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The Use of Ro 4-8347 in Amenorrhea and Anovulation

W. Z. Poruisuuk, A ScHECHTER and T. KozMIixskl

The new progestational agent Ro 4-8347 was found to have two main
properties: a) a strong progestational effect primarily on the endometrium
and b) a stimulating effect on gonadotrophin secretions. These two properties
served as a basis for the clinical application of Ro 4-8347 mn 82 cases of
amenorchea and anovulation.

Material and method

The patients may be divided into four groups:

fivenep ) included cases of sterility with anorulatory cyelic mensbractions. In these
cases, the routine sterility work-up exeluded the male, tubal, peritoneal and cervieal
factors of sterility, Anovulation was dingnosed by vaginal smears, basal body tempera-
ture and endometrial biopsy. There were 33 such patients who received medication in
44 eyveles,

frency O ) Oigomenorrfien with anovelation. These were sterility patients whose only
apparent reason for sterility was anovulation. Their menstrual eyeles were irregular
and prolonged, oveurring between 3 and 12 weeks. There were 24 such cases which
received 31 eveles of treatment.

flronep o). Admenorchea, These were 9 cases of primary and 6 cases of secondary
amenorrhea, Kxcept for 2 patients, they all presented some signs of ovarian funetion,
e, estrogenic activity in their vaginal smear and withdrawal bleeding following the
administration of progesterone.

fironp o b, Short-term menorvhen. These were normally menstruating, presumably
ovulating, patients who consulted us for a 4-14 days delay in their menstruation. In
10 such cases. Ro 4-8347 was given in order to induce a withdrawal bleeding and pos-
sibly ovulation.

Because of the unpredictable responge to Ro 4-8347 in these cases, treatment was
given according to one of several schedules. The “short course” consisted of a daily
dose of 4-10 me for a 2-6 day period. The “long course” conzisted of a daily dose of
2 6o myg for periods of 10-20 daxvs.

The response to treatment was evaluated by several criteria which included: the
vaginal maturation index. basgal body temperature, onset of bleeding in relations to
the thermal shift, endometrial biopsy and the occurrence of pregnancy.

Results of treatment with Ro 4-8347 (Table 1)

a) cwovulatory cycles. In 11 cases the “short course”™ of treatment was
employed. Most of these cases received 8-10 mg of Ro 4-8347 daily for 5 6
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Table 1

Cases treated with Bo 48347

Clinieal elassitication Number Number Summary of regults
of cazes  of eveles

1. Anovulation and amenorrhes
a) Anovulatory eveles. ... .. 33 44 24 (567,) ovulatory eveles
(short course 7¢/11, lony
course 17/7050)

by Oligomenorrhea ........ 23 | L0 {30,) ovulatory eveles
{short conrse SRR lonwe
conrse 5010
12 withdewal bleeding
) Amenorrhea ... 17 211 2{10,) ovulatory eveles
0 withdrawal bleedings
7 inereased estrone activi-
Lies
) Short-term amenorrhen .. 11} 110 A withdrawal bleedings
20 Normal eyelic menstruation 16 15 4 delaved ovulation
i suppressed ovalations
(BB
3. Meno-metrorrhagia .o 0. 12 12
4. Menopanse ..o, 7 Fl
G, O0thers oo (3 0
Total 123 T4

davs, The treatment was begun usnally on davs 1011 of evele, when signs
of moderate to marked estrogenie activity were present. Here we relied
vreatly on the cervieal mucus arborization as a convenient, quick, clinical
test.

In 22 cases with 33 treatment cveles, the “long course” of treatiment was
cmploved. This consisted of 2-6 mg daily for 10 20 davs. In T cases treat-
ment began on dav 5 of the evele and lasted 20 davs. Otherwise treatment
started on davs 10 14 of evele and lasted for 10-11 davs. The results i terms
of ovulation were more or less the same in the 3 tvpes of treatment,

“short course™: 7 out of 11 ovulated (60°,)

“Long course”, starting on day 5 4 out of 7 ovulated (57°,)

starting on dav 10-14: 13 out of 26 ovulated (H0°,)

Only one of these patients became pregnant. In the cases receiving two
courses or more of treatment, ovulation did not alwavs vecur (Table 11).

by Ofigomenorrhed. In 10 of the 25 cases of oligomenorrhea, there were
indications that ovulation ocenrred followimg Ro 4-8547. In 7 of the 10 cases
the schedule nsed was that of 4 5 mg daily for 10 14 davs starting 10 14
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days alfter the last menstrual period. In 12 cases of this group a withdrawal
hleeding set in 3-6 days after termination of treatment. In 11 out of 12
patients who had withdrawal bleeding the schedule used was the “short
course” of 10 mg for 2 5 days. One of these patients in thig group became
pregnant (Table 111).

¢} Amenorrhea. In this group there were only 2 patients who responded
to treatment by ovulating. One was a case of primary amenorrhea and one
of secondary amenorrhea. In both cases the “long course™ of treatiment was
used. In T cyeles of treatment an increased estrogenic activity was found in
vagial sniears soon after termination of Ro 4-8347 adminstration. In 9
of these cycles withdrawal bleeding took place,

) Shoit term amenorrhea. All these cases received a “short course”™ ot
Ro 4-8347. In D cases withdrawal bleeding took place 34 days after the last
day of treatment. In 1 case, which was an early pregnancy, the patient nus-
carried 5 days alter the last day ol “treatment”. This we leel, is a purely
commerdental occurrence. In the other 4 cases no bleeding or ovulation took
place up to 10 davs following treatinent. There was no correlation between
the degree of estrogenic activity and the oceurrence of withdrawal bleeding
(Table TV).

It 15 noteworthy that very few patients complained of any side-effects of
the drug. There were some who complained of vertigo and various gastrointes-
tinal svmptoms of mild nature.

L Mscnssion

[n summing up the elfects of Ro 1-8347 medication in cases of anovula-
tory cyeles, oligo- and amenorrhea, we should consider 3 types of reactions:
1. ovulation, 2. increased estrogenic activity, and 3. withdrawal bleeding,

Ovulation was induced by Ro 4-8347 1n over 509, of cases of anovulatory
cveles, in 309 of cases of oligomenorrhea and in 10%, of cases of amenocrrhea.
Most of these ovulations followed the “long course” of treatment of 4-5 mg
for 10-14 days. It 18 noteworthy that only in 2 cases did pregnancy follow
ovulation. Some follicular activity appears to be a prerequisite for the
oceurrence of ovulation, In fact, in only 3 cases did ovulation follow Ro
4-8347 medication with a vaginal smear of less than 109, superficial cells.

All this points to the ability of Ro 4-8347 to induce increased gonado-
trophin secretion, especially luteinizing hormone. Further evidence of this
stimulatory effect may be found in the eases of amenorrhea in which an
mereased estrogenic activity was observed shortly after Ro 4-8347 medica-
tion. We have been emploving short progesterone treatment of 100 mg intra-
muscularly, in cases of oligomenorrhea resulting in an oceasional oceurrence
of ovulation. However, the desired response was not always a recurrent one,
and we have no eriteria for predicting the outeome of this treatment. Similar
observations have been reported by other authors. The only prerequisite
for a positive response has been a strong estrogenic activity as expressed by
a strongly positive arborzation test of cervical mueus.
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The Ro 4-8347 induced ovulation also i cases with minimal estrogenic
activity. However, the response to its administration was both unpredict-
able and non-recurrent. A rational approach to treatment with Ro 4-8347
will be possible onlv when the precise mechanism of its activity 18 made
clear,

The relatively low pregnancy rate, 2 in 37 ovulatory cycles, was dis-
couraging. This may be improved by a more repeated use of this retrosteroid.
We have not seen any case of ovarian overstimulation syndrome following
treatment with retrosterod.

Summary

The retroprogestational agent IRo 4-8347 was given in 85 cases of amenor-
rhea and anovulation 1in various dose schedules.

In 33 cases of anovulatory cyelic menstruation Ro 4-8347 induced ovula-
tion 1n 24 out of 44 cycles of treatment (56°%;). Of 25 cases with oligomenor-
rhea, ovulation was induced in 10 out of 31 cveles of treatment (309,) and
of 17 cases of amenorrhea, 2 ovulatory cyeles were obtained 1n 20 cyceles of
treatment. Only 2 patients of this series became pregnant following treat-
ment.

The “long course” of treatment consisting in the administration of 2-6 mg
daily for 10-20 days gave better results than the “short course” of 4-10 mg
daily for 2-6 days.

No case of ovarian overstimulation has been observed following treatment,
and other side-effects were minimal.
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