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Background and Aims
The action of corticotropin-releasing hormone (CRH) is centrally mediated through CRH
receptors. The central nucleus of the amygdala is a major extrahypothalamic site that
contains a large number of neurons expressing CRH as well as CRH recepror 1 (CRH-R1).
The hypothesis that CRH in the central nucleus of the amygdala sensitizes visceral
nociception via CRH-R1 with release of noradrenaline, dopamine, and serotonin

(5-hydroxytryptamine; 5-HT) in the central nucleus of the amygdala was tested.

Methods
Rats were divided into 3 groups (5-8 per group): treatment with vehicle (10 microg/kg)
followed by colorectal distention, treatment with CRH (10 microg/kg) followed by colorectal
distention, pretreatment with CP-154526 (100 microg/kg) followed 12 min later by the
second injection and treatment with CRH followed by colorectal distention. After
microdialysis, CP-154526 or vehicle was microinjected into the left CeA of each rat 12
minutes before colorectal distention. The CeA neurotransmitters release (noradrenaline,
dopamine, and 5-HT) and abdominal contractions were measured as described above.
Baseline measurements started 2 hours after perfusion was initiated, ie, when the
transmitter level reached a plateau, and were maintained for 60 minutes. Rats were freely

moving during the baseline measurement.
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Results

Administration of CRH in the CeA significantly increased the number of abdominal muscle
contractions in response to colorectal distension. CP-154526 ignificantly blocked number of
abdominal muscle contractions in response to colorectal distension with the intra-amygdaloid
administration of CRH. Noradrenaline in the the central nucleus of the amygdala was
significantly increased by colorectal distention, exaggerated by CRH and inhibited by CRH-R1
antagonist. Dopamine in the central nucleus of the amygdala was also exaggerated by CRH but

not inhibited by CRH-R1 antagonist. 5-HT in the amygdala was unchanged.

Conclusions

These results suggest that CRH in the central nucleus of the amygdala sensitizes visceral

nociception via CRH-R1 with release of noradrenaline.
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HLtmER Injection of Corticotropin-Releasing Hormone into Amygdala

[ B#] corticotropin-releasing hormone (CRH){Z (2 CRH ZAEE N L TA F L ARE2HE L. WNiEmEE
 BERERT D, BT O (CeA)IRIR TR EFZIAOMEIL TH 72235, CRH & CRH Z &K 1(CRH-R1)
2HETH, LML, NBEMEBEIZIIT 5 CeA D CRH DBRENIFATH S, £ THEEL, UTORS
ZREELTc, DCeA ~?D CRH IEAD, WIBMEIEBEZELET S, @CeA ~D CRH HEAR, /AT KLY
V. RRIv kn b=V EER TS, @INDDORME CeA ~ CRH-RI HEHER 512 & - Tk
na,

[F#:] xI£:1% 250-300g O Wistar BT v F TH B, & IEREE, CRH B 58, CRHRI EH3E+CRH &
SR T, RRBEICT v PRI =AR RS v by ZICTRBHBRIRE 20, 40, 60, 80 mmHg DESH T
0 % BEBEG TE I 28 L C PN IE 2 JE Uic, KIBMBARKO 12 57Tic 1t BBRE & CRH BRI A BRI,
CRH+CRH-R1 f#5HUZER# 1T CRH-R1 #5513 TH 5 CP154526 100 2 g/kg % CeA 285 Lz, KB MEANK OB
20 53 D] R RRREIC I AR IR /K CRH #¥ & CRH+CRH-R1 A HIFEREIZIZ CRH 10 1 g/kg # CeA IR E L=,
KL, 2% 180 5 & L. HAND 60 ICEMREEFE L, T 0%, Ry — O THER L, 12 HREDR S,
20 5 DEWIE 5 OB HBFL. 20 HOKBHBFBDOH D%, 60 HOEEHZE =, = O, invivo
YA 7aFAT Y VREERNT, CAR/ VT FLF Uy, BRIV, wu hovwBIELE, F207%.
AL TMEZREE - BE L. CeA 0S5 - BlEMB LR L,

[#R] CeA ~D CRH EAIZHNBEME L ERICHESEZ, CeA ~D CRH-R1 ZHKREHE CP-154526 &
5.1 CRH HEAIC X 5 AR TE@RE 2 7 B8k Lic, CeA @/ L7 KLU »id CRH+ RBBHBHIC & -
TRBMBRAFEEMR I Y DFEICLEF L. 20 LFIX CRERI ZAKREFEE CP-154526 1< XL v #ifl Shui-,
CeA @ F/¥X /i3 CREH+ KRG HFRARKIC X > TRBMBRAMEM X » S B EIC EF L7245, CRH-R1 S5k
PUEE CP-154526 12 & » Tkl Shizh oz, CeA D w =V IRBHEREIZ L > TEMLEZbDD,
CRH & %\ & CRH-RI #HEER 5I1C L > T Lish o7z,

[##] CeA TR WT, CRHRIZEIZ /AT FLF U rREHHA L THBOEAHZ MESTS = L ARE
Shis, |
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