-182, 1993.

Bell S, Chavali S, Bistrian B, et al. . Dietary fish
oil and cytokine and eicosanoid production during
human immunodeficiency virus infection. JPEN
20, 43-49, 1996.

Brivet FG, Emilie D and Galanaud P : Pro- and
anti-inflammatory cytokines during acute severe
pancretitis: and early and sustained rresponse
although unpredictable of death. Parisian Study
group on acute pancreatitis. Crit Care Med 27,
749-755, 1999.

Ende S, Inada K, Yamada Y, et al. . Plasma
tumor necrosis factor-« (TNF-« ) levels in
patients with burn. Burns 19, 124-127, 1993

Endo S, Inada K, Yamada Y, et al. | Plasma
endotoxin and cytokine levels in patients with
hemorrhagic shock. Crit Care Med 22, 949-955,
1994.

53) Miura M, Endo S, Inada K, et al : Tumor

54)

necrosis factor @ and NOx levels in patients with
pancreatitis. Crit Care Shock 3, 189-194, 2000.

Vinecent JL, Bakker J, Marecaux G, et al. |
Administration of anti-TNF antibody improves left
ventricular function in septic shock patients:

55)

56)

57)

58)

59)

60)

61)

62)

63)

64)

Results of pilot study. Chest 101, 810-815, 1992.
Abraham E, Glauser MP, Butler T, et al. [ p55
turmor necrosis factor receptor fusion protein in
the treatment of patients with severe sepsis and
septic shock: arandomized controlled multicenter
trial. JAMA 277, 1531-1538, 1997.

Kushner I | C-reactive protein and the acute
phase response. Hosp Pract 25, 13-28, 1990.
Chwals WJ, Fernandez M, Jamie A, et al. |
Detection of postooperative sepsis in infants with
the use of metabolic stress monitoring. Arch Surg
129, 437-442, 1994.

HEEE, BF £, WHEL: a5UcEE
BEICBTAREEB L VEEEZHELTO
TaHNF b EMEOES. BYAEEEE 73,
197-203, 1999.

Shaw AC ! Serum C-reactive protein and
neopterin concentrations in patients with viral or
bacterial infection. J Clin Pathol 44, 596-599,
1991.

Yentis SM, Soni N and Shelden J. | C-reactive
protein as a indicator of resolution of sepsis in the
intensive care unit. Inten Care Med 21, 602-605,
1998.

Provoa P, Almeida E, Moreira P, et al. . C-
reactive protein as an indicator of sepsis. Inten
Care Med 24, 1052-1056, 1998.

Ugarte H, Silva E, Mercan D, et al. . Procalcitonin
asa a marker of infection in the intensive care
unit. Crit Care Med 27, 498-504, 1999.

Rau B, Steinbach G, Gansauge F, et al. | The
potential role of procaltitonin and interleukin08 in
the prediction of infected necrosis in acute
pancreatitis. Gut 41, 832-840, 1997.

Eberhard OK, Langefeld I, Kuse ER, et al. :
Procaltitonin in the early phase after renal
transplantation-will it add to diagnostic accuracy?
Clin Transplant 12, 206-211, 1998.



g

&

EFERES6E, 47 (FH164E10H) 265-278H.
J Iwate Med Assoc Vol. 56, No.4 (Oct. 2004) pp. 265-278.

BUME R HR I BV BIERE DKM L SRORE

WREEE, EREE

Failure of anti-inflammatory therapies in the treatment of

sepsis and their future prospects

Shiteatsu ENDO and Nobuhiro SATO

Department of Emergency Medicine, School of Medicine,
Iwate Medical University, Morioka, Japan

(Received on August 11, 2004 & Accepted on August 16, 2004)

Abstract

Humans have to contend with various diseases
resulting from inadequate or excessive activation of
host defense mechanisms. A typical example of such
diseases is sepsis, which is generally considered as a
disease induced by excessive systemic release and
activation of endogenous inflammatory mediators.
Inflammatory mediators are known to be involved in
the regional release or release into the circulatory
system of cytokines (cytokinemia), activation of
neutrophils, monocytes, macrophages, endothelial
cells, platelets, and other cells, activation of plasma
protein cascades, such as those of complement,
coagulation, fibrin, and contact systems, release of
proteases in injured tissue, formation of lipid
mediators, such as eicosanoids and platelet activating
factor; and generation of oxygen and nitrogen radicals.
In addition, many substances which attenuate
inflammatory reactions, such as anti-inflammatory
cytokines, soluble cytokine receptors, protease

inhibitors, and acute-phase proteins, including stress
hormones, are released during host defense responses.
Over the past 20 years, the mainstream view is that
in most cases, the mortality and morbidity from sepsis
is attributable to excessive inflammatory responses
of the host to bacteria and bacterial products. Since
promising results were obtained in preclinical studies,
drugs designed to restrict these host inflammatory
responses have been examined in a nuraber of clinical
studies. However, at present, activated protein C is
the only drug whose benefit has been demonstrated in
clinical studies in human subjects. It is unclear
whether the failures are associated with a lack of
biological activity of the test drugs, or whether this
approach itself is inappropriate. This paper outlines
the results of clinical studies of drugs targeted against
host inflammatory responses in sepsis, and describes
the problems associated with them and their future
prospects.

Key words : sepsis, anti-inflammatory therapy, steroid, cytokine, endotoxin
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ho. E1OFETIE, KELHEET L0

WCIRIMAE D SR IS EINE D 7V aaFa
A4 FPER SN, TORHEEEY LR
DB L 7oA, l, BUE O B ok
HEsvaalvsFas FEEIHE SR,
BOBEBETIIBIT A/ W COhDRER
T ZOFRLEOFEREITRBEN TS, £
72, NAK T 0T EEITER LT
D0BAEMI, BWEDORIEWAT 1 L— % —
(tumor necrosis factor «, interleukin-1 72
) #EMICLRELHIES A TnS., &
NWEHOEYE 7V aalFasf Nk, %
FEZ HEST 52, HEDATFT1 -5 —% &
DEIRMIZENIZTA2LDTHE, Ib A
T A L— ¥ —FEROPIRAEREL, e OFRER
TIREIFEH S N e h o 7228, —E L T#
WL EICRELOREDRIRESI N,
A IMAE LS & B W - SR RIEMEA 71 T
— ¥ —OBEDEA DR T B L&) IO
BRIRINL, Lal, BIEBTALR
B &) GIRREEOER LRI THRIRHERT
LEHE IRV, FORBIZVE N
T2\,

GRS B fE £ 0B RS & HIH 5 58
2OHER, iy FM X UEETHA.
FVaaNFaL FReATF 4 T— ¥ —HRIY
PUASHERTE &I, ok, MW
F{HR O PHIAE O KIEMEFUG O IR & izl
DEEXDH T EEHFLT, MHPOHM
REEYELBENICED 2RSS THODTH
5. Py F &y oEEOBRKRRRIE, I
MAERFCIKIMIEY) A7 DFEWEEEZXFHRIC
INFETLEMHITHOI T WA, BINAERE
WKBWT—ELIZFRIITRIN TV W,

NAFT 00T —=283HIER L -EE
204E RS, WMIMEREOF - %mEY — 7
baFEET A7, 17,000 D%, 474 <
&b 3D RIERERE DN R T WRETT 55
I, IHHRABRICESRSI N, IR6IZiE, K
BaVFazxFuf F, T2 FMF2 I
THPE, FERMLBIEAT T —F — %
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RIWICHEST B X7 A v EnEH %
ERETNTWAE, 2T, BIEIZBL
HIEEDRIES T EIZ LIRS ORRIR
RETEHL, W{OPOMBERIZOWTR
BT BEELEBICEBODBEICOVWTHRNR
vy,

1L RAEEX
1. B Bira s vaanvsFaq g
*

MIEICBUT A Vv aanF a4 FEED
el % R B EERITBAN1930E ICiTh L
fo. FRICEBE, BIBzHH SRIBIYIC
BWCZNVaavFasl FOMTISEFERED
WEELH75TDDOTHo72. T/, B
REMEBREVFRERME > a v 7 28T
BLw)HEENSL, BB RVEVHTEED
BEMREENLY . S50, HEPZ YR
NET YD&) R MEEEYE TR e RIE
FizHEs 2 2 2RI S, Biicswy
T, FUEWESR T 3o A T 04 F
BEPRERESEHIR LEFZUET H
ERRENSLT R, T hLDREBEY D &I,
B fE B R MMEY A7 DFEVEEIIB W
THEE - BRSO/ VaaLFadl FEED
BERRBS IO, L2 LERERZ LI,
IS OREEBUELHIMAENE > a v 71
BisrsvaanvsFaf FoFERICELT—
B LR ERE R o720,

IS DERRBBROER % L)+ 1 CH
THZDIZ, WS DPD AT TFY) ¥ ANTT
bt ZOER, I ZEAEDRXST
FUTAIBNTYH, L DORBTAHALNTZ
KEEOFERZREG AL N L H o 2H,
Schumer 5% D 1REBDO AP MMORE & A E
R LA THERFHL (p=0.001).
AEZTFY Y ADE I ONNEEZBRNT S
L, BHEZSVIaNMFIAL FIE, EBICIZ
MIMEREY 3 v 7 EBEICBWTHEIIEET
HHEZEPHBALL., ZORELRKEREOER

ik, —oizi, —EoRBR S Y Ttrvan
VF a4 REREARHEZ 6L, 5E8E
D2RBPREPEL holzlzdEEZ LR
L., INLORBRTAS AR KN,
BLUOBERYREOTWREME DS, MIMER
HIBITLAHBEEL LTOSHE - 7
NWaa)F a4 FEERTHERINA L 2o
f: 21~23).

L2L, REOWL Oh0RETIE, B
BEETEG SN VaanFal Rk
MFEBFICBNTHER TS B RREITRIE S
nCWb, Bl e B AR T 50— B T #4k
—HERPA TR TRErSH S L, &
NHPEFROERT 206 T2EH0n o0
DFERIZBWTRBINTVE, ZORDAR
THTHLEIED, FhaarFaf Ko
WP REEBRTICLA2DDRDD, D5V
BEREESS 7 v aanF a4 P25 R T
ELnZEILELBHbDLONEIE-EY LT
WiEWS IR SOMRBIMBEINT, EH
B “ANVAE” OAT U4 FAEKMEDE
ATy PNk - N5 i o X (A

#®—->, Bollaert b DHEETIL, HE#
RASKERI DL LB L T AWM 3 v 7 &
FH41B17S, EBENEEICMZ T, e Faan
FSUFE T ITERICEEEE VN T SN
728 BEBGIC, EarFatory
T A bA TR, BBR % BB B
TE (Mt AE 2V — VIR EE > 18 pg/dL)
PN Sh, RV FRA Y MEay
7 OEE, —XKTY FRA Y MI2BHE D
TREIN, BBROER, v FoaLvsy
VHEOBBIERANUET AEREIR L
(p=0.09). F72, e FoaLvF Iy rHEDE
FFTHE, 28HBICAEE, OB T 51T
RSB EICE -7 (MH & D p<0.005).
D2 DHED COEREZIFTHLDT
Holz. NAN=FAFIvI7IRETETS
IS 3 v 7 BE % KR IZ L 72 Breigel
5OREBTIEY, MREDALSLLETY 3
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v 7 IREEDST2E I LA O BE A e Fo v
FUy (100mgE kN K — 7 A5 1%,
0.18mg/kg/MiEAN) F72E 77 R IEES
DTN, FOER, T REELE

FOauF S U ECHRERICEEER 2o
o, —H, e FoavF VR TI ERE
WCHAREEEI S ORI EEICE D, o 72
(p=0.005). F7- Chalwa bb, FEEIE
BELE LBV TRHAE S Vo aLF
a4 NERERZSREBRLALY. 2EBMULEY 3
ZIREED e B R v PO a V5V »100mg
SRS T 2 77 v REICEEEE
DA L7z, BBROER, e FoanFyy
BI7S5REELIbay 200 REET S
WAHEMEPEEILE P72, L L, FBEELC
EEEI o7z,

o 3EEII/NERETH LD (13RI
4161, o 2 FBRIT L I24081), SRERDIL
ErAEEOR LRGERMEZABRIOHD S
HBIENTELY 2, LhrLIhs 3R
DWTND D, BE S ERAEB L LEWD,
FNaANF I, FEEICLHPEFROEER
BREEARE Lol INLERIEDREE
FNLLRTO £ iRk SR O AR 113, BEER,
BXUrsvaanFad FEEORHE - &5
BEADSER L T b, T4 b b LURORERT
i, BEZERSICHTRLEISELT, 7
VaAanF a4 FPRIMEZ RO RICE
HMHEZ LEAHETRS Sz T4,
IhoOHEREER, 3L ACDEETR
BLUAOERS TH o7z, ZRICH LEREDOR
BCik, GERNEORERKFE 3 v 7
BEOAREBEHLTEY, ThOHERERED
BEIC NI AR VaalVFa  FiE
ENEREZoTwiz, F20MHED LA
DREED 1/5~1/30THo7:. SHIEE
BIREEDL, B - mHAEs vaavTFaAd
FRERClE, AEERSBELITITRIRE
IR G EED HFA TV,

2. BIMFEIZBIT A AF 1 T— ¥ —FFERK

PLASERRE
1) Pltumor necrosis factor a (TNF-a )
%

TNF-a¢ ®F / 7 3 —F VHERIZ oW T
QBRI AT SN, 400081 L EBER SN T
W3, Fi, MERIMAH O TNF- « DR % i
R % WA RE IR R T2 A& (sTNFr)
oW Th FHEBRBAREINTV S,

WMED TS AT 4 T—F —D—DL L
T, TNF- o 3 WEZERILE b > T b,
Thbb, TRV 2R SNLIER
WERE BT O TNF- « IBES ERT AL
B MIMERE TR SN D & [F UK,
R, MTFERT2 272¢%. 72, BUiE
DEYE TV TiE INF- 2 DFHI2 L o T,
B IMAE CA LN A LIIEREEDIT & A EDH
Hahb, 8617, BEREREEICBNT,
MEHR D TNF- o #EIFTEREHET LT
EMWFHEHIN TS, F-RIEOEM €T
MIZBWT, T TNF- o« VKO RIR G DS EFF
RrWETHIELREINTWE, ThbHD
ATERRAERE b &0, MUEERFEEE LD
VT BB TINF- o« AR BEREE Th T,

TNF- o ®DFE / 7 0 —F )V Hifk (TNF-MADb)
WZOoWTR IHDHERABRIAEI L TY
B, FDI L0 5B TEERRER S W),
AEEA =T T RVBRRTH ), EHL
T_EBERIBOF A — T 7V L
D LEEPKEDPo7. ZhS IR, »
TNOEFEEOFELRWELZ RS Lo,
SHHREEDIET-ERIE32~60%, FH42%TH A
Dz L, BT TNF MAb DRENRIT 9 RHER
ELFEBETH- 7 (p=087). Zhb 9HER
% F LT L2%EIZIE, 5 TNF MAb
BELZI-BECEREOLT D Y EE
MAERD SN WEETII b o7,

TEETINFZEMR (STNFr) b & b OERK
REEAYTH Nz, sTNFr I OMiE» 6
Bt s, EMTENFERCL > TREILE



ERER | BUME TG 1

BT BN TEL., ZoZEMKIMF O
TNFEFEE LT, ZOEWERBEEEZET &
5., INF TEERERRRD 3HLE
SN, EHY2000BI 5B SN T\ p% 8 39
INLDEDRERBITEDEELRET 278
Hhhrol:, 20 LOIKBTIE, SHE
DEDFE p80 sTNFr THREENEFEILS

WIERRENSY, CoOESFEISNV—T
L0 Hixs 19#1%0)1& F & pbb sTNFr
xffio 72 2 ERTIE, HLTNF MAb L EEED
DI PLRRMEIRED GNP EETEI R Do
7. L2 L, s TNF-a OAEYERSIEZ
PHIT 2 X ICFFAL v ENLIbH DY
i, BERBRICBVWTIE, EHL LTS
BEICWET LI Lol

2) 4 v %y — a4 F 1 E

(interleukin 1 receptor antagonist ; IL-
lra)

Ay —ufxr-1i, e bRHP~D
BERHCHIMEIC BT A S DEREERT
L e REWEY A VA v D—DTH 5B,
IL-lrald<= 207 7 —VHWEETELEHT,
A=A X VEFREEETAILICL
o TA Yy —uAfFxr-10EWEESHIR
T5., INLIL-1 HEEE, 3HOBERR
BloBW\T, BWIES L OCBIMEREY 2 v 2
BEIKREEINTWAE, 20 b/ EER
1RERIE A — 7 SRR T, 99856
ERTWaY, 6966, 893BIZBEL ALY
KHEZ 2 ARG _ETERABRTH 22 9D,
INLDOREBDI L, =TI NVEHET
(FIL- 1 ra?d K & RIGE RV RB S NI,
BN _—EERRB T I OKRE L3RI
HENGho22Y, F IhbDED
RBEOEFEOEELUEL RS o7,
INS3RBETEOTHEMLIBERTIE
STHRDOIETFH36%, 5 BE DR TEIL% &,
TNF MAb Bk & [, £FEODL TRl
ENROONTFEETEI o7z,

B DIMRERENS R DORY 269

3) TOMD X T4 T—F —HEERBPAE
T

PAF ZHAHEVSE (PAFra) | M/MREE
HF (PAF) %, ARDS ®HIMFEFDOH A *
A VHBICESTS) YIRETH B, Ik
WIS LR F A AREEE (PAFra) #2 0
TEERBRICBOVTHER IR TW A 9
INH OB IBEZ OB WIBTE(50%)
WHEHSNBED, PAFra i34 B, bths
NEERLIDPEETE b o7

FEATFOA FEFSERE . = FhFy
TR RY TS Y O EEL, BRIE
DEWEFTNMIZBWTIE, FRIC X )R EIE
VoK, KEERIUE, MsiE, IR, &
MEDRE LD, Suxy 750900
EEOA T 707 = ITBMEDEY T 571
WKBWTIho .Y RIES L 2 &
DRENTVBS D BMEREZICBIT S
A 7707 =y OERP IO EERAR
WKBWTREBRENTWBRE 850 “nep
REOVTNL PRI T 2HE LD E
RIRS R0l T EDTEN LIERETIE,
TREEDILTRI%, REBRENIETE
T% e, ZOBEDEFEOOLT IR ED
IREESNIDEETIE o7z (p=0.14).

TR UERE | 7T UF = VIXTINE
RAVI—OAF -1 DL R REMEFA
M4 OBBERE L, mMELRZIEEL
MEEEEZTTET LI EHITRERTVAS,
WIMEEEHEEICBIT L 7T VF = U
EOFR2HO_EEHRFERIIBVTRER
ENTVEY Y WRHEBRE D IZEFED
BELGWER RS hholz. ThH5DREY
FLOTHN L HEDS, RN TAE
BB ARLNL P o7,

e LTHEADBRBRIE A T 1 = — % — ¥
BRHREREEICL2FBELAMELERE L
Doz, LAL6BEOERILLAT—F%

TNV L72E, EFRICBWTHENEE
(<10%) TixdAPHEELREEDREIBRE
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N7z (39% vs. 36%, p=0.023). 6FEEHD
EHNWE—DEX 7 5 A EET L LIET
EB%GE, ORI BUIE KT B
BOMFHIZWL SPDOELHEDSH L T & %R
s 5, COMBEERIIBNTLEFRDOAE
MR R 720 OBUMFERER I IZIER 1253
DEFRE (6000~7000N) FLETHBI L
A Natanson 512 & W EH I TWAE?, |
7230 T, T RERDTEL MAE (2 B L /-
HZHEFETHZLE, L RROLESOR
FENOLY)RWHIEERT E L LI, BE
T7U—=F DD OBEEFD L ) ByER
RSO MDD 5.

3. BUMEIZ BT ALV F M v iE

REWMPLT Y N MR VIREE, B2 3k
W E.coli J5 IZxF T ABBEMERY) 7 a—
T bREZSTTY) G, WERO lipid A
W47 X (E5) B XU humanized (HA
1A) £/ 70— F VR, EFEOY S A
BEUHRBEMEEE L IR E L TR S Tw
5.

Natanson 5 i, BtllfEICBIT A F
bV UREDBRIRRERIOEEL —ELTA S
TINIALEE S Zns108809 b
THEBITHE BRSO, 3HBRIEE Y Xy
LRI T 5 FHFEGH D Thotn &
10AER D B F% B H 260561 % —3E L T L 72
BRERTH, Iz P& v EoRSIIES
BRIRE RS ol (p=0.24). BERER
THOHERTIE, My FFFY UEICER
RS ARSNTHNEETIE o7z, Th
CTRBO—FExRALEL 25, 258
BEGHANETH -7 (p=0.04)* ¥ o
Ziegler H1Z X 528 EkIL, #n L4t 5 Bk
THOLNIZFROKRIM (p=0.84) L IFHE
CERLZLERLZHE (p=0.001) FRLTw
A

Doz ks, =02z T 5
PRI 2 E - - REBEDIT L A LI, K
MEEZICBVWT—ELAFRERL WA

WIS XN B O, b MEERSBIZBL
THEbLNE YR N3y v b +5ES
Lho/zbdflIL e we & %7~ in vitro
ERPHFETAIETHLY, iz v F i ¥
¥ VBREOMBERMOERED, Fh6h0E
MR R b w0, Bl
FEICBWTLY FFFD v 2 EEEmicd
EEVHIEHAPREL L 720 D)o &
D L%, L2 LHKRICBITA/NEE R
Y FhERYUVEEORBICBWTIIER K
EPERLN TV B 8

T2 N MRV EEET B U sk
DEH (Bactericidal/permeability-increasing
protein; BPI) @& f7h Tz 2557,
BPI Mty 3 v 7 CRAEERE L VWE
EDTRIBENTWAE® K1) 3%y B FEE
JUARHE % o 7o/ NI 2 MR S SRER T,
MEERENL Y FhF LV iRERERTEES
CEHTRIBEN T WA DS, IR % FHT 5k
HEZHEBIIfTbh Twian®,

L ZEBMiEDRESRERIL
KL =Dh?

BZ O SBRBREREDS L EW )RR
RIFRED ) BbBUMGED & 9 1K BET s T
WAESDIE TV, I hE TOMIMEDKESR
BRIV OPDOHEBD /2D LB L 72 TREEEAS
H5.HBREFPESTH 72000 Lz,
BINL -7y bPEE->TWzhb LA
e\, BRIREER T A UAEY TR o oh
b L,

B DRFFE TIE AW E BT FeHT— iR By
THHEDT, HALGBEHENDI-OIH4
BEBRT SU—F2ThbN 5. in vitro BT
WATEBRIKR T CTRARO 2 > b 0— L )sH]
BETH A0, EWFEIEFEOREICTKE R
ETFNVTHSH, WEEBWET TV E W SEE
IREERIL, in vivo TOEBENTIE L A
W EDFERERZHLMICTE S, BRY
1ZiE, BTV CTERE S oA SRR R



B BUE SR B BIURIEAHE D4 1R D e Bl

DR R EFASPCT A7 T
DRV LETH L, DEVALND L
B ERE YA T A 2 SIS B E
BTh b, WEEE TN TOEEDIEHIE
v P CORIREFEEITIET L 2.

AT 4 T— ¥ —FEI OB BB A e
TAHODIWFLY PN Y2 PRI VT
A4 TS 5AY, BUMEEIZ B A58 E G
RRET A DOH T T U —FOREEER
RBREREY AT 5. MUl o BAEK
LB T VL, WUEERIS O B R A
FEFEFIBTW B D THA, v b IS
RERIBF SN BEORY - EETR
i, F DX 5 HEFIVIEH S HITHFE L 2w,
L7zh5->TC, FGEREIe hToOREBREITH
AR A R BTNV Y AT L&V iz—EOH]
BRIR M % Setb & $_ETH S, b MEEKRR
BRIZ AT 4 L— & —$RMMHHEDOERME Y
BIST AHAICE, FEMETIVORTER
ReZEBITNETH A, EBE, BIMENZEC
BULFELIMENF v Ly ID—2lF b
RELZRMTL2E8WETNVEH TN AHS
T, CLAEELREWE TV E RRT 55—
e MEBROREB L UL DI LD
FETED.

BRRIZBITAPLL Y N &2 U EEICBW
TRKELRDHHVIZ—FOMESIE, MFox
Y MF Y UBEMEICEL, MY
CRERHIEER E AW ICERRRBRSED 5
NTwhIZ e, WREBORELMF O
YRMEFDVRBELEOEDYIZOWTORRMR
DENTHH . THDPEIBIIBITHHHE L
BADERIHETOCHDEBDN BB,

F 70, WE LA oERNIBERICAT
DERE R L CWRWEESH S, Tl
MR AEMIEMEASRKINL TWiz, o X7
{ XL—%—i2XVin vivo TAEEILS L7
IO THA, HLEWVIEFA MAA
(Fl, INF 50T IL-1) © L) eifEnk
e BYFREEE A 7 1 T— 7 — 13T A EEH
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DIEFEIZ S b 63, MEF O fE
BRIBEY AT L (F2k ZALERE & 5 I3k
HAT— Nip &) QML i HAb 28 w512
L7CHRetnsd 4. BMESRE, B2 135048
EDLHLEEOREEBER LIZEEOR
Tb, REKSFOD O LI OREFICBER
TOWREEDSH D, FD LD REBEIIBNT,
RIETE A 71 =— & — OUMENT ERRER 1
EAEEEG Lwrb L w., BE0D
TNF O L) GREWEAT 1 T — % — D3

LARWVICBIT 2 BEHEH S, —HOBET
W EDOIER L EFR, MTITEEICT AR
b3 5™,

HIERIRE T W BT AIIREZEOF ML
INFETORLESE SN FEHRRRE L oM
X, EFNVOBYEIZOWTEE LM 412
K2 5. BCIE & BREREZHT S h 7z B & BEAN
DHMERIFESH LWL Y F ¥ U IES
ELZEWE D, FAFENE L URIEFK
JEDZEIT L - C, EBRRIGE & BRARZ ik
L& 0BEOMEIZZHTE 2. BT
TIWIZBWT, MR REG> ST T o
J1 A — R TR RET, 0 aHas 2 B R AR
BELED, ZOLHIBETVIIBNTH 2
LaNTH A MAA VEAFRRMS LY
- TRIY, aryba—pTELY, L1
MBoT, BT VB ORE LS A
Ay —=RKD—=2H5WIIMMOH A b H A4 %
WL CERICEE L RIZTT 2 S
HTH5H. v rOMIMEEY 3 v 7B LUK
MAELEEEECHLHFRIILVERTDH
5. bivbhii, %< OMIMERE»EY T
TINOGELIZBRL )V ROEERERE
AT IR PRI S L WA, fl213,
MOFEEIZ D o TV AINFEEEER OB
HiL, FOBNRCF L —y —EE ke
WG O & 9 iR aHEDRER L L
THET AREEN S 5. BIERN? S D—
ALz Wi T 5 2 DOOMOMEEN S 5. RKIE
P A S A OREERTE, WS sh
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BEEERIT A, A b A L ERTIZ10
B\ E. coli RREONEFERDF—T A
FEICLDRENB L H 10, ERFIHEAEMET
HLGEWICERTH A, EE, BET NV
THEBHERRPEBEINIC L 2 EEEC %
DEHICHBEHOBHEIZE, T4 VAT
2 — ROBERIZIZ L A EREDPHFETDH
5T e Mz BV T R E O BT
CRAERRIIIER A TH D, FEED
SR IEBERTAE L TWD, REMICEDS
A ERSISE ™ MR O H A MOERE,
Bl ZEhUEE (m v FMF Ui,
# (BERERE0Y A 78m), Py (7
09 yF Mo, 7T LY U1E
B (MURAESE), FAERMEkEI (RED
H) 2 EEHEMICZTS.

BCMEIC BT AMEIEEICOVWTOZ LY
RRERIE, REMHRREEIC L) AR
JONERBLMEE SN O — VHRIEVER
U< FOL) LERBIZBWTH TNF
MAbs @ & 9 HEEFIARTH R & 30 R
Thb. ZOEGHBIME & FE S /2 KB
£ BV TR EBEF O — OO
LD L L EEATAH. Lk o TEN
BEiY v F Ly a— URRIRED, Bk
RIS, WETRESN, HREERERZHE
HETH—LATEETH L 0w L, BULE
D & 7 BB L T Y 2 B ERIR I CHIE
TABREEICEO Y. BIMEDE 42 IE72
LR ERIE, LVmLIFEESNIZE
ZEMICBVWTOARA S NALPREZREDEFR)
WO E 2 THEST S REYDH 5.

% { O IMERER THEH S W7o 5iii A v
1%, American College of Ches Physicians and
the Society of Critical Care Medicine
(ACCP/SCCM) = & 0 4RI8 S M7z BUME D E
BEERE L TWE, EROEENLIZL DD
b & FEAEBMAE O BRI S 5 G5
BT 5 L)W ESNLNDIILRETHA
A INHDIEEIIPMSWITIZIAERATS S

HEREE, (REEHE

DIERRNTH L EWRELLERE Bbh
5. EEREIZOWTOEEEZ L WE, K
MAEFRER S B\ CANEY) 7 JERUAE BB 058
FRENDA MM DH B, F72ACCP/SCCMIT
LAHBIDHTDICIRESIN TN S720,
BEAD L) exy M) — ICNE R EEL T
FTIEDNTELVWEEORIERE T BT
HUREMA B A, T LI, ThoHEERD
RN TH BT, BUESEY 3 v
7 BEDORFEI T 5 BEZEIR N & b
EThoh.

MOMFE D BRI B SR s - BE I BT
HEBOBBEDHFEDOEEE Y4 TH, L
RIEEOHRICEETLIWRENSHD. Ih
SREOT b L, FICHBREEC
B L 7o BE O BGSEFE &\ ) BRI T ¥ 7
YARHLIEBEEREL LTS SN
fz. BB, HIRRARINIESRT 5 LB
RO LN 70, %< ORBRTHEEER
HIRERE N E otz L LEEDELD
HEZBWT, BRRIIICEFSNLIEEFEDD
L@ ERETH A DI LB v
(30%) ZEAHHLDPIIR-Y . EBIOD
MRS CllE Sh-£FIC BT 5 IR
BERBEHEOHHE (T2 H50~60%) &
D L. L7odto TRRBEEREBROLE
oK, BROSEIZ B A RIEREED
HREEBRE T ARBICB W TEFICERZE
* RIZTHREMED D B, Z OFREMIIIIRE
ik (JUTNF MAbZ &) OxhBEHEEICLD
THEHEh, BT EelE=s) T
EEADPRBIIBWTREENH L 2 LY
FYADBRCBEYRN LG EEYNTH -
727, KERGORRRRER T & MU e
D58 F |3 R TR HA B 2 7 O H) SR ER L
bEFThhos, BIHRALZEI IS, B
EBRIIBWT—XWIENEMAED & ) H%
7 SEREV L ~ERE N & B VIR AR IS E D &
DBIR G RIETIE, A M A RS
B LR VAT A Ao (I SR &
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W, FOL)RSERIBIIEETHL. &5
WCHURFEFREANO SUS S ESIRIE T T L b B
LR BT T 7T LR BYE &
75 LEVEHIRYE & TR DRt H 5
2 00h b, EYEN S FILRERE
FEOTOAARY T 4 TREBRBEBRIZBWTH
WH N ho 2™,

Y K hF ¥, INF, IL-1 3B X U PAF
PRIMEDREABICBITLEELRAT 1 L
— ¥ —C LCHESN, REDERARTSY
=7 MIho TWADIZEBOBRIEED
HEZRB~OZ Y M) —ZBLETIEhd o
. GLlLAYavrgES, dA0idtEbL
WIRBED FOBBREZEOFLED L) RERK
FEEPEHA SN, IESRE CIEERREY
ATAL—5—DLANHEBEEZE) 720
DHTIREBTH o 7255, IL-1ra B L UL
TNF 2L 5ERREIF L DED LN RKEET
—ZIDPETORMEELEALND Z & & IRIE
L7z, Bz, NORASEPT II&Ex (Bl
WY gy 7 BEICBITAH TNF MAb O
%) T, 40% 0 ADNEEREFICTER TNF &
BEVRBIRETh o 72V, 20X IR B
BIEEES 5 X571 2— % —oIMiEhE
BEEAVPRONLBELYEDDLI-DODONLES
o xRinE, BERERIC BT 5 RE RS
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