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WFFERCROMESE (Fns0) « AREF%E1E,. CDDP-NAC (N-7 & F /Lo AT A U AHLER) O JRANE i %
DY~ T o AR =2 OREN AT 52 L2 AR E LTI L7z, OCT2, OATI,
OAT3 % # Bl X #7- HEK fifd CiZ., CDDP-NAC O EL YV iAAEEE (L CDDP FfZ kb~
RFLTWeZ &b, NAC #4513 CDDP OJRMIE~DOWM Y AL ZRTSEL 2 LT, BE
P2 RS D AT REMED B D
WFZEREE OBEEL (F30) : This study was performed to investigate the characteristics of renal
tubular transport of N-acetylcysteine conjugate of cisplatin (CDDP-NAC, cytotoxic
metabolite). In the human embryonic kidney 293 (HEK293) cells transfected OCT2, OAT1
or OAT3, the CDDP-NAC accumulation in these cells was significantly lower than that of
CDDP alone. NAC treatment prevented CDDP uptake in renal tubular cells, which might
contribute to the reduced toxicity of CDDP.
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Fig. 1 Effects of cisplatin on the LDH release
from LLC-PK1 cell monolayers. Each column
represents the mean + SEM of three. **p<0.01,
***p<0.001, significant difference from control
by Dunnett's Multiple Comparison test.
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Fig. 2 Effects of cisplatin and cisplatin-
conjugate on the LDH release from LLC-PK1
cell monolayers. Each column represents the
mean + SEM of three. ™p<0.01, *p<0.001,
significant difference from control, ##p<0.001,
significant difference from cisplatin by Tukey’s
Multiple Comparison test.
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Fig.3 Effects of cisplatin and cisplatin-conjugate
on the LDH release from OK cell monolayers.
Cisplatin was diluted in HBSS with 5 mM
HEPES, pH 7.2. Each column represents the
mean = SEM of three. p<0.001, significant
difference from control; #p<0.05, from NAC;
+p<0.01, from Cysteine; Pp<0.05, from
Cysteine-Cisplatin by  Tukey’s  multiple
comparison test.
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Fig. 4 Uptake of various compounds by
HEK-hOAT1, HEK-hOAT3 and HEK-hOCT2.
HEK-pBK, HEK-hOAT1, HEK-hOATS,
HEK-Vector and HEK-hOCT2 were incubated 5
uM PAH(A), 20 nM ES(B), 5 uM Metformin (C)
for 15 min at 37°C. After the incubation, the
radio activity of solubilized cells was measured.
Each column represents the mean + SEM. of
three HEK cells. *p<0.001, significant
difference from HEK-pBK or Vector.
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Fig. 5 Uptake study of CDDP by HEK-hOCT2 .
HEK-Vector and HEK-hOCT2 were incubated
with 500 uM CDDP for 30 min at 37°C . After
the incubation, Pt was measured by atomic
absorption. Each column represents the mean +
SEM of three. “*p<0.001, significant
difference from HEK-Vector.
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Fig. 6 Time course of the change in absorbance.

CDDP (250 uM) and CDDP (250 uM )-Cysteine
conjugates (1:1, 1:2 and 1:4) were measured at
309nm.
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Fig. 7 Uptake study of CDDP and
CDDP-Cysteine by HEK cells. HEK cells were
incubated with 250 uM CDDP (control) or 250
uM CDDP preincubated with equimolar
cysteine (Cys)(1:1), 2-fold Cys (1:2), 3-fold Cys
(1:3) and 4-fold Cys (1:4) for 4hr at 37°C. After
30 min incubation, Pt was measured by atomic
absorption. Each column represents the mean +
SEM of three.
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