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polycystic ovaries (PCO), 44 (920/u) had a withdrawal bleed 
following progestogen challenge (indicating oestrogenization) 
compared with just three (18%) of the I7 with non-PC0 (P < 
0.001). Median serum concentrations of oestradiol and 
oestrone were statistically significantly higher in the PC0 
group but the ranges overlapped widely. Of the four women 
with PC0 but oestrogen deficiency, two were hirsute and had 
evidence of a severe form of the disorder. The other two were 
not hirsute and appeared to have hypothalamic dysfunction 
associated with weight loss overriding the disorder due to pre- 
existing PCO. Compared with the non-PC0 group, the PC0 
subgroup without hirsutism (n = 31) had statistically 
significantly higher median values of LH, testosterone, an- 
drostenedione, and dehydroepiandrosterone sulphate concen- 
trations, and free androgen index. Concentrations of androgen, 
but not LH, were significantly higher still in the PC0 subgroup 
with hirsutism (n = 17). 

Variations of luteinizing hormone serum concentrations after ex- 
ogenous human chorionic gonadotropin administration during 
ovarian hyperstimulation 
Demoulin A; Dubois M; Gerday C; Gillain D; Lambotte R; 
Franchimont P 
Department of Obstetrics and Gynecology, Hopiral de la 
Ciradelle. I, Boulevard du I2e de Ligne, 4000 Liege. BEL 
FERTIL STERIL 1991 55/4 (797-804) 

Changes in luteinizing hormone (LH), estradiol, and pro- 
gesterone serum levels before and after preovulatory ad- 
ministration of human chorionic gonadotropin (hCG) were 
assayed in 30 patients stimulated with clomiphene citrate (CC) 
and human menopausal gonadotropin (hMG) and compared 
with LH variations in 43 patients submitted to pharmacological 
hypophysectomy with a gonadotropin-releasing hormone 
agonist (GnRH-a) and stimulation with hMG. In CC + hMG- 
treated patients, an endogenous LH surge occurred 
systematically 4.25 f 2.75 h after hCG injection. 
Multiparametric analysis indicated an inverse correlation be- 
tween the delay in the initial rise of the LH surge and the in- 
crease in P levels during the 6 h after hCG administration. 
Gonadotropin-releasing hormone agonist + hMG treatment 
did not lead to an LH surge after hCG but to a significant fall 
in LH levels. Thus, exogenous hCG, administered before ovula- 
tion, induces an endogenous LH surge if pituitary function is 
not blocked by a GnRH-a, probably through an increase in P 
secretion. 

Abnormal pattern of luteinizing hormone pulsatility in women 
with epilepsy 
Bilo L; Meo R; Valentino R; Buscaino GA; Striano S; Nappi C 
Clinica Neurologica. 2a Facolta di Medicina. Universita di 
Napoli, Via Sergio Pansini 5. 80131 Napoli, ITA 
FERTIL STERIL 1991 55/4 (705-71 I) 

Dysfunction of the hypothalamic-pituitary-ovarian axis in 
epileptic females has been suggested in the latest years. To fur- 
ther elucidate this issue, we assessed reproductive endocrine 
function in IO normally cycling, drug-free epileptic women and 
in 5 normal controls, evaluating the basal hormonal profile and 

luteinizing hormone (LH) pulsatility in the midfollicular phase. 
Luteinizing hormone pulse frequency was significantly higher 
in epileptic women with a consequent reduction of the LH in- 
terpulse interval. We suggest that epilepsy may interfere with 
the functional activity of the gonadotropin-releasing hormone 
pulse generator. The pathogenetic mechanisms for this phe- 
nomenon may be the spreading of paroxysmal activity within 
the hypothalamic areas or, alternatively, a neurotransmitter 
dysfunction giving rise both to the seizure disorder and to the 
abnormal LH pulsatile pattern. 

Luteinizing hormone responses to gonadotropin-releasing hor- 
mone and naloxone in menstruating women with type I diabetes 
of different duration 
Coiro V; Volpi R; Capretti L; Speroni G; Castelli A; 
Chiodera P 
Chair of Medical Clinic, University of Parma. Via Gramsci 14, 
43100 Parma, ITA 
FERTIL STERIL 1991 55/4 (712-716) 

Luteinizing hormone (LH) responses to gonadotropin- 
releasing hormone (GnRH) (100 gg injected intravenously (IV) 
or naloxone (4 mg injected plus 8 mg infused in 2 h IV) were 
evaluated in 29 women with insulin-dependent diabetes 
mellitus (IDDM) (duration, group I (n = 15): < IO years, 
range 3 to 9 years; group II (n = 14): > IO years, range I I to 
20 years) and in 15 normal controls, on the 22nd days of nor- 
mal menstrual cycles. Both GnRH- and naloxone-induced LH 
responses were similar in group I diabetics and normal con- 
trols, whereas they were significantly lower in group II than in 
group I diabetics or normal controls. Positive correlations were 
found between LH responses to GnRH and naloxone, whereas 
negative correlations were observed between maximal LH 
peaks in response to GnRH or naloxone and duration of diabe- 
tes. These data indicate that a hypothalamic pituitary disorder 
affects LH secretion with time after the onset of IDDM. 

Treatment of hirsutism by an association of oral cyproterone ace- 
tate and transdermal 17&estradiol 
Jasonni VM; Bulletti C; Naldi S; Di Cosmo E; Cappuccini F; 
Flamigni C 
Reproductive Medicine Unit, University of Bologna, Via 
Massarenii, 13, 40138 Bologna, ITA 
FERTIL STERIL 1991 5514 (742-745) 

Twenty-four hirsute women were treated with an inversal se- 
quential scheme of cyproterone acetate, 50 mg/d by oral route 
from the 1st to the 15th day of the menstrual cycle, along with 
100 pg/24 h of 17&estradiol transdermally administered from 
days I to 21, for nine cycles at weekly intervals. The acne and 
seborrhea as well as hirsutism showed a significant improve- 
ment in all subjects studied. The plasma testosterone and 
dehydroepiandrosterone sulfate decrease from I.5 f I .3 ng/mL 
and 6.9 & 1.3 &mL to 0.5 f 0.03 ng/mL and 2.7 & I.7 
&mL, respectively. Similar values were observed in subjects 
with idiopathic hirsutism during the treatment. The metabolic 
parameters, as well as the plasma levels of sex hormone-binding 
globulin, appeared unaffected by the therapy. Furthermore, the 
luteinizing hormone and follicle-stimulating hormone secretion 
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was strongly inhibited from the first cycle of treatment. In con- 
clusion, considering the good clinical results and the avoidance 
of any hepatic effect, this association should be taken into ac- 
count in the treatment of hirsutism, especially in case of oral 
estrogen intolerance. 

Induction of hypothalamic opioid activity with trsnsdermal 
estradiol administration in postmenopausal women 
D’Amico JF; Greendale GA; Lu JKH; Judd HL 
Department of Obstetrics and Gynecology. UCLA School of 
Medicine, IO833 LeConte Avenue, Los Angeles, CA 90024, USA 
FERTIL STERIL 1991 5514 (754-758) 

The effects of estradiol (Ez) administered by a transdermal 
system on the induction of hypothalamic opioid activity was 
examined in 18 postmenopausal women. Women were given 25, 
50, 100, or 200 ag/d dosages of E, for 28 days each. Naloxone 
at a dosage of 2 mg/h was infused intravenously for 4 h, and 
serum was obtained every 15 min for 6 h. With increasing 
doses, rises of serum E, and estrone were elicited across the 
range seen in premenopausal women. A stepwise reduction of 
luteinizing hormone (LH) levels was observed with increasing 

dosages of E,. The naloxone infusions resulted in significant 
increases of LH when E, was being given but not during the 
pretreatment studies. These data indicate Es, in physiological 
concentrations, induces hypothalamic opioid activity. 

Vascular resistance of uterine arteries: Physiological effects of 
estradiol and progesterone 
De Ziegler D; Bessis R; Frydman R 
Department of Obstetrics and Gynecology, Hopital A Beclere, 
157 rue de la Porte de Trivaux, Clamart 92141, FRA 
FERTIL STERIL 1991 55/4 (775-779) 

To determine if reproductive hormones played a role at 
physiological levels on vascular resistance of uterine arteries, 
we studied young women having inactive ovaries who received 
exogenous estradiol (E2) and progesterone (P). Six women, 
ages 27 to 36 with absent or nonfunctioning ovaries, received 
transdermal E, and vaginal P after a 28-day replacement 
regimen duplicating E, and P levels seen in the menstrual cy- 
cle. Vascular resistance of uterine arteries was evaluated before 
treatment (baseline), on days 13 to 14 and on days 26 to 27, 
using transvaginal pulsed Doppler combined with realtime im- 
aging. Doppler waveforms were analyzed by the pulsatility in- 
dex (PI). Baseline evaluation showed narrow systolic Doppler 
flow waves with a PI of 5.2 * 0.4, mean f SEM. On cycle day 
13, Doppler waveforms showed a marked broadening with 
uninterrupted diastolic flow indicative of a profound decrease 
in vascular resistance. This was reflected by a significant 
decrease in PI to 1.3 f 0.3, mean f SEM. Doppler 
measurements made on days 26 to 27 showed no significant 
change. Our results indicate that at physiological levels, E, af- 
fects vascular resistance of uterine arteries. This represents a 
new parameter of estrogen action, readily measurable by a 
noninvasive technique that, in the future, may help for assess- 
ing the efficacy of various estrogenic treatments. 

Estrogen and coronary heart disease in women 
Barrett-Connor E; Bush TL 
Department of Community and Family Medicine, University of 
California-San Diego, La Jolla, CA 92093-0607, USA 
J AM MED ASSOC 1991 265114 (1861-1867) 

We review herein the evidence that estrogen is protective 
against the development of cardiovascular disease in women. 
To our knowledge, no studies in women have looked at endoge- 
nous estrogen levels as predictors of cardiovascular disease. 
Studies of surrogate measures of endogenous estrogen such as 
parity, age at menarche, and age at menopause have provided 
inconsistent results. Current use of oral contraceptives in- 
creases risk in older women who smoke cigarettes, but most 
studies of past use show no increased risk. Most, but not all, 
studies of hormone replacement therapy in postmenopausal 
women show around a 50% reduction in risk of a coronary 
event in women using unopposed oral estrogen. These impor- 
tant observations need to be confirmed in a double-blind, ran- 
domized clinical trial, since the protection is biologically 
plausible and the magnitude of the benefit would be quite large 
if selection factors can be excluded. 

Characteristics of ovarian follicular development in Norplant 
users 
Shoupe D; Horenstein J; Mishell DR Jr; Lacarra M; 
Medearis A 
1240 North Mission Road, Los Angeles, CA 90033, USA 
FERTIL STERIL 1991 55/4 (766-770) 

Daily transvaginal ultrasound (US) scanning of the ovaries 
to assess follicular development and daily blood sampling were 
performed on 19 Norplant (Leiras, Turku, Finland) subdermal 
contraceptive implant users who had regular menstrual cycles 
and on 10 normally cycling women. Three groups were iden- 
tified in the implant users based on US finding. Six (31.6%) of 
the implant users had US findings that were consistent with a 
normal ovulatory pattern. However, their mean peak luteiniz- 
ing hormone levels and peak midluteal phase progesterone (P) 
levels were significantly lower than control values. Eleven 

(57.9%) users had persistent follicles, and 2 users (10.5%) had 
no follicular development. These data suggest that after 2 to 4 
years of use, about one third of Norplant users with regular 
bleeding patterns may ovulate but most have deficient luteal P 
levels. In this small study, the presence of persistent follicular 
enlargement in implant users was common. 

Characterization of subendometrial myometrial contractions 
throughout the menstrual cycle in normal fertile women 
Lyons EA; Taylor PJ; Xin Hua Zheng; Ballard G; Levi CS; 
Kredentser JV 
Department of Radiology, Health Sciences Centre, 820 Sher- 
brook Street, Winnipeg, Man R3A IR9, CAN 
FERTIL STERIL 1991 55/4 (771-774) 

The objective was to study the characteristics of 
ultrasonographically detected subendometrial myometrial con- 
tractions. The contractions were evaluated by 328 ultrasound 
scans throughout the menstrual cycle. Reproducibility of these 
findings were studied in consecutive cycles. Eighteen healthy 
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