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Dr. Eugenia Rosemberg received training in anatomy, medicine, and

pediatrics in her native Argentina, and subsequently went to Johns Hop-

kins University for a pediatric endocrinology fellowship. In this fashion,

Dr. Rosemberg extended her energy and research skills to a second con-

tinent at the commencement of her world-wide contributions in repro-

ductive endocrinology and andrology. After initial work on the adrenal

during the subsequent few years, she then began work in her area of

major productivity: the field of human pituitary gonadotropins. Her ini-

tial studies with last year’s distinguished andrologist, Alexander Albert,

as well as with other eminent endocrinologists, represented the beginning

of a fruitful collaboration that extended over several decades in this field,

and are so important for our understanding of reproductive endocrinology

and andrology. Her contributions to the assay and characterization of
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gonadotropins and the development of accurate relative potency esti-
mates of gonadotropins were prime factors in the eventual standardiza-

tion of all gonadotropin work. The development and availability of in-

ternational standards for gonadotropins became possible because of the

work that Dr. Rosemberg and her collaborators performed during the late

1950’s and the early 1960’s.

Because of these studies, Dr. Rosemberg was chosen to supervise the

gonadotropin aspects of the National Pituitary Agency of the NIH, first

as secretary and then, in 1969, as chairman of the subcommittee on go-

nadotropins, an activity which she continues today.

The recognition of the impact of her contributions in the field of repro-

duction led to her appointment in 1970 as Chief of the Contraceptive

Development Branch of the Center for Population Research at the Na-

tional Institutes of Health. During this brief but critical period, she was

instrumental in recruiting to the Branch many of the people who are con-

tributing so greatly to this broad field and, specifically, to andrology.

Through all this, Dr. Rosemberg has continued a most productive per-

sonal research activity, collaborating in Argentina, the United States, and

throughout the world on various aspects of gonadotropins, pubertal de-

velopment of the testis, and testicular function. Her base of operations dur-

ing this period-except for the above noted NIH stay-has been Worces-

ter, Massachusetts, where for the past 20 years, she has been Research
Director of the Medical Research Institute of Worcester. Her current po-

sitions also include Research Professor at the University of Massachusetts
Medical School and Director of Medical Research at the Worcester City

Hospital.

It is not surprising, therefore, that with these broad interests and her

involvement in research and organizational activities, she had the fore-

sight to recognize the importance of the development of an andrology

society and became, with several others, one of the prime movers and
planners in the founding of the American Society of Andrology. Rather

than stopping after these accomplishments, she was then instrumental

in insuring the development of our Journal of Andrology, serving as chair-

man of the publications committee during the vital initial years.

Dr. Rosemberg’s accomplishments have been acknowledged in many

ways-by appointment to editorial boards of many journals, by election

to the vice-presidency of the Endocrine Society, and by recognition as

distinguished member of more societies than one can easily enumerate.

The tribute of the American Society of Andro!ogy to Dr. Rosemberg

focuses on her activities in this field. Her pioneering research into the

assay and action of gonadotropins and her illuminating studies of the con-

trol of testicular function have been paralleled by a major leadership role

in the development of the discipline of andrology both here and abroad.

It is to pay tribute to Dr. Rosemberg for these accomplishments that the

American Society of Andrology is honored to present to her its Dis-

tinguished Andrologist Award for 1982.



Frgonal(hMG) and
Profasi HP (hCG)
provide complete

replacement of
pituitary function inPergonal the regulation

of male

(h1IGr). gonadal activity.

Schedule 1 (following pretreatment with

Profasi HP or other brand of hCG): One
ampule every other day.

Schedule 2 (following pretreatment with
Profasi HP or other brand of hCG): Two

ampules every other day.

Male

The only therapy
proven safe

and effective
in hypogonadotropic

hypogonadism

Now, male Pergonal (human

Menopausal Gonadotropin) is here.

Already in use in over 30

countries, its available for the first time for
males in the United States.

This represents a major break-

through in the treatment of male suhfertility

Pergonal (hMG), combined with human

Chorionic Gonadotropin (Seronos

Profasi HP or other brand) is the only

therapy for the enhancement and completion

of spermatogenesis in hypogonadotropic

hypogonadism associated with lowered

levels of gonadotropins.

Infertile men can benefit from

the same product that has been used

successfully for nearly 20 years in the

treatment of infertile vomen.
Male Pergonal (hMG). No its here.

Steroidogenic and spermatogenic male

gonadal functions are controlled by two

pituitary hormones: LII and FSH. Both

gonadotropins are needed for testosterone

production by interstitial cells and for

spermatogenic activity of seminiferous

tubules.

Male infertility attributable to

deficiency in sperm production associ-

ated with deficiency in gonadotropin

levels can be successfully treated with

human gonadotropins according to the

following schedules.

Prior to concomitant therapy with

Pergonal (hMG) and hCG, pretreatment
with hCG alone (5,000 U three times
weekly) is required for a minimum of

4 months or until testosterone levels

are normalized.

Schedule 1 is indicated for milder
forms, one ampule every other day. Should

the dosage be inadequate, switch to Schedule

2, two ampules every other day.

Regardless of the schedule employed,

treatment should be continued uninter-

rupted for 90-120 days: if results are
inadequate, additional treatment cycles

employing the same schedule may he

administered. Pergonal (hMG) and Profasi

lIP (hCG), for intramuscular use.

may he administered together in a single

injection. Once expected results are

obtained, maintenance treatment may he

initiated with 1-2 Pergonal (hMG)

ampules weekly.

Male Pergonal (hMG) is available

through your pharmacy or by ordering

directly from Serono Laboratories, Inc.

For more information, simply call us

toll-free at 800/225-5185. In Massachusetts,
617/848-8404.

cSerouo
Serono Laboratories, Inc.

Pharmaceutical Division

1! Brooks Drive

P0. Box 985

Braintree, Massachusetts 02184

‘Resulting from isolated

FSH or FSH/LH deficiencies.

Pleune cimsult hill product infonriation for Pergonal (Stiff
and Pndasi lip (SCG( before prencnhing. Pergonal (hilt;)
product ink,rmarion can be found in the btlh,wnrg page.)



PERGONAL (menotropins)
DESCRIPTION Pergonal Imenotropins) is a purified
preparation of goeadotrypins eotracted front the urine of post.
menopausal womeir. Each ampule of Pergonal cOntains 75 lU.
of follicle-stimulating hormone (FSH) activity and 75 LU.of
luteinizing hormone )LH) activity plus 10 mg lactose in a sterile.
lyophilized form

Pergonal is biologically standardized for FSH and IN (ICSH)
gonadotropin activities in terms of the Second International
Reference Preparation br Human Menopausal Gonadotropins
established in September, 1964. by the Eopert Committee on
Biological Standards of the World Health Organization.

ACTIONS WOMEN Pergonat administered tot nine to twelve
days produces ovarian tvtlicular growth in women who do not
have primary ovarian failure Treatment with Pergonal’ in most
instances results only in follicular growth and maturation. In order
to effect ovulation, hOG (human chorionic gonadotropin) must be
given following the administration of Pergonal’ when clinical
assessment of the patient indicates that sufficient follicular
maturat ion has occurred.
MEN Pergonal’ administered concomitantly with human
chorionic gonadotropin (hOG) for at least three months induces
spermatogenesis in men with primary or secondary pituitary
hypofunction who have achieved adequate masculrnization with
prior hOG therapy.

INDICATIONS WOMEN. Pergonal and human chorionic gon-
adotrupin )hCGI given in a sequential manner are indicated for
the induction of ovulation and pregnancy in the anovulatory infer-
tile patient, in whom the cause of anovulation is functional and
is not due to primary ovarian failure
MEN Pergonal with concomitant hCG is indicated for the
stimulation of spermatogenesis in men who have primary or
secondary hypogonadotropic hypvgvnadism.

Pergonal with concomitant hOG has proven effective in
inducing spermatogenesis in men with primary hypogonadotropic
hypogonadism due to a congenital factor or prepuberat hypophy-
sectomy and in men with secoedary hypogonadotropic
hypogonadism due to hypophysectomy, craniopharyngioma,
cerebral aneurysm or chromophobe adenoma.

SELECTION OF PATIENTS WOMEN- 1 Before treatment with
Pergonal is instituted, a thorough gynecologic and endo-
crinologic evaluation must be performed. This should include a
hysterosalpingogram (to rule Out uterine and tubal pathology) and
documentation of anovulation by means of basal body tempera-
ture, serial vaginal smears, examination of cervical mucus.
determination ot urinary pregnanediol and endnmetrial biopsy.
2. Primary ovarian failure should be excluded by the determi-
nation of gonadotropin levels. 3. Careful eaamioation shnutd be
made to rule out the presence of an early pregnancy. 4. Patients
in late reproductive life have a greater predilection to endometrial
carcinoma as well as a higher incideece of anonulatory disorders.
Cervical dilation and curettage Should always be done for
diagnosis before starting Pergonal (menotropins) therapy in
sucfr patients. 5. Evaluation of the husband’s fertility potential
should be included in the workup.
MEN- Patient selection should be made based on a documented
lack of pituitary function Prior to hormonal therapy, these
patients will have low testosteroire levels and low or absent
gonadotrspin levels Patients with primary hypogonadotropic
hypogonadism will have a subnormal development of masculini-
zation. and those with secondary hypogonadutropic hypogonadism
will have decreased masculinization.

CONTRAINDICATIONS WOMEN 1. A high gonadotropin level
indicating primary ovarian failure. 2. The presence of overt thyroid
and adrenal dysfunction. 3. An organic intracranial lesion such as
a pituitary tumor. 4. The presence of any cause of infertility other
than anvvulatioo, as stated in the indications, 5. In patients with
abnormal bleeding of undetermined origin. 6. In patients with
ovarian cysts or enlargement not due to pnlycystic ovary syn-
drome 7. Pregnancy.
MEN 1 Normal gonadstropin levels indicating normal pituitary
function. 2. Elevated gonadotropin levels indicating primary
testicular failure 3. Infertility disorders other than hypo-
gonadvtropic hypogonadism

WARNINGS PergonaI isa drug that should only be used by
physicians who are thoroughly familiar with infertility problems.
It is a potent gonadotropic substance capable of causing mild to
severe adverse reactions in women. In female patients it must
be used wdh a great deal of care

PRECAUTIONS WOMEN
1 Diagnosis Prior to Therapy Careful attention should be

given to diagnosis in candidates for PergunaI therapy
(See sections headed ‘Indications and ‘Selection of Patients’)

2 Overstimulation of the Ovary During Pergonal Therapy
In order to minimize the hazard associated with the occasional
abnormal ovarian enlargement associated with Pergonal-hCG
therapy, the lowest dose consistent with expectation of good
results should be used

Mild to moderate uncomplicated unarran enlargement which
may be accompanied by abdominal distension and/or abdominal
pain occurs in approaimately 20% of those treated with Pergonal
and hOG, and generally regresses without treatment within
two or three weeks,

The hyperstimulation syndrome characterized by sudden
ovarian enlargement accompanied by ascites with or without
pain and/or pleural effusion occurs in approoimately 0.4% of.
patients when the recommended dose is administered. In sludies
performed the overall incidence of the hyperstimulativn
syndrome was 1.3%

If hyperstimulation occurs, treatment should be stopped and
the patient hospitalized The hyperstimulation syndrome
develops rapidly over a period of three to foot days and generally
occurs during the two week period immediately following treat-
ment. The phenomenon 01 hemoconcentratinn associated with
fluid loss in the abdominal cavity has been seen to occur and
should be thorough!y assessed in the following manner: 11fluid
intake and Output. 2) weight, 31 hematocrit, 4) serum and urinary
electrolyles, and 51 urine specific gravity. These determinations
are to be performed daily or more often if the need arises.
Treatment is primarily symptomatic and would consist primarily
of bed rest, fluid and electrolyte replacement and analgesics
if needed The ascitic fluid should never be removed because
of the potential danger Of inlury to the onary

Hemoperitnneum may occur fronr ruptured ovarian cysts.
This is usually the result of pelvic examination. If this does

occur, and if bleeding becomes such that surgery is required,
the conservative approach with partial resection of the enlarged
ovary or ovaries is Renerally adequate.

Intercourse should be prohibited in those patients in whom
significant ovarian enlargement occurs after ovulation because
of the danger of hemvperitoneum resulting from ruptured
ovarian cysts.

3. Arterial Thromboembolism. Arterial thromhoembolism
following Pergonal’ (menotnopins) and hCG therapy has been
reported in two patients, one of whom died’

4. Multiple Births. Of the pregnancies following therapy with
Pergonal’ and hOG, 80% have resulted in single births and
20% in multiple births, most of which have been twins. Fifteen
percent of the total pregnancies resulted in twins, of which
93% were viable (78 surviving infants from 43 sets of twins).
Five percent of the total pregnancies have resulted in three on
more conceptuses, of which Only 20% were viable (nine surviving
infants trom three sets of triplets, tour surviving infants from
four sets of quadruplets, and no surviving infants from four sets
of quintuplets). The patient and her husband should be advised
of the frequency and potential hazards of multiple pregnancy
before starting treatment.

ADVERSE REACTIONS WOMEN 1. Ovarian Enlargement
2. Hyperstimulation Syndrome. 3. Hemoperituneum. 4. Arterial
Thromboembolism (see “Precautions” above) 5. Sensitivity to
PergonaI Three patients experienced tebrile reactions alter the
administration of Pergonal It is not clear whether or not these
were pynsgenic responses orpossibly allergic reactions
6. Defects at Birth. From 287 completed pregnancies following
Pergonal’-IrCG therapy, five incidents of birth defects bane been
reported. One infant had multiple congenital anomalies consist-
leg of imperforate anus, aplasia of the sigmoid colon, third
degree hypospadias, cecovesile fistula. hit id scrotum. menin-
gocele, bilateral internal tihial torsion, and right metatarsus
adductus. Another infant was born with an imperforate anus and
possible congenital heart lesions; another had a supernumerary
digit: another was born wdh hypospadias and eostruphy of the
bladder: and the fifth child had Down’s syndrome. None of the
investigators belt that these defects were drug’related
MEN: 1. Gynecomastia may occur occasionally during
Pnrgonal’-hCG therapy This is a known effect 01 hCG treat-
ment. 2. Erythrocytosis )hct 50% hgb 17.8 g%) was recorded
in 1 patient.

DOSAGE AND ADMINISTRATION
FOR INTRAMUSCULAR ADMINISTRATION
WOMEN: 1 Treatment for Induction of Ovulation Treatment with
Pergonal in most instances results only in follicular growth and
maturation. In Order to effect ovulation, hOG must be given
following the administration of PergonaI when clinical assess-
ment of the patient indicates that Sufficient follicular maturation
has occurred. This is indirectly estimated by the estrogenic
effect upon the target Organs These indices of estrogenic
activity include: a) changes in the vaginal smear, bI appearance
and volume of the cervical mucus. ci Spinnbarkeit, and
dl ferning of the cervical mucus

If available, the urinary eocretisn of estrogens is a more
reliable index 01 follicolar maturation.

The clinical continmalivn of Ovulation, with the erception of
pregnancy, is obtained by indirect indices of progesterone
production. The indices most generally used are as follows:
a) a rise in basal body temperature. b) change of the cervical
mucus trom a “bern” pattern to a ‘cellular” pattern, c) vaginal
cytology characteristic 01 the latest phase of the menstrual cycle.
d) increase in urinary pregnanediol. and e) menstruation
following the shift in basal body temperature

Because of the subjectivity of the various tests for the deter-
mination of folhicutar maturation and Ovulation. it cannnt be over-
emphasized that the physician should choose tests with which
he is thoroughly familiar

2. Dosage of Pergonal’ The dose of Pergonul’ to produce
maturation of the follicle must be individualized for each patient
Iris recommended that the initial dose to any patient should
be 75 lU. of FSH and 75 lU. of LH (one ampule) per day,
ADMINISTERED INTRAMUSCULARLY. fur nine to twelve days
followed by hOG, 10,000 lU., one day after the lust dose of
Pergonal The hyperstimulatiun syndrome has never occurred
with administration of 75 lU. of FSH and 75 lU. of LII (one
ampule) per day fur pp to twelve days. Administration of Pergonal’
should not eoceed 12 days. The patient should be treated until
indices of estrogenic activity as indicated under Item 1 above,
are equivalent to or greater than those of the normal individual.
If urinary estrogen determinations are available, they may be
useful as aguide lv therapy. If the total estrogen eocretion is
less than 100 mcg/24 hours or the estriol eocretion is less
than 50 mcg/24 hours prior to hOGadministration, the hyper-
stimulation syndrome is less likely to occur If the estrogen
nalues are greater than this, it snot advisable to administer hCG
because the hyperstimulation syndrome is more likely to occur.

If the ovaries are abnormally enlarged on the lust day of
Pergonal therapy. hOG should not be administered in this course
of therapy: this will reduce the chances of development of the
hyperstimulation syndrome. If there is evidence of Ovulation buf
no pregnancy, repeat this dosage regimen for at least two more
courses before increasing the dose Of Pergonal to 1501 U. of
FSI1 and 150 lU. of LH (two ampules) per day for nine to twelve
days. As before, this dose should be followed by 10,000 lU. of
hCG one day alter the last dose 01 Pergonal. 150 lU. of FSH
and t50 I.U of LH two ampules) of Pergonaf per day has
proven to be the most effective dose. If evidence Of Ovulation
is present, but pregnancy does not ensue, repeat the same dose
for twn more courses. Doses larger than this are not recommended.

During treatment with both Perguoal and hOG and during a
two-weelt post-treatment period, patients should be euamined at
least every Other day for signs Of escession ovarian stimulation.
Ills recommended that Pergonut administration be stepped if
the ovaries become abnormally enlarged or abdominal pain
occurs. Most of the ovarian hyperstimulafine Occurs alter treat-
ment has been discontinued and reaches its maoimum at about
seven to ten days post-ovulatiso. Patients should be followed
br at least two weeks after hCG administration.

The couple should be encouraged to have intercourse daily,
beginning on the day prior to the administration of hOG until
ovulation becomes apparent from the indices employed for the
determination 01 progestational activity. Care should be taken
to insure insemination. In the light of the foregoing indices and
parameters mentioned, it should become Obvious that, unless a
physician is willing to devote considerable time to these patients
and be familiar with and conduct the oecessary laboratory
studies, he should not use Pergonal’ lmenotropins(.

3. How to Administer Pergonal Dissolve the contents of one
ampule of Pergonal’ in one to two ml. of sterile saline and
ADMINISTER INTRAMUSCULARLY immediately. Any unused
reconstituted material should be discarded.
MEN: 1. Dosage of Pergonal’ Prior to concomitant tlrerapv with
Pergonal )hMG) and hCG, pretreatment with hCG uloon (5,000 lU.
three times a week) is required. Treatment should continue for
a period sufficient to achieve serum testosterone levels within
the normal range and musculinizution as judged by the appear-
ance 01 seconaary sun characteristics. Such pretreatment may
require four to sin months, then the recommended dose of
Pergonal’ is one ampule ADMINISTERED INTRAMUSCULARLY.
three times a week and the recommended dose of hOG is
2,000 lU. twice a week. Therapy should be curried on for a
minimum of four more months to insure defecting spermatozoa
in the ejaculate, as it takes 74±4 days in the humus male for
germ culls to reach the spermatozoa stage.

In one clinical series consisting of nine patients, 4 patients
produced 2 million sperm per ejaculate with a dosage of
Pergonal’ of 25 lU. every other duy concomitantly with 2.000 lU.
hCG three times a week. When 38 lU. of Pergonal” every other
day was administered, 7 of the 9 subjects produced ut least
2 million sperm per ejaculate, and at the higher dose 01 75 lU.
of Pergonal’ every other day, 801 the9 subjects were sperm
positive at 2 million per ejaculate, In this series, Pergonal-’ was
administered concomitantly with 2.000 I U. hCG three times a
week, after achievement of adequate masculinization with prior
hOG therapy. The non-responder had a history of surgical
orchiopnoy to repair bilateral cryptorchidism at Ihe age 0112,
and this may have complicated the response of his testes to
ponadotropin replacement. The results Obtained in thin series urn
in keeping with very recent studies quattitutieg theproduction
rate of FSH in the human as approuimately 30 or 40 lU. a day.

If the patient has not responded with evidence of increased
spermatogenesis at the end of tour months’ therapy, treatment
may continue with one ampule of Pergonal’ three limes a week,
or the dose can be increased to two ampules 150 lU. FSH and
150 Iii. LII) three times a week, with the flOG dose unchanged.

2. How to Administer Pergonal.’ Dissolve the contents of one
ampule of Pergonal’ in one to two ml. of sterile saline and
ADMINISTER INTRAMUSCULARLY immediately. Any unused
reconstituted material should be discarded.

HOW SUPPLIED Each ampule of Pergonal’ (menotropins)
contains 75 lU. 01 FSH and 75 lU. of LH (IOSH). By biological
assay, one lU. of LII for the Second International Reference
Preparation )2nd-IRP) for 1MG is biologically equivalent to
approximately 1/ lU. of human chorine gonadotropin (hOG).

CLINICAL STUDIES WOMEN. The results of the clinical
experience and effectiveness of the administration of Pergonal’
Imenutropins) to 1,286 patients in 3,002 courses of therapy are
summarized below. The values include patients who were treated
with other than the recommended dosage regime. The values for
the presently recommended dosage regime are essentially the
same, except for the fact that the’hyperstimulation syndrome has
not occurred with administration o!75 lU. of Pergonal’ per day
for 9 to 12 days and the incidence of the hooerstimulation
syndrome with administration 01150 lU. uf Pergonal” per day for
9 to 12 days has nut exceeded 0.4%.

Patients ovulating 75
Pat ients pregnant 25
Patients aborting 25#{176}
Multiple pregoancies 20

Twins 15
Three or more conceptuses 5

Fetal abnormalities 1.7
Hyperstimulation syndrome 1.3

‘Based on total pregnancies
fBased on total deliveries

Results by diagnosis group are summarized below. (These
values include patients who were treated with other thao the
present recommended dosage regimen.)

%Pnu SPri % %Md II Nwnc.- ii

Onri. Prig *11 Prw. Owe, uwaN 5.dr

Amnnrhna 62 22 14 25 25 0 0

7ea 6t 28 24 20 ru ro 1.9
Secondary
Amenorrhea 77 42 2r 4 31 10 1.2

Gaiactnrrhea
Polycyotic 76 26 39 17 17 0 1

Anxvulatnry 77 24 15 t4 5 5 2.0

Moceilanenus 03 20 36 2 2 0 0.1

MEN: Clinical results of the treatment of men with primary or
secondary hypugonadotropic hypogonadism areas follows:

In the Serono Cooperative study, with an adequate treatment
period 01 3 to 8 months. 60 of 70 men with primary hypogonad-
otropic hypogonadism und8 of 11 men with secondary hypo-
gonadotrupic hypogonadism responded with mean increases in
their sperm counts from less than 510 24 million spermatozoa
per milliliter of ejaculate. Forty-one wives of 54 men with primary
hypogonudotropi hypogonadism desiring ofbspring and 7 wives
01mev with secondary itypogunadotropi hypogonaWsm con-
ceived. Patients treated with Pergonal and hOG for less than
3 months or with Pergonal’ alone did not respond to therapy.

A world-wide data search revealed that sf160 recorded
pregnaecies as the result of use of Pergonal#{176}-hCGin men, there
were 7 spontaneous abortions, one ectopi prognancy and 3
congenital anomalies at birth esophageal atresia in a female
infant which was later corrected by surgery, unilateral cryptorchid-
sm, inguinal hernial.
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