(p<0.05) (¥1,2), FMHAILEIZ L 2B A4S 2 U HEB&HET T, LPSIZ XK 54RE
FRERRE SICHERE NN (0<0.05), BEMFERICRE/N -7 ([1,2).
LPSHKAHE 517 & 0 Bk b 24 I > ORMERASTUE L 72 (0<0.05).
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FHEERIZIIEFFIESL TSI ENEZSND, LI, FMHIZZ 28
AH I AEIBIRETIE, LPSORBERAMNMEREINS I MG, HMBEEAY I N
LPSIZ X2 RBOBEAIGZHF L, KREEEEFICHEFSL TS I LITHEET
BB, LHL, LPSKEDEREEZS I L ORBEENTET BIc b 53,
FMHIZLPSIZ & 2 AR ICEEE 5100, Thbb, LPSICL 2 EEHIH A
BIZREAF I 2N EIRNWRRERAY I REMIUTHERLU TS RIREESNE X
55,

2. LPSHMH# 512 L 2UCPMRNARB EZ L EFMHOZ R

LPS# 512 &  WAT UCP2mRNA (p<0.05)  (I€13), %P UCP3mRNA(p<0.05)0 %
BNTUHE L 7= (94), BAT UCPImRNATIIENMER 2 /R L7z 238 B &R - 7z (K5),
FMH#1# 51 EWAT UCP2mRNA, fFIWUCP3MRNADBINKGICEE Lzt - 72 (K
3,4,5),

LPSIz & o TEMR{L XN BIL-1bETNF-alc UCPsmRNARETEER S 5 & & 207
TRREINTNB6), Ui THEOLPSIZ L AWATE X ETH OUCPMRNA D
FETUEITWEE Y ML COKRBERANRESEL TWEZ ENEALoND, £2LPS
R DR FRRBIZZNSUCPOMEETUEICS T <EEATIENH G L T 57|
fefEdEN, FMHIZX 2 E A 2 2 OMBALIILPSORBMER 28T 240, K



HOUCPMRNAFEBEMIT S U CIIEE LA, LS THEE XY 2 2 OKEH
EfERICIRUCP I3 9 2 FR R OBI 51372 <, B XAF I VAR TEL LT
BRLTHWEZENEZISND, ER2OHBRBUCPIZ L B BELERZAOENHTIZ
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[L-1bD AR T TR EMH SUH (0<0.05) SARIE R K RNp<0.05)555880 5 N7z (96,7),
FMHATALE IZ & 0 BRI 2858 & N(p<0.05)., R LERBEIERENA
(p<0.05)(K6,7). K/ZIL-1bHFSFIZLDHEKRTEHMBRERS I > ORBEENTIEL -
{(p<0.05)(X8),

L-1bO# G TLPSE Mk OB EMHEIER. BRREHBIUHEE 25 2 C OR#EE
JUEERABRZ I N/22,3). LML, FMHOZRIILPSIZH T A ENEIIRARZD.
[L-1bDBEMEHER ERBMERO\BICES TH o7z, Lizdio TIL-1bidst 2
G I REHEIE, ZOMBEZSY 2 RIL-1bOBREMEIERE2NMEL., FEEH
CREFRICHNTWS ZENEZ 5N, TaLSE, IL-1bELPSIIREAERICRL
TREROIERANZZLAZEL, #REZFIOBSHELULTWE Z &b
%, —7, WMEOEBNHERICEIMREEASY 2 OBGOARIZL > THERBED
BOREET S,

4. TNF-aRHi 5 I X 2 BETE, FRELIIHTI2MEERSI Ol s
TNF-a R G X D ERITH O] (0<0.05) L4EE ERRE (p<0.05)8 8B I Nk
(}49,10). FMHHATLLE IITNF-alz K 2 BETEIH & HBEBKRICEE L, > (K
9,10), INF-aldfZ bt 25 3 > ORBEERICHEN 0o 72 (K11,
TNF-aldLPS®IL-1biZ A L/ B RMEER ERBER 2770, #REAYI >0
RBERICEELLRNWEVWSBHEE L TWE, LS T, TNFa0BalEs L
UHREBERICFMHATLBIC L 5B A4 2 UHBLOBERRD sz, 208



BRCiE, TNF-afERI3#E 24 2 > OME5N2n L3 AT, LPSIZ X SRR
FERNCELIE 288 5.
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%, 4) LPSIz & 2 RBFSICRMABUCPOAEEBENBESL T, A5 3
SRR L S PRSI OBSIRDIRNWEEBR SN, DMREAY I L OFERE
FIERITUCPIC L B REEERNDEM TR/ <, BMBERICESELTHWSE I ENRE
ANB, TOLIICAHATLBE, MTOREY A M HROBHRINLEITE TR
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(KEY WORD neuropeptide Y. eating disorder}

[B] Bxll. BERESEFL 7FONEBRREEE BV TREECHLLARR
EBETHDZEEHSMNI L, SEBRAIZ, BI3—D0RKBMHHRNTTH S
Neuropeptide Y (NPY)ZS, Z6 OBEHIZBVTRAELZEL TL ORI DWW TR
[

[%i4:] BREEEZCTA [FEEASRTFREGRIAN-R3LA, HiEERRRiRkE
KERIAN-BI26 A, EEMERBEBNIOA] BIMEEE2TA,

(i) ZEEMmMEERAB L. mANPYEERAF Y b (RIK7180, Peninsula
lab.,CA) ZAWTNPYREZHEL .
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Serum neuropeptide Y in patients with eating disorder.

Hideshi Kuzuya, Yoshie Azuma, Shigeo Kono, Atsushi Kosaki

Kyoto National Hospital, Clinical Research Unit

Neuropeptide Y (NPY), aneuropeptide of pancreatic polypeptide family recently
identified and expressed mainly in the brain, regulates appetite and body
weilght. To study if NPY plays arole in the pathophysioclogy in eating disorders,
serum NPY concentrations were measured in 31 patients with anorexia nervosa
restricting type (AN-R), 26 with anorexia nervosa binge eating/purging type

(AN-B), and 10 with bulimia nervosa (BN). Compared with normal control
subjects, serum NPY concentrations were significantly higher in AN-B and BN
but not in AN-R. In 10 patients with AN-B, NPY was measured before and after
the therapy. Serum concentrations of NPY were normalized after bulimic
behavior was improved. These results suggest that NPY may be involved in

Hulimic behavior in the eating disorders.
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(] #REETRRERED M L AR BRI WFRZLIEFRD 51
%, MHAVFV - OEEREFEBEZ0O—DTH 5. HKRTH - TEE - BIBK
BieBI2Z0A N ARKRODFEBIENZAE TH SNGFI-B/nur77 {57
%, BB, NGFI-B (NAK-1) 2BRHAI VAT ADACTHEAMBMRAIT-20 T
)3V F a1 KIZ & Bnegative feedback 2SIl 15, ZOMGIEELERET L
NIV TEFTT 2,

[HEBIUHESR] £ FPOMC promoter (-528 / +64)) / reporter@E =+ @
AtT-20fiR8 I BV AEREHEHIEINAK-1OBEAIC LD 2R/, £/ NAK-1OEAEZ
o9& LA aNF a1 R L BreporterfEE DT AMIHI SN/, £z, NGFI-B,
a2 NFaA4 R (ZEME) ZPOMC promoter L PnGRE (-69) . NuRE

(nur77 response element) OH DelementiZ B ITIEH T % BRETE 5 1172,

[435] <BRONGFI-B/nur77id A b L AKRZ, HEMKRBELTIEEINFIA R
ZEEFRE RN L TEEICHERFT 585218 TS alaiEIRB 2 17z,

Molecular mechanism of stress response: transcriptional regulation



of the POMC gene expression by NGFI-B/nur77
Hajime Nawata,Ryoichi Takayanagi,Masahiro Adachi

The Third Department of Internal Medicine,Faculty of Medicine,Kyushu

University

NGFI-B/nur77 is a member of the steroid receptor superfamily and is known to
be expressed in the hypothalamic—pituitary-adrenal (HPA) axis in animals
under stress. We previously showed that in stable transformants of AtT-20
cells express_ingé ﬁuman homologue of nur?7, NAK-1, at'a high level, the
glucocorticoid—mediated inhibition of ACTH secretion was significantly low
compared with that in the NAK-1-non-expressing cells. To examine whether
or not the suppression of the ACTH secretion is elicited at the level of gene
transcription, we investigated the effect of NAK-1 on the POMC promoter
(-528/464) activity using luciferase as reporter in AtT-20 cells. The luciferase
activity is increased by the transfection of the NAK-1-expression vector. The -
addition of glucocorticoid suppressed the basal promoter activity of the POMC
gene, and the negative feedback inhibition by glucocorticoid was decreased
with increasing of the transfected amounts of NAK-1. Analyses of the POMC
promoter by mutageneses revealed that NAK-1 and glucocorticoid receptor act
on the same cis—acting element, nGRE (-64) and NuRE (-399) . These results
indicate that NGFI-B/nur77 plays transcriptionally an important role ie keeping

the level of the cortisol high under stress.
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TP A SRR IR O BE A TIRIBHEWAE L FY - VIESED SND. ZORE
ANF—)VIMEREROERGED—DTH Y, AL ARTAERNILEET S
WFV =T B 0ic, RETE, FERE, BB KER Onegative feedback
control @A )V F Y/ — )L D{E Dsetting pointZAFEEAshift L TW5H I EZEW®RLTY
%5, BEA RN LATIZEL & BRTFHLTFEE, BB, BRIV ESZERO
— D THBNUr77/NGFI-Bl) 77 I U—ORBENFHEIND2) . AL IDnur?7
M ZOACTHE LM Th 2AT-2012 BT, OCRHIZ X O NGFI-B/nur?7
MBI N, POMCEET7RE—¥ —HNONGRE (BEEI)LF A1 KLHPOMCiE
EFFI Onegative feedbackiZB 5§ BELF) ST 5. ®NGFI—B(NAK—1)%EF%T
RETAREREER K TIEREGERECHL, TFHAFT YV ITED
POMCMRNAR R B L CACTHA W NH ORENFREICLEN., 2RV,
NGFIF-B/nur77i3 A b L ARIBFIC, ERNLBEETHEE LTI RS EITH
HTAEBICEET A ERHMELES. 4) . SERINIINFIARICLRD
negative feedback DRI BT Bnur77/NGFI-B7 7 2V — OREZ&HE LN
VTR L7z,
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OPOMCHEEF 7/ OE—F —{FHMITA Y & - O : POMCEETS LS
600bp (-528/+64) %t~ > /NBRDNAREEIIC U TPCRETHEM. luciferase b
R —~R7 - (PicaGene, TovoInk) Ic¥ 7y o—=27, /fonra—0
HERF ZRELEEOE NPOMCEBTFEHDBOEAI Y- T L. BES
7220 Onur?7/NGFI-BIZ ¥ 3 5 cis—acting element, nGRE (-69) 4, 5) .



NuRE (-399) 6. 7) ~DOZARDEA<I1009101HIPCRIFEZH W TI> 72 (®D .

@LAR—F—7 vl 6T —k (Facon) LTHBLASY ZOTEEFE
ACTHEE RIS HRFRALT-20 (ATCC) #il2 (0.3x106M8) IZPOMC/luciferase N
Z&F—, E N2 NFIA FREFERBENT F—, NAK-1H % WIITINURD 7
WA H— (&, 0.2_g) %, FEERORenilla luciferase ©RL, 3ng) N7 &
Lz, 7_ 10U R 7 b7 22 (Life Technologies) 2AWT RS> A7 73
YU, RBEL-TMOTFH ATV C2EM. #HEM. 4BMBCREALL
luciferasef& &)V 3 / A—4— (Lumat, Berthold) THIFE L 7/z. Luciferase D&

t¥Dual-Luciferase Reporter Assay kit (Promega) ZHWTiTo> 7%,

[#4 R ]

THFIAYY VL S ACTHARMHSNAK-1 TR S NS P RIVBET OBF L
RIVTOPHRNMENERFNT DD, &£ NAPOMCEBEFOTO-EF—IZ LR —F—
& U Tluciferase BET 2 EAE L. AIT-20MIBBICE A, TOREGEERS L 7,
<i1009102(B2)>B2IZ /T L3 /N a2 NVF 21 RREE (GR) DHBENRNIF—=
AL, 10-TMTHFY AV U 2BMNT 5 &, luciferase DFEERIF50 % LA ITMH
Nz, TOTFEH A AT B UEIEINAK-1ORBRENT & -2 FRICEAT S &,
AEEERIZREBINEZ. £, nu7?7/NGFI-B7 7 2 — OO Y 751 7D
TINURODEATOHRKEOHARMRBO 5N, Z32NFI1 FIZLHPOMCEE TR
HOPENI T B EFAER EInur?7/NGFI-B7 7 2 U —ICHBEOERTH 5 Z &R
BxN=. F£iz, luciferase DFEBIINAK-1OB AW LD RT3 BANRD Sz,
nur77/NGFI-B&EGRO & RPOMCEBET 7 OE—% — LOEREM 2MET 5720,
nur77/NGFI-BD2D Dcis-actingelement, nGRE (-69) . NuRE (=399 (K1)
WEREPHEAL, 708 —EEICET 5nur??/NGFI-BEGREA DR ZHFT L
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hERoTn, GREATRD L NHHREEEOHHEIIINAK-1 ORKFEATIIRD 5N
e Tz,
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nur?7id. EEROZ MV ARISOM. RKTE - THEE - BB RERHPA axis) X
SIEEHBCREANBEIND ZENHETNTHD, A MLV ARKKRIZMS 0%
BERETZENEEINTHREDN, TOFEMEIAETH 2. AIFO®SE TH.
stress mediator®—2TH BCRHIZ & T, FEEnur77TORANFEINL &
X517, nur?77 (NAK-1) EERSAKTIEZ, V3220 F 21 Rtk 5POMCmRNA
LAV OE R EACTHA W OMIEIMEIRE NS Z 2B 520, nur?7/NGFI-B7 7
SY-RZA PV ABOmEFANFV— IR EEEANre-settingd 2 & E| 2 RZT
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POMCIAE TARE A mur77ick D B S5 T &M, Jl. E#54) . Murphy55)
Drouin 56, 7) ORI —TicL 0B sMzI, POMCRBICET 50ERMN1 5 D&
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OE—4—IZHA L, BEREEETI LA/, X2, a2V F
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BELTWS, £ nur77OMEEAICE U TRENEONGRE (-69) IZMAT, &
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2L DA I NZ6) o LALRAS, T0220nur?? OFEEBOEREERICZEX
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