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Distribution of '"'C Jabeled at dioxopiperazine or

methyl morpholine group of probimane by whole body

autoradiography

LU DPa-Yong', XU Bin. ZHANG Xin. CHEN
Rui—Ting (Shanghal inscirwte of Materia Medica,
Chinese Academty of Sciences, Shanghal 200031,
China )

ABSTRACT  Probimane (AT-2153) is a new
anticancer compound, It was first developed in this
Insiitute, It is effective against mouse tumors S37.
5180, Lewis lung carcinoma. L12]0 and human
pulmonary adenocarcinoma heterotransplanted into
mude mice, In the present work, ' was labeled at
central dioxopiperazine or methyl morpholine group
of probimane 120 mg+ kg™’ was injected iv in mice
bearing Lewis lung carcinoma by whole body
auvtoradiography. The results showed that probimane
was broken into at least two parts: a central part and
a methyl morpholine group. The central part of com-
pound hardly penetrated through the blood—brain
barrier. but accumulated in the urinary bladder. The
methyl morpholine group showed a high affinity to
tumor tissue and accumulated in spleen, bone and
liver,

KEY WORDS lung neoplasms;  probimane:
anlineoplastic agents, auvtoradiography: carbon
radioisotopes: tissue distribution: pharmacokinetics
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MATERIALS AND METHODS

[MC]Probimane A (Pro AR '"'C #Rid T F B g
BAMAEEL, WHISEN 733 kBg- mg™.
[*C]Probimane B (Pro By&:'*C 4712 T 0 8 — M & {%
HWGBRET . WATEE X 130 kB mg™. Lewis
MR ARGEEFM CoBL MRETEBEERL
BERAHTORE SR BT XFHERCMOY
3 CP. X A LR £ =7 I &)

ALRF|IESHE”. Pro A #1 Pro B A MLk
EoG 120 mge kg™' iv FHEM Lewis IS d 8 Mh
B LG 15 min 2 h 7 24 b i# {7/ R
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RESLULTS

Pro A iv 3 15 min B 7£4% W 25 o3 4 5 S P A At
HRhRE S PR, B M T JTR
EAE 2 Lewis Mifi ST HESAE. 2hig FH
MBS YER BTRRIL. (B, TR R
RYBCFTHESS 15 min W AHI . Lewis i 5 19 AT H
SHEMBINE. 24h . B STR. BWNBREA
MEHECSER HELMHAETHREHE,
Lewis A #9009 B S HEE — 26 88 0(Fig 1. plate 2).
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Ay R(Fig LA C), HAFHERALMSE 2h
i Pro A #l Pro B A/READHEFIESEEDH
iI(Fig | Bf1 D). 24h 5. % Pro B A/ hRIKA AT

Tab 1. Comparative densities of autoradlographic
films on mice bearing tumor given |'*Clprobimane (A),

Tissues 15 min Zh 24 h
muscle 60 48 49
tamor 61 93 120

liver 122 118 62

ST T4 Pro A R /R
MBSO H T4 R(Tab 1, Tab2), FET
LR B & 27.5),

Tab 2. The comparative densities of autoradiographic
films om mice bearing tumor given [**Clprobimane (B).

Tissgw 15 min 2h 24h
muscile 120 59 39
tumor 120 60 43
liver 140 71 52
wrinary bladder 130 180 170
DISCUSSION
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First—pass effect of dauricine

GUI Yao-Ting'. DU Zuo—Hua, ZENG Fan—Dian,
HU Chong—Jia

{ Department of Clinical Pharmacology, Tongi Medi-
cal University, Hankou 430030, Ching)

ABSTRACT  The first—pass effect of dauricine
tDau) was compared with that of lidocaine (Lid) by
measuring the ventricular fibrillation threshold (VFT)
and dauricine plasma concentration in rats or rabbits.
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After forelimb or mesenteric vein (imv) infusion
of Dau at a rate of I mg* kg™'» min™' in rats. the
VFT were 1.64—3.17 or 1.60—2,11 V. respectively. In
the case of Lid at 2.5 mg+ kg™'+ min™'. the VFT
were 1.69—4.79 or 1.67-280 V, respectively, after
ear vein (iev) or imv infusion of Dau at a rate of 0.5
mge kg'* min™' in rabbits, the VFT were 6.50
~12,14 or 581-7.43 V., respectively, Plasma Dau
concentration through iev imfusion was significantly
higher than that through imv route. As the dose of
imv infusion increased, AUC of Dau showed a
nonlinear increase.

The resulis suggested that Dau showed a
comsiderable [lirst—pass effect. which was dose—
dependent.
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