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(TIP) B Zh NI DO HFED IR OEBR L
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Table 1 Capacity factors of CDDP on various
columns
Column Ion exchange (. .
(chromatographic capacity fp Y
mode) (mequiv/ml) actor
(Anion exchange)
MCI GEL SCAO01 0.01 0.6
MCI GEL CDRI10 0.3 16.0
MCI GEL CA10S 1.2 31.9
{Cation exchange)
MCI GEL SCKOI 0.01 0.1
MCI GEL CK108 2.0 ’ 1.4
(Reversed-phase partition)
HITACHI GEL #3010 — <0.1
COSMOSIL 5C18 — <0.1

Eluent: 0.1 M'NaH,PO, ; CDDP : cis-dichlorodiammine
platinum (IT)
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CIP IZ2W\WCBIERES M) v 2R TE oMLY
U< b5 L% Fig. 1 IRY.
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Table 2 Capacity factors of CDDP and its five analogues with various eluents

Capacity factor

Column Elueut
TDDP CDDP TBrP CBrP TIP CIP
NaClO, 1.0 1.3 5.5 14.0 34.9 89.5
I\(Aﬁlio(iliicgilg{;)o NaCl 1.8 7.8 7.5 34.0 51.7 >150
NaH,PO,-2H,O 1.5 16.0 9.3 55.0 79.4 >150
MCI GEL CKI10S NaH,PO, - 2H,O 1.0 1.4 1.7 2.5 10.3 18.6
(Cation exchange) KH,PO, 1.7 2.1 2.5 3.5 15.4 24.0

Column size : MCI GEL CDRI10; 4.6 mmi.d.X5cm;

MCI GEL CKI10S; 4.6 mmid.X25cm. Eluent

concentration : 0.1 M. TDDP : trans-dichlorodiammine platinum(II); CBrP : cis-dibromodiammine platinum(II);
TBrP : trans-dibromodiammine platinum(II); CIP : ¢is-diiododiammine platinum(II) ; TIP : trans-diiododiammine

platinum(IT)
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Fig. 1 Typical chromatograms of CDDP, CB,P

and CIP on MCI GEL CDR 10 column
and MCI GEL CK 10 S column

A, B and C: MCI GEL CDRI0 column (4.6
mm i.d. X5 cm, anion exchange); D, E and F:
MCI GEL CKI10S column (4.6 mm i.d. X 25
cm, cation exchange), Eluent: 0.1 M NaClO,
10 uM solution of each Pt(II) complex was
subjected to HPLC
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Table 3 Relative peak heights of CDDP at various
wavelengths

Relative peak height

Eluent
210nm 220nm 230 nm 250 nm 300 nm
(1) 34.8 15.5 5.7 0.2 1
(2) 29.8 15.0 5.4 0.2 1
(3) 33.4 15.3 6.4 0.3 1
(4) 31.2 14.8 5.4 0.2 1
(1) 50 mM sodium dihydrogen phosphate; (2)0.2

mM  sodium nitrate; (3) 0.0l mM disodium
phthalate; (4) 0.1 mM imidazole. Eluents (1), (2)
and (3) were used for anion exchange chromatogra-
phy with a MCI GEL CDRI10 colum (4.6 mmi.d.X
5c¢m). Eluents (1) and (4) were used for cation ex-
change chromatography with a MCI GEL CKI10S
colum (4.6 mmid.X 25cm). The pH of imidazole
eluent was adjusted to 4.1 with phosphoric acid.

nm KO 210nm 2B 5 ENERFBEIEZFNFh,
CDDP T 2400, 5300, V) Y EE—F MU AT 10 D
N, WHEES U AT 8200, 7700, 7Y NVEETF R U
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Table 3 1213, &ABEBIZOWVT 300nm TO Y — 27
SIBHER D UV BIRE R THBEERSIBVBATE
1372 <, CDDP D54 & v &Huh 5 ATHRE I N BEBIC
A A VEBRIGEEETO RV EPHL LK -
t2. CDDP 754 & V34 T AR 3 Bk —
D& LT, CDDP &4 4 v RBEDOEONMET- 4 4 >~
HEERPEZ bht.

HEICbH NIk DT, 8k CDDP 22T 2 L E
ODRFEERLLZS5 %5 HPLC Y AT AKHISNTH S
T, MU &5 RERBSE CDDP OB BENED - 1212
®, CDDP ITERK BB ESHFTINTE 2, (K
NBBIRITIIART B IR TS T o1 L, &
HKEBPOBSE CDDP DA R 5 EM8TE
nid, UV BHEBXESLERE S s & HPLC
FHEBEAVTHEMU &£ 5 RORFPO CDDP % &k
IS TXx 2TEEENH 5. T DED LRI TRN
Bahte4A+v55h s n%FHNS HPLC KB 5
CDDP OZE# L, 4%, BILESRECEZAREDSN
HREEFR CDDP OHPLC Sk 4854 65 2 °FH
FsMRERs6DEER5,

RIFFROBEHAO—ERIE, AR EHEBRFHIEIC &
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Retention behavior of an antitumor platinum com-
plex Cisplatin on ion exchangers. Ryoichi Kizu and
Motoichi Mivazaki (Faculty of Pharmaceutical Sciences,
Kanazawa University, 13-1, Takara-machi, Kanazawa-
shi, Ishikawa 920)

The novel aspects of Cisplatin, a potent antitumor plat-
inum complex, on HPLC with ion exchange columns
studied. Although Cisplatin is an inorganic
nonionic complex, it was retained on both anion and cat-
ion exchange columns, but not on reversed-phase
columns. The capacity factor was larger on a column
with higher ion exchange capacity; a capacity factor of
more than 30 was obtained in a system composed of an-
ion exchange MCI GEL CAIOS column and sodium
dihydrogen phosphate eluent.

were

However, the capacity
factor measured on a column using the appropriate salt
solution as the eluent was not affected by changing the
concentration or pH of the eluent. The effect of UV
absorptivity of an eluent on the peak height of Cisplatin
was studied at various wavelengths in order to confirm
the absence of an ion-exchange sorption mechanism in
the eluent. No difference was observed between the rel-
ative peak height-detection wavelength profiles obtained
with UV absorbing eluents and those obtained with
UV-non absorbing eluents. These results indicated that
Cisplatin might not be retained by ion exchange mecha-
nism, but by other mechanisms such as ion-dipole inter-
actions between Cisplatin and the functional groups of
the stationary phases.
(Received December 28, 1989)
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