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We evaluated the antiproliferative properties of Fluorouracil(5-FU) and
Mitomycin C(MMC) in a tissue culture model of fibroblast and retinal pigment
epithelial cells.

Both drugs caused the dose dependent inhibition on proliferation of the
cultured cells. The concentrations of 5-FU and MMC required for 50%
inhibition of cellular growth(IDs) were 0.45mg/L and 2.3x10°mg/L for rabbit
subconjuntival fibroblasts, 0.21me/L and 3.5x10°mg/L for rabbit dermal
fibroblast, 0.58mg/L and 7.4x10°me/L for rabbit retinal pigment epithelial cells,
and 0.38mg/I. and 3.4x10°me/L for human retinal pigment epithelial cells,
respectively. In general, IDj of both drugs were higher in retinal pigment
epithelial cells than in fibroblasts but MMC showed same inhibitory effect on
proliferation of all cell types at lower doses in comparision to 5-FU.

These results suggest that 5-FU and MMC may be of significant values in the
treatment of intraocular proliferative disorders and MMC, however, seems to be
more useful than 5-FU if it’s safty would be proved(J Korean Ophthalmol Soc

37:1397~1404, 1996).
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Aoz HARMES Wehiiysle] S48
5-FUS% MMCel s=o &3t Zadgich. 7t
E At feMEe] 4%E 50% AANNE &
9] F=& 5-FUS 7% 0.45m/L, MMCE 2.3x
10°mg/L, 7}E ANERBAEE 5-FUY A%
0.21mg/L, MMC¥ 3.5x10°me/L, 7}E @i
FYAEe 5-FUS A4 0.58me/L, MMCe 7.4
x10°mg/L ©IR3, QA FHY2YHHEE 5-FU
o] 7% 0.38mg/L, MMC%E 3.4 10°ng/Lel it}

Table 1, Mean drug concentrations required for 10%, 50%, 90% inhibition of cell growth.

PIG

Concentrations (me/L)

Drug

RCFB RDFB RRPE HRPE

10% 4.0x10° 5.8x10° 4.2x10° 4.0x10"
5-FU 50% 0.45 0.21 0.58 0.38
90% 49.7 32.7 65. 77 70.47

10% 4.0x10* 4.9x10° 2.0x10° 3.3x10°

MMC 50% 2.3x10° 3.5x10° - 7.4x10° 3.4x10°
90% 0.22 0,37 0.43 0.46

5-FU: 5-fluorouracil, MMC: mitomycin C, PIG: percent inhibition growth
RCFB: rabbit conjuntival fibroblast, RDFB: rabbit dermal fibroblast,
RRPE: rabbit retinal pigment epithelium, HRPE: human retinal pigment epithelium

(1399153



-— t@gta A

Fig. 1. Effect of 0.1lms/L. concentration of mito-
mycin C on rabbit conjuntival fibroblast
proliferation in cell culture compared
with control(a).

Significant inhibition is seen in Fig.
1b (%200},

Fig, 2, Effect of 10mg/L concentration of 5-fluo-

rouracil on rabbit dermal fibroblast
proliferation in cell culture compared
with control(a).

Significant inhibition is seen in Fig. 2b
(> 200).

ERGA FRAZ 0% 7tE A REAE
9] 4%& F&A71e 5-FUSH MMCYl 35 47
49. Tmg/L, 0.22mg/L °IA3, ZAAYFEME] A
€ 32.Tme/L, 0.37me/L, 7}E #etdiidsle
65. 77ng/L, 0.43mg/L °I2m A geba)iys)
A 7t 22 70.47ng/L 2+ 0.46me/L ©11
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Fig. 3, Effect of 0.1ms/L concentration of mito-
mycin C on human retinal pigment
epithelial proliferation in cell culture
compared with control(a),

Significant inhibition is seen in Fig.

3b(%200).
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Fig, 4. Semilogalithmic plot of 5-fluorouracil in-
hibition of rabbit conjunctival fibroblast
(CFB), rabbit dermal fibroblast(DFB),
rabbit retinal pigment epithilium(RRPE)
and human retinal pigment epithelial
(HRPE) proliferation in DMEM/ (Dulbe-
cco’s modified Eagle medium) with 15%
fetal calf serum. Horizontal bar(®) indi-
cate the IDy, of each cells.

Percent Control Growth

o BEAZ 10% 7tE BHSdARARY 43E
oAl 5-FUs MMCS s&& 47 4.0x10°
ng/L, 4.0x10%mg/L, WHIFEMES] 34 58x
10°mg/L, 4.9x10%m/L, 7tE FHA4a43E 4,2
x10°mg/L, 2.0x10°mg/Lela 1A whetal s
o BA¥e 4 4.0x10%me/Let 3.3x10°ne/Lel
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Fig. 5, Semilogalithmic plot of mitomycin C in-
hibition of rabbit conjunctival fibroblast
(CFB), rabbit dermal fibroblast(DFRB),
rabbit retinal pigment epithilium (RRPE)
and human retinal pigment epithelial
(HRPE) proliferation in DMEN (Dulbec-
co’s modifided Eagle medium) with 15%
fetal calf serum. Horizontal bar(®) indi-
cate the 1Dy of each cells.

o 2AYE 29 50% dANe g B b
HA 5-FUY 24 712 detaaiort s=7t 7t
Z wsker] /M e AL 7tE JYHFEA R
A3, MMCe %€ 71E T adslrt 714 &
2 FE0IUR 1} B AL 7IE A REA
EolAe}, Al 2E MMC7F 5-FUel H&) Heks
282§ Y& FRodM ZE AE st e A
=8 F4 A4 EHE EUt(Table 1, Fig. 1-5).
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o 218 Streptomyces caespitosusolx F&8 &
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2 dFoA AR REAEL A 5-FUS
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