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Fig 1. HPLC chromatograms of human serum.
(2) Blank serum; (b) Serum of patient recei-
ving 200 mg of danazol b.i.d, Column:
YWG C18, 10 um (150x 4.6 mm id); Mobile

C(ng/ml)

Fig 2., Standard curves of I, II, IIl in serum.
I. Danazol; II, 2-Hydroxymethylethisterone;
1I1. Ethisterone; I S. Chloromadinone.

phase: methanol-water (74:26); Flow rate: 1
ml/min; Detection wavelengths: 240 nm and
285 nm with maxplot. I. Danazol; II. 2-Hy-
droxmethyl ethisterone; III. Ethisterone; I S.
Chloromadinone.
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34 10.0, 25.38 F111.15 ng/ml,
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438.00 ng, I150,75~812.00 ng F1 11T 14,99~428,40 ng, Mm&Brhig 0.5 ml BAFH LR S
FAE, LA/ A SHRECIER (B 2), BREIRFBAMERREA: 11y=28.0481x107%x
—0.0617, r=0.9998, II: y=4,9516x1073x—0.1636, r=0.9928, III:y=5.7548x107%x
—0.0651, r=0.9980,
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A1 99.04%, I1: 63.17%, II: 96.08%.

Tab 1, Recoveries of 1, ll, and 11l from serum

Added Recovered
Samples (ng/ml) (mean+SD;n=5) Recovery(%) CV(%)
ng/ml)
50.75 49.75+ 1.82 98.02 3.66
I 101.50 99.27% 4.50 97.78 4.53
203.00 200.934 6.54 98.98 3.25
406.00 411.53+13.30 101.36 3.23
101.50 58.30% 5.89 57.44 10.11
i 203.00 127.07+14.70 62.60 11.58
406.00 260.51+22.33 64.16 8.57
812,00 556.08 124,27 68.48 4.37
55.80 50.17% 6.44 89.92 12,84
1 111.60 107.34+ 8.16 96.18 7.60
223.20 223.07+12,13 99,94 5.44
446.40 438.68+11.2 98.27 2,55

I. Danazol; 11.2-Hydroxymethylethisterone; III. Ethisterone.
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Tab 2, Precision of the method (n=5)
Sample
Compound Added Recovered SD CV(%)
(ng/ml)
50.75 49.75 1.82 3.66
I 203,00 200.93 6.54 3.25
406.00 411.53 13.30 3.23
o 101,50 58.30 5.89 10.11
Within-Day 11 406.00 260.51 22.33 8.57
812.00 556.08 24.27 4,37
I 55.80 50.17 6.44 12.84
223.20 223.07 12,13 5.44
446.40 438.68 11.10 2.55
50.75 45.70 3.48 - 7.62
1 203,00 202.05 5,42 2.68
408.00 406.86 29.35 7.21
101,50 58.73 2,13 3.62
Between-Day 1 406.80 293.97 19.79 6.7
812.00 599.73 60.66 10.11
I 55.80 48.68 5.33 10.95
223,20 240.36 13.82 5.75
446.40 464.62 46.78 10.06
I, II and III. See Tab 1,
Tab 3. Serum levels(ng/ml) of 1 and II in a female patient following
oral administration of I 200 mg b i d for 3 months
Hours after mornin
dose & Day 1 Day 7 Day 14
I 11 1 11 1 IT
0 0 0 0 373.84 0 428.89
1 0 0 0 355.20 0 519.58
2 83.97 0 66.63 391.50 51.10 451.60
4 44.62 0 45.57 270.82 68.05 459.08
8 0 92.08 " 84.33 588.44 67.84 520.24
12 0 170.52 50.48 326.61 0 289.46
24 0 218.18 33.25 317.16 0 279.18
Day 21 Day 28 Day 56
o I it I il I il
¢ - 406,59 104.29 732.18 | 50.50 350.49
Day 98
2 I 1I
57.62 392,27

I and II. See Tab L.
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ANALYSIS OF DANAZOL AND ITS MATABOLITES IN SE-
RUM BY RP-HPLC WITH MAXPLOT UV DETECTOR

HB He, SL Sun, DL Liu and HE Zheng”*

(Depariment of Instrumental Analysis Center. Shanghai Medical University. Skanghai;  *Shanghai
First Maternity and Infant Health Institute. Shanghai)

ABSTRACT A sensitive, specific and rapid RP-HPLC method was developed
for simultaneously determining a synthetic steroid drug danazol (I) and its metabo-
lites 2-hydroxymethylethisterone (II) and ethisterone (III). A column packed with
YWG-C18, 10 um and mobile phase of methanol-water (74:26, V/V) were used to
separate CII, III and chloromadinone (I. S.). In order to get more satisfactory
sensitivity of the four compounds, the detection wavelengths were set at 285 nm and
240 nm with maxplotechnique,

The chromatographic peaks of I and II in serum were confirmed by UV spectra
and mass spectra. The results showed that the limits of detection wusing 1 ml serum
were 10 ng/ml for I, 25.38 ng/ml for Il and 11.15 ng/ml for III. Standard curves
were constructed with 1 ml serum contaning I (9.855~438.00 ng/ml), II (50.75~
812.00 ng/ml) and IIT (14.99~428.40 ng/ml), The recoveries of I, II and III from
1 ml serum were 99.04%, 63.17% and 96.08% respectively,

The method was used to profile the serum levels of I and II in a female with
endometritis receiving 200 mg of danazol b. i. d. The result showed that the con-
centration of II was 5~9 times highter than that of I,
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