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Table 1. Origin and morphology of cell lines used in this study
Name Origin Morphology
HEL Human embryonic lung Fibroblast
HeLa-S3 Human uterine cancer Epithelial
IMR32 Human neuroblastoma Neuron-like
BRL-3A Rat normal liver Epithelial
C6BU-1 Rat glioma Neuron-like

Mouse primary culture cells

Mixture of fibroblast and epithelial cells

NIH3T3 Mouse embryo Fibroblast

N18TG-2 Mouse neuroblastoma Neuron-like

CHO-K1 Chinese hamster ovary cell Epithelial
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Fig. 1. Influence of NY-198 and other che-
motherapeutics on the growth of HEL

cells
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Fig. 2. Influence of NY-198 and other che-
motherapeutics on the growth of HeLa
-S3 cells
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Fig. 3. Influence of NY-198 and other che-
motherapeutics on the growth of IMR
32 cells
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Fig. 4. Influence of NY-198 and other che-
motherapeutics on the growth of BRL
-3A cells
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Fig. 5. Influence of NY-198 and other che-
motherapeutics on the growth of C6BU

-1 cells
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Fig. 6. Influence of NY-198 and other che-
motherapeutics on the growth of mouse
fetus primary culture cells
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Fig. 7. Influence of NY-198 and other che-
motherapeutics on the growth of NIH3
T3 cells
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Fig. 8. Influence of NY-198 and other che-
motherapeutics on the growth of N18
TG-2 cells



VOL. 36 S-2 CHEMOTHERAPY 329
100 | 100 }
B 3
$ 50r S 50t
E =
g s
s s
bod 5
0 v - : - - 0 - --
3 10 30 100 300 3 10 30 100 300

Concentration of drug (ug/ml)
ONY-198; ® PPA; o OFLX; 4 NFLX.

Fig. 9. Influence of NY-198 and other che-
motherapeutics on the growth of N18
TG-2 cells in the presence of dbcAMP
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Fig. 10. Influence of NY-198 and other che-
motherapeutics on the growth of
CHO-K1 cells

Table 2. Growth inhibitory activity of NY-198 and other chemotherapeutics against

several cells in culture

ICs0 (p#g/ml)
HEL |HeLa-S3| IMR32 BRL—3A1C6BU-1 pll’{fnl;ey \NIH3T3]N18TG-2 ﬁiﬁiﬁ&%» CHO-K1
NY-198 62 | 55 120 | 76 40 % 74 56 61 93
PPA 104 | 60 120 | 88 52 121 91 56 74 110
OFLX 133 | 48 10| 7 48 89 67 56 40 o4
NFLX 0 | 2 52 | 30 30 40 27 18 15 (>100)
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330 CHEMOTHERAPY JUNE 1988

AR

NY-198 300 pg/ml

PPA 300 gg/ml OFLX 300 pg/ml

NFLX 100 zg/ml

Fig. 11. Phase-contrast microscope of Hela~S3 cells cultured for 24 h with chemotherapeutics
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NY-198

100 pg/ml

oA

OFLX 300 pg/ml

NFLX 30 zg/ml ’ NFLX 100 g/ml

Fig. 12. Phase—contrast microscope of HeLa-S3 cells cultured for 5 days with chemotherapeutics



332 CHEMOTHERAPY JUNE 1988

Control NY-198 100 pg/ml

PPA 100 pg/ml OFLX 100 pg/ml

NFLX 30 pg/ml

Fig. 13. Phase-contrast microscope of N18TG-2 cells cultured for 4 days with chemotherapeutics
in the absence of dbcAMP
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Control NY-198 100 pg/ml

PPA 100 pg/ml OFLX 100 pg/ml

NFLX 30 gg/ml

Fig. 14. Phase-contrast microscope of N18TG-2 cells cultured for 2 days with chemotherapeutics
in the presence of dbcAMP
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Control NY-198 100 pg/ml

PPA 100 pg/ml OFLX 100 pg/ml

NFLX 30 pg/ml

Fig. 15. Phase—contrast microscope of N18TG-2 cells cultured for 5 days with chemotherapeutics
in the presence of dbcAMP
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Control NY-198 30 pg/ml

OFLX 30 pg/ml

NFLX 10 pg/ml

Fig. 16. Phase-contrast microscope of N18TG-2 cells cultured for 7 days with chemotherapeutics
in the presence of dbcAMP
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CYTOTOXICITY OF NY-198 ON MAMMALIAN CELLS IN CULTURE

Ryozo KosHiura, Kenicar Mivamoto and SHiNyA WAKUSAWA

Research Laboratory for Development of Medicine, School of Pharmacy,
Hokuriku University, Kanazawa

We investigated the cytotoxicity of NY-198 and compared it with pipemidic acid (PPA), ofloxacin (OFLX)
and norfloxacin (NFLX) on nine mammalian cell lines such as human embryonic lung (HEL) cells, human
uterine cancer HeLa-S3 cells, human neuroblastoma IMR32 cells, rat normal liver BRL-3A cells, rat glioma
C6BU-1 cells, mouse embryo primary culture cells, mouse NIH3T3 cells, mouse neuroblastoma N18TG-2 cells
and Chinese hamster ovary CHO-KI cells. We evaluated the safety of NY-198 as a chemotherapeutic.

The cytotoxicity of NY-198 on all cell lines was similar to those of PPA and OFLX and much lower than that
of NFLX. Its 50% growth-inhibitory concentrations on the culture cells were generally significantly higher than
the MICs against bacteria. Also, the cytotoxicity of NY-198 on normal cells tended to be lower than on tumor
cells. We conclude therefore, that NY-198 possesses high selectivity and safety as an antibacterial chemother-
apeutic.



