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Purpose
Determination of Cl-958 in plasma.

1S: Ry=H
Cl-958: Ry=8-OH

LI

s

_ CHzCH2N(CHzCHa)e

NHCH2CH2NH2

Figure 1. Structures of CI-958 and the internal standard
(Is).

Cl1-958 [F1] is a benzthiopyranoindazole which may
show anticancer activity through its action as a DNA
intercalator. An LCEC method was developed to de-
termine C1-958 in plasma, at concentrations between
1 ng/mL and 100 pg/mL [1].

Conditions

System: BAS-200 Liquid Chromatograph

Electrode: Glassy carbon

Potential: +600 mV vs. Ag/AgCl

Column: Zorbax , Cs, 250 x 4.6 mm

Temperature: 45 °C

Mobile Phase: 5%(v:v) MeOH, 2.5% n-propanol,
93.5% 0,05 M phosphoric acid, adjusted to pH 3.1
with NaOH, and containing 0.25 g/L. Na2EDTA and
5 g/L tetrabutylammonium bromide

Flow Rate: 1.5 mL/min

Linear Range: 1 ng/mL to 100 pg/mL

Sample Preparation

A Bond Elut® cyano cartridge was preconditioned
by treating it sequentially with HoO (1 mL), MeOH
(1 mL), HoO (5 mL), blank plasma (human, dog,
or mouse, 0.5 mL), H20 (2 mL), 0.1% (v:v) ethyl-
enediamine (EDA), 0.005% (w:v) cysteine in MeOH
pH 7 with HOAc, MeOH (2 mL) and H20 (6 mL),
Then 0.5 mL of sample was transferred to the car-
tridge and intemal standard was added. The sample
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was aspirated and the cartridge washed with H20
(2 x 1 mL), then air dried for one minute, The ana-
lytes were eluted with the 0.1% EDA solution. The
eluate was dried under a stream of nitrogen, then
reconstituted with mobile phase containing 50 pg/mL
ascorbic acid.
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Figure 2. Cyclic voltammogram of CI-958. The working
electrode was of glassy carbon, and the supporting elec-
trolyte was phosphate buffer containing triethylamine and
acetonitrile.
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Figure 3. Chromatograms from dog plasma, compared to
standards,
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Notes

A cyclic voltammogram of CI-958 [F2] showed it to
be easily oxidizable at potentials above +500 mV
(vs. Ag/AgCl).

Chromatograms of mouse and dog plasma are pre-
sented in F3 and F4,

Pharmacokinetic profiles of Cl-958 in dogs and mice
are shown in F5 and F6,
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Figure 4. Chromatograms from mouse plasma, compared
1o standards.
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Figure &. Pharmacokinetic profile from a dog.
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Figure 6. Pharmacokinetic profile from a mouse,
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