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CNS type of prostaglandin I2 receptor (IP2)

recently found by our group in the course of PET study (J. Biol. Chem., 1996)

ligand specificity quite different from that of peripheral/PNS type PGI2
receptor (IP1) '

the specific ligands for IP2 (Angewandte Chemie, 1996; J. Neurochem., 1999) :
15R-16m-tolyl-isocarbacyclin (15R-TIC), very high-affinity site (Kd = 0.9 nM)
and high-affinity site (Kd = ca. 30 nM) ; 15-deoxy-16m-tolyl-isocarbacyclin
(15D-TIQ), very high-affinity site (Kd = 0.9 nM)

stimulated expression in IP1 knockout mouse brain
_(in collaboration with Prof. Narumiya's lab. in Kyoto University)

localized in most of cortical regions, especially in the cingulate and piriform
cortices, caudoputamen, lateral septal nucleus, thalamic nuclei, med. and lat.
geniculate body, dorsal cochlear nucleus, and dentate gyrus, CATand CA3
regions of hippocampus (J. Neurochem., 1999)

exist mainly in neurons (data from kainate lesion, J. Biol. Chem., 1996)

- protective effects on neuronal cell death (Eur. J. Neurosci., Biochem. Blophys
Res. Commun., 1999; Brain Res., 2002)

B4 A=V 1Y IhRBEBRER-BER (MCAO) EFNICHIRKUBRENLEN D PET 1243
Bt (BMBEHBEEJLI-IOWMWAH, &) ERBERAUONRED % TRLU BREREHF, YD
ERBBIRER (B)

Neuroprotection by 15R-TIC-Me
. Monkey MCAO-PET

Vehicle 15R-TIC-Me

Arcas showing reduction of cerebral metabolic rate of oxygen (CMRO )
: ' as compared with the pre-MCAO condition

x R'nc e (n=4]

. s
i
! I e'w\
a3+ .. . .
Z 5 Y
P I |
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™ B J I I

- w] (v 1[\ Jcn -46} 13-50} (1- 68] [3- 79] [3- 8O} [1- 5C} | " 10'11

——.ss Rarge (7 Pre-coeticn)
Cui. Y.L etal,

in collaberation wth Dr. H. ;ka-!a et al. cf Haman ﬂbu Phorcmrs KK

15R-TIC-Me (50ug/kg iv. dose) DA Z{RELR 2D D",

("Cl AF A5 1of (A6f) &t ment) EE (7, Watanabe Y. et al: manu-

&, BATIORAF VI AT IVESAMAKS
BENTZAEROFEET2RBICERTAZ L
PBhohb, COREFSERESTRETHIII,

ABEANTIT) L) 2B A0 EH (displace-

script in preparation) D HE, RIFE SN 5.

COHRBFIE, fHEL DDS OMESIE LT
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R bFE—{LEWHEKLE H/: PET HR

62 -



122 % 3

BHEY - 63% - 1%
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15R-[ " C]TIC-Me uptake in monkey brain

1SR-[ 1T C)TIC-Me

Rt e® 15R-["CITIC A FNIAF V&S (ZOBE, HE5LEWRE LT 012ug/kg
iv. dose) LT PET W&EAT\ (L3, A& W AFHE, LREE, BEKE), HT,
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Okada, T. et al.,, BMC Neurol., 2004
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