AMCOR

Asahikawa Medical University Repository http://amcor.asahikawa-med.ac.jp/

BE#HEF (1990.10) 27#455:485~489.

Ao B —a A - UL AEEIH
ACTHZ IR -7 (CRF)D B -

LR B, BRI, e —. TARIER



0 E

EE

4R —nAgF/ 11X HEEIME .
ACTH ittiH+ (CRF) 0B85
i B F B

mitE—

WAIES

F-T7—FiAvg—rq xv.1 (LD, ERHAH, ACTHKHETF (CRF), REMEATWFE, [URRE

W BERIER, GEASFEFOA v 2 —v A Fv-1 (LD 7, BAD ACTH iHEF
(CRF) o7 WxTTH#I®2Z ExHE LA, —7, CRF ZFRER L L TREKIMNEI L5 &k
IFZERELRAT VA, FITSEAER, IL- 1 0ERASCRETHEYRILL., ER
it Wistar REES » + BT, IL-13% X OREM IL-1 0 ELR8EF ©H % lipopolysac-
charide (LPS) #[REEN#E 5 Lico 24 REREREXRE L. LPSo5cLh, BRE
ERERIGKE (1~100 ug/rat) WWET L7, 24 BEEREIIL1IF0b00REICL 5T
BEEKREE 1~25 ug) A L, LaL, # CRF ME (10 u)) ZRIKEAFHRESELTH
H#ED CRF DfEAZHAERAT » b TR, IL12BRELTCLEREDORA IR A ORIz -
fo. U Eo#ER L D, IL-1 23RO CRF 0fFBA2 N L TEASDOE TR ERIT I EMNHBEL

N (= g Wy el
(BEMEE, 27 485~489, 1990)

B ®

BAEDOHFICL ), MEATWRTEEIN DR+
NEVDRREBEYRETA L, BILRERTEL
IhHRERHRFHHEADWRCEELYRITTZ
LM Ihoobh D, To—BE L THEER,
GERAGRFOA v 2 —e A+ 1(L-1) A, KAD
ACTH tftHRF (CRF) Do WETH SR B Z &I
LT, AV VvARIGOFE Y I THRKTH— T EE
—EIERERRETHEELERLALY®, 25
2, ZORTWEHORKEDN THIEITREAVEY
DIL-10GWEIEIT2 2 & bHEL, RER L@
HEWMREDEIZED 7 4 — F Ay 7ECHEET S
FREMERRIBL TV 59,

—7, MERGIEL EORERMEIEILL I B HRE
T, BHRTNIES S SHKS L Vo ek« EAERD
B3 EVEEBRBROSTLIELIERR IS,
LA L, ZOREOFM A = X AV ELEREAT
BIERKFE=RE

TO078 fEJIFTEMHE 4RSS 3 FHO1l
(ZftH R 2% 4 A258)

(485)

»%5., CRFI1X, ZOZFOTRTEY, TEELLD
ACTH Zibie 3 2 MHEEF & L CHEBE-RIE I
n, TOHROMRTEADOFRIEALXET S Z L2384
LBZEINDD0H D, TOFERD—> & L TR
FRERLIBE STV AY, £ TARHRTE, IL-1 2354
WO CRF# AL TAREIMEIT20b Ll &0
W EILT T, Wistar REES » b ZFBWTERT L.

MEE BE

DRAE AREILIOELE - 7WHREA &L LT
lipopolysaccharide (LPS) # i\ 7z, IL-1 8#F & LT
i, KFESEOFHEL T VRELTEVCERTAR
Bz vV IL1IgRFERALL. BIBEERLrEV EL
T3, prednisolone sodium succinate (KM v F
=)FFEALE, WTFhd 0.5ml OABEREKCE
L THEERANESE L, ¥, HE% CRF of &+
MERITIE, HPFRE TR L K EH CRF mF?
LEXoOXMBLE L TEFFRRME (NRS) A1,

2) EREMW LB S&M  AKER 200 g © Wistar %
Mo HEREHE LCH . E5%REIE 1B
ER - L, UERERETECTLITHEL



BEME 21555 19904F

o BT, FEREE L KEKY BHEER S, 25+
2 CHZERE 12BRBEEE 1 2 4 (07 :00~19 1 00
B8) TTEBE L.

) BERAEBOHITE | 4BMERIRL T b,
LPS % 73 IL-1 % 16 : 30~17 : 00 o [l iz i R 9 4%
5L, £o%k 24 BREORHERE X AIE Lo, i REF
CRERRHEE LI, ik, BEREQCETER, b
TEZEL TR EE L, 24 BHEEOERE L DE
IO fTot, ERIAT Iy — R~ IENE LM
HEELREL, EMEXYWHELK,

D PEE» =2 v—va v EREFMER KA
CRF D REHMER I L ICHRE LI HEIEL T
To72%, Thbdb, V72 —LKBTTAT VLV A
BWHh=a2 - VEREVEEEEYBEVTHEEE (72
AL OEIH6.5mm, FRESG L HAEH 1.3mm) ki
Bl v PZTEBLE, FLTZALDT » b &
itk L AEICH e, 24 B R SR e, 10 wl DL
CRPMIEH» 2 VINRSHTHEFLEEFE IR H
=a—VvEAHNLTRABMERCES L, 5/&Hi-T
IL-1 55 VdERETEEA~NZEL, 24 BEEREY
BIE LI, ftk, ERETRIZ1I%=~"VATL-F
BEEALTH = 2 — VMIREACERCHEA SR
TWhZ xR,

& R

FFRDI, ARKIL-1 0 ELRIBE TH 5 LPS
DERECRIETEEYBRT L. K1IKEET IO,
LPS DlEEAHZEICL 5T, v b0 2UFEERAE

20

15

10

food intake, g/day

K1 LPSOBEBEAKREICL > TELAEREOEL

(486)

BERIGHE IS Ehi, T 1 ug/rat © LPS
BET, MBHELEE L TCEECEREDOHEAAADL
#(p<0.01), 100 xg/rat TIXXEBEED 25%1C T T
HExnt, LPSI X 5 Z0BERTHHT, HERE
AEBICHETAOCELLBR I LPS 0HE 5B
HHIL e,

BIBERE L E VY IAEKED IL-1 W HE T2
DT, RIZ, LPS L 5 ERERVRICHE AT r A F
FAALEVDOBRECL > TED X 5B T B R
L, 7v F=v% lmg/rat §i#&53% &, LPS(50
ug/rat) I X 2 BHEARIEHEE (p<0.0D) iz
Hivte BB 21.5+1.3, LPS# :6.3+1.0;
LPS+7 v F = v 3 112.8+1.5g/24 hr, meant
SEM). Zhi, 7v F=v A LPSIt X HEHED IL-
1EEZIEI Licicd DR EHR IS, ok, 7V
M= vEEZhBHRIAEREFET TOBREREICIY
BBzt

iz, IL-1 ZARBECHE ST 5 L1tk > THRE
CEREOIMHNZ LN HELEHEA LA, K21
T Lo, HBRBHYO 24 BEEAER, IL-1(1 xg/
rat) DIEEAESIC L Y BECED L (p<0.01).,
EhiL, 2o IL-1 kX 2 EEMEHFRIBERFESET
HHrZ LRI, UEoFERL Y, IL-1E, A
Ao EnicHE AR CE S INIHED,
N RTINS REYET A EBBELMIC ST,

B, 2O IL-112 X - TEL 2 AEERNERS KA O
CREEZNLIEHTHAZ L EBENLDBLDIC,

20+

3 15

=

o

g

S 104

€

'_E -

o

g . %
Od e %

o 1 5 25

I— IL-1, ug/rat —-’

2 IL10BREAESIZL - TEL 2BREDOEIL



Ava—rAFv-1ICL5EEIE

®1 HCRFMiEs X OCEFXRMFE (NRS) DiKE
AEEDSIL- L L 2 BRERV RIS RIETEE

n food intake (g/day)
saline+NRS 6 19.7+1.8
IL-1+NRS 6 10.4+1.2*
IL-1+CRF antiserum 6 16.5+2.0**
saline+CRF antiserum 6 20.0£1.5

Mean+S.E.M. of the indicated number of rats.
*p<0.01, compared with saline+NRS.
**p<0.01, compared with IL-1+NRS.
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Abstract

Interleukin-1 Suppresses Food Intake via Hypothalamic
Corticotropin-Releasing Factor

Akira Uehara, Toshikatsu Okumura, Yuichi Takasugi and Masayoshi Namiki
Department of Internal Medicine (III), Asahikawa Medical College

Although anorexia is a typical clinical manifestation frequently observed in patients with acute infectious
diseases, the precise mechanism(s) by which anorexia develops under such pathophysiological conditions remains
to be clarified. We have recently found that interleukin-1 (IL-1), a cytokine produced by activated monocytes/
macrophages, stimulates the release of hypothalamic corticotropin-releasing factor (CRF). Since CRF acts centrally
in the brain to reduce food intake, we hypothesized that IL-1 might induce anorexia through this central action of
CRF. The present study was conducted to examine this hypothesis, using male Wistar rats. Based upon three forms
of evidence, we report here that IL-1 is closely involved in the development of anorexia during immunological stress
such as in acute infection. First, lipopolysaccharide, a potent stimulant for the release and production of
endogenous IL-1, was observed to cause anorexia in a dose-related manner. Second, the intraperitoneal injection of
IL-1 resulted in a dose-related suppression of food intake. Third, this anorexia induced by IL-1 was completely
diminished by immunoneutralization of endogenous CRF in the brain. These results suggest that the central
communication between IL-1 and CRF represents a mechanism by which anorexia results from the activation of
the immune system by such immunological challenges as acute infectious diseases.
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