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Reversal Activity of Multidrug-Resistance by Hatemarubigins. Sang-Chul Ha*. Korea Research Institute
of Biosience and Biotechnology, KIST, PO. BOX 115, Yusung 305-600, Korea — Hatomarubigins inhibited
the growth of various cancer cell lines including multidrug-resistance cells. Hatomarubigins were found to
potentiate the colchicine- and vinblastine-induced cytotoxicity against KB-C2 cell, but not the adriamycin-indu-
ced cytotoxicity against KB-C2 cells. Hatomarubigins didn't affect the sensitive KB cells. These results suggest
that hatomarubigins are specific potentiators of colchicine. Among four hatomarubigins, hatomarubigin A sho-
wed the highest synergestic effect on colchine-induced cytotoxicity. Similar effect of hatomarubigin A was

found against V79/ADM cells.
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Table 2. Hatomarubigin® KB-C2 M[Zof tf5} colchicine
2 vinblastine2| E=X|, H|EX|EIY ZSAMHIEMA (1Cs,,
ug/m/)

compound Hone +colchicine + vinblastine
(15 pg/mi) (0.2 pg/ml)
hatomarubigin A 8.5 0.9 2.2
hatomarubigin B 16.0 10.1 37.0
hatomarubigin € >50 10.0 1.6
hatomarubigin D >50 10.1 40.5

Table 3. Hatomarubigin0l| 2|2t KB-C2 AM|Z0{| cHF} colchi-
cine2| §AESZLEN

Conc ICsy of
Compounds ( g/mi) colchicine P.L*
He (ug/mi)
Vehicle — 4.5
1 0.23 19.6
hatomarubigin A
3 0.09 50.0
10 0.60 75
hatomarubigin B
30 0.60 7.5
. 10 0.29 15.5
hatomarubigin C
30 0.20 22.5
10 0.25 18.0
hatomarubigin D
30 0.21 21.4

*P.l.=potentiation index: IC; of colchicine alone/IC; of
colchicine and test sample

Table 1. Hatomarubigin®| Z+E M| Zoy ChEE SANMNEA (1Cs, ug/ml)

K562/ADM

compound KB/5 KB-C2 K562/S V79/S V79/ADM
hatomarubigin A >50 8.5 >50 >50 34 >50
hatomarubigin B 46.6 16.0 >50 >50 >50) >50
hatomarubgin € 12.5 >50) 7.6 9.0 3.5 12.2
hatomarubigin D 17.0 >50 42.0 17.5 9.4 24.0

/ADpM: adriamycin WAL, /S: 3¢Ad
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Table 4. Hatomarubigin0fl 2|3t KB-C2 M| 30| cH&t vinblas-
tine2| FMSZLR T

Conc ICso of
Compound ( g/mj) vinblastine PL*
" (1g/mi)
Vehicle — 1.12
1 0.36 3.1
Hatomarubigin A
3 0.26 4.3
1 0.74 1.5
Hatomarubigin B —
3 0.28 4.1
1 0.22 5.2
Hatomarubigin C  —
3 0.05 21.5
10 0.54 2.1
Hatomarubigin D -
30 0.31 3.6

*P.I.=potentiation index: ICs; of vinblastine alone/ICsy of
vinblastine and test sample

Table 5. Hatomarubigin®l| 2{Zt KB/S M|Zo| C{#t colchi-
cine2| FHSLF T}

Conc ICs of
Compound ( g/mb colchicine PlL*
i (ng/mi)
Vehicle - 6.6
10 125 0.53
Hatomarubigin A
30 8.5 0.78
10 9.6 0.69
Hatomarubigin B
30 11.2 0.59
1 77.0 0.086
Hatomarubigin C
3 49.0 0.135
_ 10 46.0 0.14
Hatomarubigin D
30 24.5 0.27

*P.I.=potentiation index: IC;; of colchicine alone/ICs of
colchicine and test sample
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Table 6. Hatomarubigin® K562/ADM0)| CH%l adriamycin
Exlist, HIEXSI UHA SAX S ACs, pg/mi)

+ADM
—ADM
(0.5 pg/mi)
hatomarubigin A >50 >50
hatomarubigin B >50 >50
hatomarubigin C 9.0 5.0
hatomarubigin D 17.5 16.0

Table 7. Hatomarubigin2| V79/ADMO{| CH$t adriamycin
2 colchicine EX|5t, H|EX|SI RIHA S4{X|5HEA

Hone +ADM + COL
(1.0 pg/ml) (0.5 pg/mi)
hatomarubigin A >50) >50 1.6
hatomarubigin B >50 >50 >50
hatomarubigin C 12.2 2.7 15
hatomarubigin D 24.0 21.5 30.0
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Table 8. Hatomarubigin®{l 2|5t V79/ADM M{Z0{| CHEt col-
chicine®| §SZa

Conc [Csy of
Compound ( g/m}) colchicine P.L
! (pg/m/)
Vehicle — 2.5
10 0.39 6.4
hatomarubigin A
30 0.38 6.7
10 1.16 2.1
hatomarubigin B
30 0.99 2.5
o 1 0.42 6.0
hatomarubigin C
3 0.37 6.8
5 2.00 1.8
hatomarubigin D
10 1.60 1.6

*P.I.=potentiation index: ICs, of colchicine alone/ICy, of
colchicine and test sample
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