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Conclusions
E. DiczravLusy:

Ladies and Gentlemen,

| was asked to malke specific comments, but 1 do not feel particularly
qualified, since 1 could not be present vesterdav, So [ woulidl rather like
to make some very general comments,

I would like to draw vour attention to a speech of gome couple of months
ago. Mr. MeNamara, the President of the World Bank, delivered an address
at Notre Dame University in which, among others, he urged that the World
Bank should start supporting research on human reproduction, It is esti-
mated that by the mid Thies the costs of such research will be around 150
million dollars per vear not including the costs of the pharmaceutical in-
dustry.

Now, histening to the discussions this morning, it was quite obvious to
me that this is indeed a major field in which a lot of effort is needed. You
kunow that the industry 18 trving to develop fertility regulating agents which
will regulate and modify fertility in both directions. You may wonder why
the progess 1s so slow, Well, one reason is that the mode of action of these
fertility regulating agents is incompletely comprehended. This applies to
the various types of oral contraceptives just as well as to clomiphene. The
other reason is that it takes a very long time to have adequate clinical and
pharmacological studies and to derive a concept of what a new compound
really does. Manv companies in the States caleulate that it takes them be-
tween seven and nine vears to develop and put on the market a new produet.
Now, if vou think back to the meeting of this group a year ago and try
to compare what was then the state of affairs concerning this very interesting
compound, i.e. the Ro (-8347 compound, and what it is now, I think it s
fair to say that the main difference is that the indications have been nar-
rowed down. However, the optimism which prevailed a vear ago, let’s say
concerning the treatment of severe cases of amenorrhoeas, 18 perhaps less
marked today. [ think, however, that it is very important before we part
to try to get an objective assessment of where we stand. What does this
compound do and what does it not? 1 would like to suggest to Professor
LuNENFELD that he sheuld try to give us his views on this subject before I
ask Professor FErIN to close the session.



B. LUNENFELD:

Professor Diezranusy s tryving to stimulate me to give a provocative
summary on the effeets of Ro 4-8347 on the basis of the numerous reports
presented at this Syimposium. This is not an easy task due to three main
handicaps:

a) Coneepts on the regulation of the menstrual cycle are not so clear as
thev may seem at a superficial glance,

b} Classification of digsorders of the menstrnal eyvele and classification of
patients into the different categories are still rather empirical.

¢) Actions of fertility promoting agents in general are mmcompletelv com-
prehended.

It might be worthwhile to discuss these handicaps in the light of this
Svimposium before we attempt to summarize and draw our preluminary con-
clugions on the clinical effects of Ro 4-8347.

The role of gonadotroping in the induction of ovulation, at least from the
qualitative poimt ol view, seems rather clear. It 18 therefore not surprising
that when treating hyvpogonadotropic amenorrheie patients a pregnancy
ate of above 709, can be attained. The moment one attempts induction of
ovulation with gonadotropins, in patients who are capable of producing and
releasing gonadotropns, the pregnancy rate drops to 339, Also the number
of courses necessary for [_u'elf__{nalﬁt}-' imereases from 3 in the hvpogonadotropic
aroup to 6 in the second group.

This illustrates clearly that, in the absence of endogenous gonadotropic
action, one can induce ovulation with surprising case. On the other hand,
the presence of endogenous gonadotropins directly or indirectly interferes
with such treatment and reduces its efficiency significantly.

During the first part of this Symposium it became evident that the regula-
tion of gonadotropic release is not vet fully understood. Although probably
nudevele LED stimulation 1 responsible for the final maturation ol the
follicle, ovulation and corpus luteum function, the available data do not
permit final conclusions as to the mechanism of the mideyele release of LH.

The long discussion on the existence of a midevele FSH peak seems to be
resolved and the majority of anthors believe in the evidence of 1ts existence.
As to its role, no experimental data exist, and the mechanism through which
it 15 released is uncertain.

It was with pleasure that we ascertamed during this Svinposium that a
number of excellent groups (BrrrExporr: Scuminpr-Eiymesporer; HoHL-
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wrEC and Maver; Kerver: Ferin and THomas: Brosrn; SraMy, ZArRo

and GeErnarp: Maxcuso and Moxera) are investigating the effects of

progestational and estrogenic agents on the control of gonadotropins.

The aim of such basic research is not only to evaluate the role of naturally

occurring hormones m gonadotropie regulation, but also to correlate their

structure to funetion, It is this kind of research that will ultimately permit
the preparation of “tailor made™ agents for specific therapeutic prohlems.

Ome of the essential features of hormone action is that, once it has exerted
its effect on the target organ or organs, it is removed or inactivated ; how-
ever, the effects of free and bound hormones, conjugates and metabolites
are not fully understood today.

The papers during this meeting which discussed conjugation, metabolism
and fate of naturally occurring hormones and of synthetic steroids such as
Ro 4-8347 were, therefore, of great importance (BREUER; LAURITZEN;
Lunenvknp, KraieM and REICHERT; ADLERCREUTE, JANNE, LAATIKAINEN,
LinpstroM, LrvkkaiNey and Viako; Darraca; Davrunt and GreisracH).
Such data will probably help in our overall understanding of regulatory
processes,

The knowledge of a certain action of naturally oceurring hormones or a
svnthetic compound sometimes makes one forget that such materials have
many other actions. A good ovulation inducer, for instance, which will have
a negative effect on cervical mucus may be of little use, since although the
patient will ovulate, she will not become pregnant. The multiple actions of
progestational agents were well illustrated by Oprniap’s paper,

Bv the time we have heard the first part of the Syvmposiom we were
surprisingly well equipped with data on the chemistry. metabolism and
fate of Ro 4-8347. but realized our limitation in the knowledge of re-
productive processes. It could therefore not surprise anyvone of us that the
clinical information which was submitted to us was not uniform, that results
-aried between different authors and that some may have questioned the
progress achieved between our first meeting last vear and today. This,
I think, was the tune of Prof. Diczrarnusy’s comments, But what did the
results really show ug?

1. Practically all papers agreed that Ro 4-8347 was a potent progestational
agent that in the presence of endogenous estrogenic activity will provoke
menstruation.

2. Side effects common to most gestagens were not mentioned for this com-
pound during this meeting.

3. Sinee this compound provokes no hyperthermic effect and no metaboliza-
tion to pregnaneciol, it does not interfere in clinical and laboratory n-
vestigations.

4. Ro 4-8347 will be a potent regulator of the menstrual evele in a number
of groups of patients with menstrual trouble.

5. In the usnal dosage scheme Ro 4-8347 will not inhibit ovulation in
normally ovulating wonien.
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6. In the usual dosage scheme used. Ro 1-8317 will not inlibit vonadal
function.

7. No general agreement was obtained on the action of Ro 4-8347 on gonado-
tropins.

(Jramm, Zarro and GeErparp concluded that the compound provokes
LH release, Mancuso and Moxera believe that the compound has a
thirect stunulatory effect on release and/or production of both FSH and
ILH. HarpLer found stimulation with an 8 mg dosage, and also that with a
smaller dosage apparently stimulation of gonadotropie activity may oceur.
KRELLER found that in some of the treatment phases there was a shght
ierease of LH activity, but concluded that the compound generally pro-
voked no significant alterations e the LH exeretion pattern. Ferix and
Tromas found no stimulatory action on LIL)

These diserepancies are not gpecific to this conipound ; the same problems
have arisen with many compounds, even such known compounds as estrogen,
Depending on the specific case, dose, duration and time of application,
different effects can be obtained.

It can therefore be concluded that Ro 4-8347 fulfils all requirements of
a potent progestational agent, having the advantage that it produces no
hyperthermia, practically no side effects, and due to its lack of an inhibitory
action on gonadotropins can be used on a long-term basis,

It is furthermore a evele regulator, inducing regular menstrual periods,
and possibly stimulates ovulation i certain ill-defined normogonadotropic
patients. The types of patients who would [it this category are young girls,
unmarried women apd married women not over-anxious for pregnancy, with
menstrual disorders.

With further know-how on regulatory processes, and better definition of
disease, defined groups of patients might be found which would respond by
ovulation when given this material in the right dose, at the right time and
for a correct periol,

It 13 my hope that | have summarized my views on this compound both
from what we heard during this Symposium and from our own experience.
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J. FERIN

I fully agree with what has just been said by my friend, Professor Luxmx-
FELD. But [ am supposed to make closing remarks which I hope can be
acdopted by the majority of us.

Ro 4-8347 doubtless 1s a progestational agent, 1.e. a compound which hke
progesterone 1s able to induce the secretory transformation of the estro-
genic primed endometrium in the ovariectomized woman, In this connee-
tion it 1s approximately twice as potent as dydrogesterone, in my experience,
Furthermore, like progesterone this compound can promote the release of
LH and probably also of FSH. On the other hand, this compound can also
depress the release of these two factors. The quality of its effect 1s very
dependent on the dose, on the duration of administration, on the precise
tuming of its administration during the evele and also on the ovaran
follicular status at the beginning of treatment. However, though Ro 4-8317
i an interesting potential ovulation stimulator, its efficacy in this respect
15 hmited and not equivalent to the efficacy of clonuphene.

. Diczranusy:

Ladies and Gentlemen,

[t remains only that I should thank all the participants and all the mem-
bers of the audience: I would hke to thank especially all of the speakers for
their collaboration. The session is elosed.
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