(HFFEER)

1385

PK11195 o g HEEIL S & L C ORI BEH:

PARN S A 1] 50 i
L § @

I RE O Y T FE v T, AHAT
DEFEL 77 —DRMREOEEELERIL,
FLOZHERE LTHRET 3R 282 sh, T
TRMIZBIFZ F=—I v 7 =) v
T—brEFE=D, RV TEE LRSS
2= EIZELToBERLLRS.

RySCTEE LT E =T, FREDO L&
T =k, LHELERECERFEETSI VDA
DEMEVET Y —LICRBl & h, —fFD <A
F—=bF7oF 54 ¥ =L LTOEKAER AR,
ira vy, MEREA, FHiiE) TP RED v &
ZE =N L THIATHLHBAL T 39,
PERAKREMED Bz L2 7% —iZHonWTid, D4
FWREISTRHATH » 1225, Micsw Tl sy 7
WCEICTEET B LY, 7Y v 8K, ffi, O,
H, B CEBECHFET I LPBESAT
WA, T, MO RE & O BESY 2, LfFiC
BTz Ca FyrriaboERiEHshTs
DO, IRAIZZOEFHENLHALM TR 2o dh
5. Ktk Bz v+ 7% —HIEROBIEY &~
K& L Tix Ro5-4864 2tV b T 7223,
198341z Fur 12k v, BEA L7 2 T =2
kTdH B PKI11195 H3ER%E & 7219 (Fig. 1).

Y H L Rt 7% —fEE 0BT o fE R,
Ty EIT=2ThHB PKIIINS I, £ o F 2 X—

* SRRE R AT RTERRIT IR
*JUNRERF
Zfr:604£4 53 H
B2 160426 B 13 A
BIRERSE | T2EHUI 4-9-1  (B260)
THETRRE R A DT FEBTER R BT JEET
# E &

WA #=* /NE ER™

vaviBEMR3ITCIZEoThbLrEeFE2—~DfE
ANEHEVERTLAVWZ E2HHBALTR Y,
AERTOLVESZ—EHEERILT DT
Ro5-4864 L D LR TWBZ LR FHE I B.
Z® PK 11195 iz oW Tix+ iz Comar 5T X
Y, UC oEHARI I BE S h TR Y, k&
Fur 512X 9 5 v MG b IER ICEVEL Y A% A3
LB LBPRES L TWEY, EH 51X, °H-
PK11195 o= 22813 34ROz BT L,
DFFLSC b if, B~ YRAZBIIEREICHS,
B T S HERRAIT 7 B TREME 2SRV 2 & AVHIEH
Lz Tz ZicifiET 5.

. x P 3

3H-PK11195 (87 Ci/mmol) {Z NEN Xk VAL
7z. R05-4864 | v v v = ff: (Kamakura, Japan)
XV zofioRIEI TR E AW
Iz,
SH-PK11195 o A#f Hig (1 pCi) 0.2 ml % <
v 2 (C3H, &, 8~ 9i@ls) » B#ikk V&5 L,
1,5, 1036 X U205y 2 i BF L <, Mg, O i,
w, B, A, MEEROYHL, thEhoER
BLUBHEBERE L .

¥, veFSY it T RN AETH SR
BEDZOWTRHNT B 7»ic, H 52 Lo 20 mg/

N<CHs
I g
= CH,—CH,

©h
PK 11195
Fig. 1

Presented by Medical*Online



1386

BE$ 22%9%8 (1985

kg ®» Ro5-4864 (v 'L v /Y a—n 1z & v YVa—nu, =& )—)ViRIED R EEENICE]
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Table 1 Biodistribution of 3H-PK 11195 in mice
(% Dose/g)

1 min 5 min 10 min 20 min
Blood 6.4643.85 2.114+0.19 2.2241.58 0.994-0.10
Lung 137+31.8 27.245.16 20.140.57 15.34+2.70
Heart 22.7+4.25 13.5+£3.12 10.24-2.04 7.544+0.57
Liver 2.4340.44 4.72+0.36 6.62+0.36 6.5240.68
Adrenal 37.3+7.04 56.84+21.5 66.3+3.49 71.5428.8
Kidney 7.24+1.19 13.2+1.56 17.44+0.94 15.240.41
Muscle 1.854-0.18 2.5840.21 2.024-0.21 1.5440.02
Brain 3.784+1.45 2.1240.45 1.69+0.55 0.97+0.28

Three mice in each group; average+1s.d.
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Fig. 2 Biodistribution of 3H-PK11195 in mice.
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Table 2 Effect of pretreatment with Ro5-4864 on bio-
distribution of 3H-PK11195 at 5 min after
injection into mice

Ro5-

Control (2(;) m‘;flslfg)
Blood 3.15+0.38 2.054+0.08
Lung 49.2+4.79 6.51+£0.85
Heart 18.0+7.44 4.11+1.91
Adrenal 94.7+14.9 84.54+5.07
Kidney 17.5+0.84 15.44-1.66
Brain 3.2140.22 2.8040.11

Three mice in each group; average+1 s.d.
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ceptor ¢ DFFRFERICE DD THB L WH Z
Lithb. LiedioT, DEEOED ST
RERE & L CoiiEo REIC b SR OICHN
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—%, MR CE W TIERBAOEIEIIHEE
T&E D - 722, BIBICE T %KAM Bz receptor
X 50 pmol/mg protein YA L2 &b THEWI &
W LRREAOBIE VBRSNS 55 L F
Zbh3.

B, BExxy=v 7R LT, BI-7 F
27 u—nABRWbh, BIERRESSOZENIC
ERICHEHTHE L bR TS, LLRRD,
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LTEOLDTHEWRF vy VEFE>TWS LA
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F72, BITE VW TIZARMHE Bz receptor 13 3= 1
FY TR LTS Z L BAREEhTEY,
7Y THBEOEEE L5 X 5 L BFEEL RhT,
ZOEFIZTOLOTEVWEERbLS. 5%, KM
4 Bz receptor o AETRHEEEIC oW TREIARE T Z
LTINS, E-WLONDREET LE)
W% v iz In Vivo TOERNBIEBRET &8 C TR
HEFER L LToEMEZHIL TV ERNWEE
ZTW5.
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Summary

Evaluation of 3H-PK11195 as a Radioligand for the In Vivo Study
of Peripheral Benzodiazepine Receptor

Osamu INOUE*, Toshio YAMAsAkI*, Kenji HASHIMOTO**
and Masaharu KojiMa**

* Division of Clinical Research, National Institute of Radiological Sciences
**Faculty of Pharmaceutical Science, Kyushu University

The potency of PK11195, which is a potent
antagonist of peripheral type benzodiazepine
receptor, as a radioligand for the in vivo study was
evaluated by using 3H-labelled compound. 3H-
PK11195 was highly distributed into mouse lung,
heart and adrenal within 1 min after intravenous
injection, and radioactivity in lung and heart
rapidly decreased, while radioactivity in adrenal
slightly increased. Saturation study using carrier
R05-4864 indicated that more than 75%; of total

radioactivity in lung and heart was due to the
specific binding with receptor, however the specific
binding of this tracer in brain and adrenal was
not clear in this study. This preliminary results
strongly suggested that 11C-PK11195 has a high
potential as a radiopharmaceutical for the in vivo
study of peripheral type benzodiazepine receptor
function especially in lung, heart and adrenal.

Key words: Peripheral benzodiazepine re-
ceptor, PK11195, Lung, Heart, Adrenal.
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