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Subject characteristics

T Age Weight Height Quetelet’s .
Group [reatment (years) (kg) (cm) Tndex Parity
1 NET-EN50mg 30.8 52.5 159.8 20,5 1.2
+EVsmg (28,0—34.0)(47.1—58,5)(157.7—162,0)(18,7—22,6)(0.9—1.6)
n=3y
2 NET-EN25mg 28.1 53.4 \ 160.6 20,7 1.0
+EV (25,9—30,6)(47.0—60.7)(156.2—165.2) (18,8—22,8)(n=7)
2,bmg
3 NET-ENsomg 28,8 51,° 160.6 19.8 1.1
(25.2—33,0)(47,4—55,3)(157.2—164,4)(18,4—21,3)(0,9—1,4)
(n=7)
4 NET-EN25mg 29,7 54,9 162.3 20.8 1.1

(27.3~32,4)(47.7—63.2)(158.2—166.5)(18,.4—23,6)(0.9—1.4)

(n=7)
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Table 2. Pharmacokinetic parameters of NET after im injection
of NET-OEN alone and in combination with estradiol
valerate
Group Tmax Cmax Ke T/, Te< 0,335 AUC
(day) (amol/l) (day~ ') (day) (day) (nmol-day /1)

1 4.8 15,90 0.0381 18,2 92,0 314.3
(3.3—7.0) (11,76—  (0.0322— (15.4— (79.2—  (243.6—
21.51) 0.0451) 21.5) 106.9) 405,7)

2 - 4.4 7.88 0.0452 15,3 66.6 156, 7
(3.6—5.4) (5,55~ (0.0315—  (10,7— (47.6— (98,8—
11.20) 0.0648) 22.0) 93.1) 248.6)

3 6.7 12,58 0.0368 18.8 91.7 276.9
(4.6—9.7) (9.73— (0.0267—  (13.6— (70.6~—  (220,7—
16.27) 0.0508) 25.9) 119.0) 347 4)

4 3.4 8.01 0.0497 3.9 60.8 133.9
(2,1—5,4) (4,83— (0.0357—  (10,0— (43.9— (92,0--
13,27) 0.0692) 19.4) 84.2) 195.0)
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Table 3. The first endogenous estradiol peak (pmol/l)
after discontinuation of treatment
Group Days after Peak level Segments with
third injection ovulatory-like
progesterone
1 52 (40—67) 827(458—1495) 1/8
2 41 (32-—54) 890(548—1448) 4/8
3 49 (40—60) 1231 (839—1807) 1/8
(n=1) (n=1)
4 15 (7—35) 836 (571—1222) 2/8
Table 4. First ovulatory estradiol peak following discontinuation

of treatment

Group Segments with

ovulatory-like
estradiol peak

Days after

thirp injection

Peak level
(pmol/l)

First day of

normal proges-
terone rise

1 4/8 73 (59—91) 857(189—3881) 76 (62—94)
2 6/8 49 (35—68) 713(507—1002) 53 (39—71)
3 4/8 60 (41—88) 678(315—-1461) 64 (44— 92)
4 6/8 43 (29—63)  914(347—2410) 48 (34—68)
Table 5, Mean HDL-cholesterol levels (nmol/l)
Group Control Third First month Second morrith  Third month
cyele dose follow up follow up follow up
1 1,009 0.798 0.798% 0.911 0.916
(0.864— (0.648— (0.680— (0.737— (0,757—
1.179) 0.982) 0,935) 1.126) 1,109)
2 1,056 0,854 1,044 0.960 0.973
(0.809— (0,722— (0,872— (0.789— (0.695—
1.379) 1,010) 1,248) 1.168) 1,362)(n="7)
3 1,016 0,981 0.869 0,952 1,005
(0.820— (0.862— (0.726— (0.690— (0.955—
1.258) 1.117) 1.041) 1,118) 1,057)
4 1,128 0,964 0,951 0.978 1,083
(0.878— (C.740— (0.707— (0.964— (0.884—
1.451) 1.257) 1,280) 0,092) 1.528)
¥ P <0.05 T
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PHARMACOKINETICS/PHARMACODYNAMICS OF DIFFERENT
DOSES OF NORETHISTERONE OENANTHATE ALONE OR IN
COMBINATION WITH OESTRADIOL VALERATE

SANG Guo-Wei, GIE Jun-Li, LIU Xin~-Hua, SHAO Qing-Xiang,
ZHAO Xiu-Ju, MAO Shu-Meij*

(Zhejiang Academy of Medicine, Institute of Family
Planning Research ,Hangzhou)
(First Municipal Hospital of Hangzhou., Hangzhou ,China)*

ABSTRACT 32 healthy women with regular menstrual cycles were
enrolled and randomly allocated to one of four treatment groups,
Group 1(n=8) received norethjsterone oenanthate (NET-OEN) 50mg and
oestradiol valerate (EV)smg: Group 2 (n=8)recived NET-OEN 25mg and
EV 2.5mg; Group 3 (n=8) received NET-OEN 50mg alone and group 4
(n=8) received 25mg of NET-OEN alone, Subjects were followed for
one control cycle, three treatment months and for two months post treat-
ment, During the third treatment cycle and to following up cycle
blood samples were taken from each volunteer three times a week {or
the measurement of serum norethisterone (NET), progesterone and oes—
tradiol levels, The time after injection to reach peak levels of NET
were 4.8, 4.4, 6,7 and 3.4 (Geometric mean) {for group | 2, 3and 4,
The mean peak plasma values of NET 15,9 7.88, 12,58 and 8,01 nmol/]
for group 1, 2, 3and 4, There were significant individual differences,

L)

n

The mean t1; of apparent elimination of NET were 18,2, 15.5.° 18.8 and
13,9 days, respectively, At the 30th day after injection, the mean
circulating plasma NET levels were still 2_75. 1,35, 2.48 and 1.39 nmol
/1. The pharmacokinetic profile of NET is not significantly altered by
combination with EV, |

The mean exogenous estradiol peak values were 1520 and 954 pmol/l
in group 1 and 2 ,respectively, The result suggested that the dosage of
EV can not be reduced further, In group 1. 2, 3 and 4, the endogonous
peak of estradiol occurred 52. 41. 29 and 15 days after third injection
The {irst progesterone peak recorded on 76. 53, 64 and 48 days post
treatment in group 1,2,5 and 4, The ovulation rate returned during the
two months following the third injection interval were 4/8, 6/8, 4/8 and
6/8 in group 1,2, 3and 4 ,suggesting that the suppression of ovulation and
luteal function was prolonged after combinating EV,



The analysis of bleeding patterns showed better cycle control in wo-
men who had received the combined preparations compared with those
receiving NET alone, There were no significant changes in HDL choles=
terol aftetr the treatment, except in group 1 during the first follow-up
month, However,the values returned to normal one month afer stopping
of treatment,

KEY WORDS norethisterone oenanthate; oestradiol valerate, pharma-
cokinetics; pharmacodynamics; menstrual bleeding pattern

(manuscript accepted on August 15, 1985)
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