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Fig 1 . Purification and identification of DNA topoisomerase 1.

after the reaction ; lane d , the reaction of Topo I,

. Incubation time , lane a , no enzyme ; lane b~ e, 0.5 ~ 16h.

. ATP, lane a . no enzyme ; lane b~d . 10, 1,0 (mmol /L ).
. Mg *: lanc a: noenzyme ; laneb~e: 32, 16, 8,4, (mmol/L ).

."Elution pattern of Topo 1 on P11,(—.—.)Abs .280 nm, (— — — )KPi (mol /L), (I—| )fraction of Topo 1.
. Eluiion pattern of Topp 1 on Bio— Rex 70 .

. Relaxation reaction of Topo 1, lane a , no enzyme ; lane b . Topo I with protease K ; lane ¢ , protease K treatment
. 3 ug / ml chloroquine in electrophoresis buffer , lane a and ¢ . reaction of Topo I ; lane b and d . no enzyme,

. P, DNA: lanc a: no enzyme ; lane b~c: 5, 10 (ul) enzyme; lane d—c: 1,2 (ul) EcoRi._



e #HPEN  Acta Pharmaceutica Simica 199 25 @) :641 ~ 645
L6 P b 3 hAIE 11 B DNase i T80, 181 240 |
=, BRI | S AR0Res
TR MEM 8 Bl & v 20 S b 4n T M1 16 000 1 L B A TR O 0 R B 25 4

Fig 2 . Effett of durgs on Topa | .

I . Campothecine . lane 4 wno enzyme | laned — (200, 505 10, 2.5, 0 Gg /ml ) or 03750, 144 . 0,025 . 0.007 .
0 mmol/L ). 2. Hydroxycampigthecine ; lane- g ino enzyme ; lang b — 1, 200 100 .50, 25.0 (pg/ ml ) or
0549, 027506137 ¢ 0.069. 0 {mmol/ L), 3. Cyclophosphamde , lane & no enzyme: lang b~ ¢, 50, 25.12. 5,
e s ol e 0 179 0, 08950, 0476 O fmmol, /L), 4. Mi:um}-:in C. lané o, no enzyme : lune b= e,
5060, 300, I.iIl CONHE ) or 1L AT 0RO 209, Oimmol S L ). F, Methotrexale . lune d . no enzyme
fane b=1.80,. &40, 20 10, 0( pg/ ml) or 0076, O, 088, 0. 044, Dfmmol /L ), 6. Vincristing. lanen
no eneyme . lane b= . S00-300 100 .50 .0 ng Al Y or 00617 . 0,370, 0.123 ., 0,062, 0 fmmol / L), 7. Cylosine
arabinosidé , lane @, 1o ey , Wne b= 1,500, 300, 100,50, 0 (s ml) or 3067 . 1841 . 0,614, 03060
(mmol 7L ), &, "Novabioem . lage o . 0o enzyme: lape b=c, 500, 300, 100, 0 ( ygs ml ) or 0, K36,
0. 503 . 0. 167, 0 immobid L ):
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EFFECT OF SOME NONINTERCALATIVE ANTITUMOR
DRUGS ON THE ACTIVITY OF CALF THYMUS DNA
TOPOISOMERASE I

WS Zhang , Z.K L_in‘ and XT Huang: .

(‘De/)(_n'lmunt of Biology , Nankai Unive)‘sityZ Tianjin 300071 )

°

ABSTRACT DNA topoisomerase 1 has been isola'ted from the nuclei of calf thymus

by PEG fractionation and chromatography »on‘ﬁ P11 and on Bio—Rex 70 . Either a posi-
tive or negative supercoiled pBR322 DNA can .bevrelaxed by the enzyme . The activity of
Tope I is Mg*™ and ATP independent | Some of nonintercalative antitumor drugs such as
camptothecine , hydroxycamptothecine , cyclophosphamlde methotrexate and mitomycin-
C were found to inhibit the activity of Tépo I, The results suggest that DNA Topo I can
be used to screen new nonintercalative antitumor drugs as a target protein

key words Topoisomer(asé I; Antitumor drugs; Drugs screening





