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pgiml THRWHIREMEIER & /& U o, NFLX 2 {E8E
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Fig. 1 Influence of DL-8280, NFLX and NA
on the growth of the CHO-KI cells
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Fig. 2 Influence of DL-8280, NFLX and NA
on the growth of the HeLa cells
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FRREE DN Th - e, Zhicx L DL-8280 i
0.1 ug/ml DEMEET b = ORI IZIEEE D HFEIME
fER %R L, 100 ug/ml TiIMBDO 50% F2EE DR
By Rbhi, 1,000 ug/ml CrESAMREEEE- T
ZlRoER L ERTH ok,

Fig. 2 I HeLa MR OMMMITH+ 5 £ KM 0 %%
RLl, b VFEH HEDZ OMERZITH L Tit NFLX
R LROEMERL, b¥h 1aug/ml TEWEER
Bl hs, DL-8280 & NA Tit 10 ug/ml £ Tiz L A Y
BENAOhhoc, L L 100 xg/ml Tk DL-
8280, NFLX & b I3 EaEMEER &R L,

Neuroblastoma 18 #I}iZ+2% DL-8280, NFLX ¥
XU NA o8 #% Fig. 3 KFLE, Z0BS LR L
JaBHEDFE R b DI NFLX TH Y, NA OB KL
1& <, DL-8280 ixf& oM oifaztt & R Lk,

< 7 2R ORAREERIZH LTI, Fig. 4 0 &
3 ) DL-8280, NFLX,NA 33X U PPA 4T 10 ug/ml
FTCRMBEBMEL R IR 5N, 100 ug/ml Ciz
NFLX HSe2ic i3 & 4 & ¥, DL-8280 it 30% HyR
EER LRI L Y Eodc, 723 NA & PPA i3 100 pg/

Fig. 3 Influence of DL-8280, NFLX and NA
on the growth of the mouse neuro-
blastoma 18cells
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Fig. 4 Influence of DL-8280, NFLX and NA
on the growth of mouse fetal fibroblasts
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X% HeLa Mz 3 BEL

2 &Iz CHO-K1 #pa & KMIc X s eEL & M
Lk, XHEM T Fig. 5 » 231D, HMIcH~ NA 100
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100 pg/ml FMTIHHMAEMZ S BT TR {EXKD
HIRSZEAE DR Hh 5, DL-8280 100 ug/m! ¥z i
AT Mz T35, MR NFLX
LVBERY S THD, EEEHETI LS OMME RN
+5 &, Fig. 6 ® 39 NA 100 ug/ml HMOFMILF
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pg/ml TRAEOREIZE { DRI HH, 2&OKL
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M{EMELRE,
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Fig. 5 Lightmicroscope of the CHO Kl cells cultured for 3 days
with or without 100 ,g/ml of DI.-8280, NFLX or NA

None

NFLX 100 #g/ml

3) DL-8280, NFLX ¥ X ¥ NA ® <+ 7 2 Neuro-

blastoma 18 i (Zxf3 % &
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X 24 REHEICIZEA L OMBEHRY B4 & #7225
DL-8280 TiX 24 MRl {41313 & A ¥ 8B E ¥ (Fig. 13),
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AUEH LOKRAK (T = 28 FHEHIK (Neuro 2A), =17
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OffaEtEE g L, WA L L 50 pg/ml LUF TR
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Fig, 6 Scanning electronmicroscope of the CHO-KI cells cultured for

NFLX 100 #g/ml
Table 1 Interrelationships between generation

times and susceptibilities of cultured
cells against DL-8280, NFLX and NA

Generation Cytotoxicity by
Cells o
time NA DL-8280 NFLX
CHO-K1 < >
AN
HelLa A < <
Neuroblastoma 18 A < <
Fibroblast < <

StBe F7ebb, DL-8280 it Table 1 KR L3 0
iR osE v CHO-KI #ifaicst LTk NFLX & FfE®D

3 days with or without 100g/ml of DL-8280, NFLX or NA

52626 20KV TS5

NA 100 zg/m1

VORI AR08, R o &V Neuroblastoma
18 fERER~ v A MM MR R E W LT,
NFLX L) bHIREMELT W L Th 5, = 0EAR
DNA 23 FESE 2 BRI (R VB % R 145,
HEARER O B WREHIB R O 0 EE MM IC i E N
FIWEREMES B, Zh Az OEREIMERIC I T ik
HBEWER 0L 2 WEBHO—o2 b Livky, L LES
RNEIC DI OBMILS, FA O SRR e
HREFHOECRIEL 20T, Thonb oledts
HEOBRNB . OBOEHI DR Lo T EECH A
Do TITHMEShIHIZ, BEBA2bORENDT,
T ORBEORA ® EREE CERLT B owiciE, b
CELOBRELELT5 2 Lz e v,
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. RZR0 100 g /ml

NFLX 100 pg/ml NA 100 sg/ml

Fig. 8 Lightmicroscope of the mouse neuroblastoma 18 cells cultured
for 7 days with or without 1 zg/ml of DL-8280, NFLX or NA

DL-%280 1

~ NA lxgiml
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Fig. 9 Lightmicroscope of the mouse neuroblastoma 18 cells cultured

 NFLX 104g/ml ~ NA 10 4g/ml

Fig. 10 Lightmicroscope of the mouse neuroblastomé. 18 cells cultured
' for 3 days with or without 10 ug/ml of DL-8280, NFLX or NA
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Fig. 11 Lightmicroscope of the mouse neuroblastoma 18 cells cultured
for 5 days with or without 10 sg/ml of DL-8280, NFLX or NA

NFLX 10 #g/ml NA 10 #g/ml

Fig. 12 Lightmicroscope of the mouse neuroblastoma 18 cells cultured
for 7 days with or without 10 zg/ml of DL-8280, NFLX or NA

NFLX 10 pzg/ml NA 10 zg/ml
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Fig. 13 Lightmicroscope of the mouse neurobalstoma 18 cells cultured
for 24 hours with or without 100 pg/ml of DL~8280, N NA

NFLX 100 p#g/ml NA 100 zg/mi

Fig. 14 Lightmicroscope of the mouse neurobalstoma 18 cells cultured
for 3 days with or without 100 xg/ml of DL-8280, NFLX or NA

NFLX 100 #z/m
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Fig. 15 Lightmicroscope of the mouse neuroblastoma 18 cells cultured
for 5 days with or without 100 sg/ml of DL-8280, NFLX or NA

DI 8280 100 g7/ ml

NFLX 100 #g/ml NA 100zg/ml

Fig. 16 Lightmicroscope of the mouse neuroblastoma 18 cells cultured
for 7 days with or without 100 ml of DL-8280, NFLX or NA

DL-8280 100 #g/ml
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STUDIES ON THE CYTOTOXICITY OF DL-8280

TakesH1 Yokora and REIKO SEKIGUCHI

Department of Bacteriology, School of Medicine, Juntendo University

To clarify the safety of DL-8280 as a chemotherapeutic, the cytotoxicity was investigated
on tumor-type cells, Chinese hamster ovary CHO-KI cells, human HeLa cells and mouse neuro-
blastoma 18 cells, and on normal type cells, mouse fetal fibroblasts, comparing with norfloxacin
(NFLX) nalidixic acid (NA) and pipemidic acid (PPA).

Although DL-8280 exhibited a stronger cytotoxicity than NFLX on the CHO-KI cells
with a short generation time, the cytotoxicity of DL-8280 was found to be weaker than NFLX
on the Hela, neuroblastoma 18 and mouse fibroblast cells that possess rather long generation
times. The cytotoxicity of DL-8280, however, was stronger than that of NA in the every cases.
It was suggested that careful studies should be completed on the cytotoxicity of DL-8280 if the
drug is planned to be developed for parenteral use that will give a high serum concentration.



