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Structure of (trans-I-1, 2-diaminocyclohexane)
oxalatoplatinum (II) (I-OHP)

Fig. 1
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M EEE, 2M b+ b Y Y ARUCIKTHLSICHEL,
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25cm) ; A5 AEE:50°C; BEEK : K-2z2/7—1n
(95 : 5) ; IfidE : 1 ml/min ; BHJIE : 210 nm,
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Fig. 2 UV spectrum of [-OHP

Sample : 50 pM [-OHP in Hz20; Reference :
H20

I-OHP}3 250 nm L F o> FHET 2500 L) LD HFRNE
BB EE O ERgh o 1.

3.2 [-OHP () HPLC

I-OHP oyt » 5 2 & 1LT, 5EEO» 53 2D
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Table 1 IR LI, vATFSFvr BBELE BT
¥ $3013-N 55 4 Tt I-OHP o EH 121 L5
H188<, Zipax SAX, MCI Gel CPKO08, Hirs
#3010 © & » 5 & TIREELMRH [-OHP % 3@
HZTERTERDol. ThbO4EOH S L2 TiX, &
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7z®Di3, Finepak SIL Ci4 # 5 ATH 7. [-OHP o
Finepak SIL Cys 5 A COWHBEBI SR L1z & = 5,
WHER D 2 5 7 — VBEXHT IR FOHP AR
&L ey, FOHP (G SR = — F IZ X b FE;,
BHIh TR ELEL bR, B, [-OHP @l v
— 7 BIXOMCREAYBEDL BUESENROh, ©—
7@ 3nG FOHP ¥ ERBTELZ L2 h ot Lk

Table 1 Capacity factors.of I-OHP on various
columns

Column Capacity factor Mode
Hitachi Gel #3013-N . 1 anion exchange
Zipax SAX 0~0.1 anion exchange
MCI Gel CPKO08 0~0.1 cation exchange
Hitachi Gel #3010 0~0.1 adsorption
Finepak SIL Cis 13 revereed Dhase

Eluent : H2O; Other conditions are the same as
described in 2-3.
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Fig. 3 A chromatogram of /[-OHP
The conditions are described in 2.3,
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Fig. 4 Pretreatment column for plasma and urine
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WTFF 5= 2 Ui, Fig. 3 i IFOHP WIICoT
D7w= 77 AD—FRRLI.

3.3 ML : SRTCROAQRE

ML r 508z v 7 BRUCRYERE HPLC A
Lickz 5, HPLC &4+ B4 F(L I Th -OHP 0
B AERIC L 5E Y- 73R bh, -OHP
YRR T X TE o, £ T, TOGE
WAy T B 1o1c Sep-Pak Cg 1 — 1V ¥,
Ba A o v 2 Buisifg > Dowex 1-X8 RUWR A1 + v 3c#uis
Jgo Dowex 50W-X4 WML x 5 RO R DRI
Be2 8 L. o, Dowex 1-X8 K1t Dowex 50

KAGAKU

Vol. 35 (1986)

W-X4 3HE S5mm OF FAHF ACTETALTER
L, ArEc@EAoMmL » 5 KRR V1.

Sep-Pak C3 #—t+V , 2, Dowex 1-X8 » 5 o %
¢ Dowex 50W-X4 5 A% @A CHW- BE5 T,
BEAFRIABSENLRbh ok, FZTIhb%
A @aghbr Tl 5 RURY BB LICE D
A, Fig. 4 @R L7 X 57 Dowex 1-X8, Dowex 50
W-X4 FK1* Sep-Pak Gy h— 1+ ) », U0 DER IR
75 AERACLBECRLBF L7 v<+ /5 2005
i,

AFALEH 5 2550 -OHP o, EBURgHEO—
Bi% Fig. 5 iRk Li-. [-OHP DO HME * Keikst
Lickz s, I-OHP 33 & LCRIAE? 5 2 BHED
6ml 225 16ml i CHEHIhicoT, MAE» 5
A OB D 6ml FHkEE T, ko 10ml iy
SEL, HPLC o s Lic. X, FKETAEFHTE
% I-OHP oEINKRZE#E -OHP ¥4 v TRE
L7z =%, I-OHP #EMN 0.1 M 55 1mM oFEHE
T, 92+3% & REFLEIRENE OH, KEAEKRZT
SEALSBLDEEL BRI,

80r 1100
= x
3 -
g oof {n Z
£ )
I e N
= ° —
$ 40b \ {50
5 z
[3] [}
o 3

201 425 ©
5 ﬂ \.\\“‘u_ é

0 —0-0-0-0—¢ 1 Il o

0 5 10 15 20

Elution volume/ml

Fig. 5 Elution and recovery profiles of ~OHP in
pretreatment

@ : Elution of .-OHP, O : Recvery of [-OHP;
Sample : 400 uM -OHP

3.4 HPLC %&#&
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Fig. 6 Chromatograms of plasma and urine obtained by detection at 210 nm
a : Blank plasma, b: Plasma freshly spiked with /-OHP at 50 pM, c: Blank urine,

d : Urine freshly spiked with ZOHP at 50 pM. Other conditions are the same as
described in 2-3.
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Fig. 7 Effect of methanol in eluent on chromato- 051 510 50100 051 510 50100

gram of urine

a : HiO-MeOH (95:5), b: HaO-MeOH (90 :
10), ¢ : HaO-MeOH (85 : 15); Sample : Urine
freshly spiked with J-OHP at 10 pM.

1-OHP concentration/pM

Fig. 8 Calibration curves for /-OHP in plasma
and urine
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Fig. 9 Chromatograms of blank plasma and urine

obtained from a patient with ovarian car-
cinoma

| : Supposed retention time of /-OHP.
Conditions are described in 2-3.
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Determination of (frans-l-1, 2-diaminocyclo-
hexane) oxalatoplatinum (II) in plasmaand urine
by high performance liquid chromatography.
Ryoichi Kizu, Shin-ichi HicasHi, Kazuichi Havakawa
and Motoichi Mrvazakr (Faculty of Pharmaceutical
Sciences, Kanazawa University, 13-1, Takara-machi,
Kanazawa-shi, Ishikawa 920)

A method for determination of (tfrans-I-1,2-diamino-
cyclohexane) oxalatoplatinum (II) (/~OHP), introduced
by Kidani ¢t al. as one of the promising antineoplastic
platinum complexes, in plasma and urine by high
performance liquid chromatography (HPLC) was inves-
tigated in order to contribute for metabolic study of
I-OHP. The recommended pretreatment procedures
and HPLC conditions are as follows. Pretreatment
of plasma and urine ; pretreatment column is composed
of Dowex 1-X8 (5 mm i.d. x6 cm), Dowex 50 W-X4
(5 mm i.d.x3 cm) and Sep-Pak C,; cartridge. Blood
samples are centrifuged at 1000 ¢ for 3 min to obtain
plasma. One ml of plasma or urine is immediately
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placed on the pretreatment column and is eluted with
water at the flow rate of 1.2 ml/min. The initial 6 ml
portion of effluent is discarded and subsequent 10 ml
portion is collected. An aliquot (100 pl) of the effluent
collected is subjected to HPLC. All of these pre-
treatment procedures are carried out at 5+2°C. HPLC
conditions ; column : Finepak SIL C,; (4.6 mm i.d. x
25 cm), eluent : H;,O-MeOH (95 : 5), column tem-
perature : 40°C, flow rate 1 ml/min, detection
wavelength : 210 nm, injection volume : 100pl. Under
the conditions described above, a linear relationship
was obtained between peak height and [-OHP con-
centration in plasma and urine. Determination limit
was 0.5pM [-OHP in sample solutions. Recovery of

A, #H, BJI, s :HPLC zXx5mlL x SR Rho I-OPH o0& 255

l-OHP in pretreatment was 86+39, in plasma and
834+29% in urine. A sensitive and precise determination
of [-OHP in plasma and urine will be possible by this
method.

(Received September 30, 1985)
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