LIBRARIES

UNIVERSITY OF WISCONSIN - MADISON

Ogen advertisement.

[s.l.]: [s.n.], 1975
https://digital.library.wisc.edu/1711.dl/BFGN2FYSTEA4X86

http://rightsstatements.org/vocab/InC/1.0/

The libraries provide public access to a wide range of material, including online exhibits, digitized
collections, archival finding aids, our catalog, online articles, and a growing range of materials in many
media.

When possible, we provide rights information in catalog records, finding aids, and other metadata that
accompanies collections or items. However, it is always the user's obligation to evaluate copyright and
rights issues in light of their own use.

728 State Street | Madison, Wisconsin 53706 | library.wisc.edu






When beginning
Or reinstating estrogen
therapy, consider

OGEN

(PIPERAZINE ESTRONE SULFATE TABLETS, N.F)

Ogen helps you taper
therapy to the mmimum needed
for relief of symptoms.

Scored tablets

permit half-step adjustments up

s

or down.
@

One prescription can help

minimize symptoms
minimize medication
minimize side effects.

See following pages for Brief Summary @
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OGEN .625
(piperazine estrone sulfate
0.75 mg., calculated
as sodium estrone
sulfate 0.625 mg.)

OGEN 1.25
(piperazine estrone sulfate
1.5 mg., calculated

as sodium estrone
sulfate 1.25 mg.)

OGEN 2.5

(piperazine estrone sulfate
3 mg,, calculated

as sodium estrone
sulfate 2.5 mg.)

(piperazine estrone sulfate
6 mg., calculated
as sodium estrone
sulfate 5 mg.)

0GEN®

PIPERAZINE ESTRONE SULFATE
TABLETS, N.F.

Tablets

WARNING:

1. ESTROGENS HAVE BEEN RE-
PORTED TO INCREASE THE RISK OF
ENDOMETRIAL CARCINOMA.

Three independent case control studies
have shown an increased risk of endometrial
cancer in postmenopausal women exposed to
exogenous estrogens for prolonged periods.!-3
This risk was independent of the other
known risk factors for endometrial cancer.
These studies are further supported by the
finding that incidence rates of endometrial
cancer have increased sharply since 1969 in
eight different areas of the United States
with population-based cancer reporting
systems, an increase which may be related to
the rapidly expanding use of estrogens dur-
ing the last decade.*

The three case control studies reported
that the risk of endometrial cancer in
estrogen users was about 4.5 to 13.9 times
greater than in nonusers. The risk appears to
depend on both duration of treatment! and on
estrogen dose.’ In view of these findings,
when estrogens are used for the treatment of
menopausal symptoms, the lowest dose that
will control symptoms should be utilized and
medication should be discontinued as soon as
possible. When prolonged treatment is
medically indicated, the patient should be
reassessed on at least a semiannual basis to
determine the need for continued therapy.
Although the evidence must be considered
preliminary, one study suggests that cyclic
administration of low doses of estrogen may
carry less risk than continuous administra-
tion;?® it therefore appears prudent to utilize
such a regimen.

Close clinical surveillance of all women
taking estrogens is important. In all cases of
undiagnosed persistent or recurring abnor-
mal vaginal bleeding, adequate diagnostic
measures should be undertaken to rule out
malignancy.

There is no evidence at present that
“natural” estrogens are more or less haz-
ardous than “synthetic” estrogens at
equiestrogenic doses.

2. OGEN SHOULD NOT BE USED
DURING PREGNANCY.

According to some investigators, the use of
female sex hormones, both estrogens and
progestogens, during early pregnancy may
seriously damage the offspring. Studies have
reported that females exposed in utero to di-
ethylstilbestrol, a non-steroidal estrogen,
have an increased rigk of developing in later
life a form of vaginal or cervical cancer that
is ordinarily extremely rare.5® In one of these
studies, this risk was estimated as not
greater than 4 per 1000 exposures.’ Further-
more, there are reports that a high percent-
age of such exposed women (from 30 to 90
percent) have been found to have vaginal
adenosis,® !2 epithelial changes of the vagina
and cervix. Although these reported changes
are histologically benign, the investigators
have not determined whether they are pre-
cursors of adenocarcinoma.

Several reports suggest an association be-
tween intrauterine exposure to female sex
hormones and congenital anomalies in the
offspring, including heart defects and limb
reduction defects.’?-'® One case control

study!® estimated a 4.7 fold increased risk of
limb reduction defects in infants exposed in
utero to sex hormones (oral contraceptives,
hormone withdrawal tests for pregnancy, or
attempted treatment for threatened abor-
tion). Some of these exposures were very
short and involved only a few days of treat-
ment. The data suggest that the risk of limb
reduction defects in exposed fetuses is some-
what less than 1 per 1000.

In the past, female sex hormones have
been used during pregnancy in an attempt to
treat threatened or habitual abortion. OGEN
has not been studied for these uses, and
therefore should not be used during pregnan-
cy. There is no evidence from well controlled
studies that progestogens are effective for
these uses.

If OGEN (piperazine estrone sulfate
tablets) is used during pregnancy, or if the
patient becomes pregnant while taking this
drug, she should be apprised of the potential
risks to the fetus, and the question of con-
tinuation of the pregnancy should be ad-
dressed.

INDICATIONS

OGEN (piperazine estrone sulfate tablets) is indi-
cated for the treatment of estrogen deficiency as-
sociated with:

1. Moderate to severe vasomotor symptoms of
menopause. (There is no evidence that estrogens
are effective for nervous symptoms or depression
which might occur during menopause, and they
should not be used to treat these conditions.)

2. Atrophic vaginitis.

3. Kraurosis vulvae.

4. Female hypogonadism.

5. Female castration.

6. Primary ovarian failure.

OGEN (piperazine estrone sulfate tablets) is also
indicated for the prevention of postpartum
breast engorgement. Although estrogens have
been widely used for the prevention of postpar-
tum breast engorgement, controlled studies have
demonstrated that the incidence of significant
painful engorgement in patients not receiving
such hormonal therapy is low and usually
responsive to appropriate analgesic or other sup-
portive therapy. Consequently, the benefit to be
derived from estrogen therapy for this indication
must be carefully weighed against the potential
increased risk of puerperal thromboembolism as-
sociated with the use of large doses of
estrogens.?0,2!

OGEN (PIPERAZINE ESTRONE SUL-
FATE TABLETS) HAS NOT BEEN TESTED
FOR EFFICACY FOR ANY PURPOSE DUR-
ING PREGNANCY. SINCE ITS EFFECT
UPON THE FETUS IS UNKNOWN, IT CAN-
NOT BE RECOMMENDED FOR ANY CON-
DITION DURING PREGNANCY (SEE BOX-
ED WARNING).

CONTRAINDICATIONS

OGEN should not be used in women with any of
the following conditions:

1. Known or suspected cancer of the breast.

2. Known or suspected estrogen-dependent
neoplasia.

3. Known or suspected pregnancy (See Boxed
Warning).

4. Undiagnosed abnormal genital bleeding.

5. Active thrombophlebitis or thromboembolic
disorders.

6. A past history of thrombophlebitis, throm-
bosis, or thromboembolic disorders associated
with previous estrogen use.

WARNINGS

1. Induction of malignant neoplasms. Long-term
continuous administration of natural and syn-
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thetic estrogens in certain animal species has
been reported by some investigators to increase
the frequency of carcinomas of the breast, cervix,
vagina, and liver. There is now evidence that
estrogens increase the risk of carcinoma of the
endometrium in humans. (See Boxed Warning).

At the present time there is no satisfactory evi-
dence that estrogens given to postmenopausal
women increase the risk of cancer of the
breast,!? although a recent long-term followup of
a single physician’s practice has raised this
possibility.!® Therefore, caution should be exer-
cised when administering estrogens to women
with a strong family history of breast cancer or
who have breast nodules, fibrocystic disease, or
abnormal mammograms. Careful breast ex-
aminations should be performed periodically.

2. Gall bladder disease. A recent study has re-
ported a 2 to 3-fold increase in the risk of
surgically confirmed gall bladder disease in
women receiving postmenopausal estrogens,!’
similar to the 2-fold increase previously noted in
users of oral contraceptives.!®:22 In the case of
oral contraceptives, the increased risk appeared
after two years of use.??

3. Effects similar to those caused by estrogen-
progestogen oral contraceptives. There are several
serious adverse effects of oral contraceptives,
most of which have not, up to now, been docu-
mented as consequences of postmenopausal
estrogen therapy. This may reflect the com-
paratively low doses of estrogen used in
postmenopausal women. It would be expected
that the larger doses of estrogen used to treat
postpartum breast engorgement would be more
likely to result in these adverse effects, and, in
fact, it has been shown that there is an increased
risk of thrombosis in women receiving estrogens
for postpartum breast engorgement.?%?!

a. Thromboembolic disease. It is now well es-
tablished that users of oral contraceptives have
an increased risk of various thromboembolic and
thrombotic vascular diseases, such as throm-
bophlebitis, pulmonary embolism, stroke, and
myocardial infarction.?>-2® Cases of retinal
thrombosis, mesenteric thrombosis, and optic
neuritis have been reported in oral contraceptive
users. There is evidence that the risk of several
of these adverse reactions is related to the dose of
the drug.®%3! An increased risk of post-surgery
thromboembolic complications has also been re-
ported in users of oral contraceptives.’%% If
feasible, estrogen should be discontinued at least
4 weeks before surgery of the type associated
with an increased risk of thromboembolism; it
should also be discontinued during periods of
p\rolonged immobilization.

While an increased rate of thromboembolic
and thrombotic disease in postmenopausal users
of estrogens has not been found!",%* this does not
rule out the possibility that such an increase may
be present or that subgroups of women who have
underlying risk factors or who are receiving
relatively large doses of estrogens may have in-
creased risk. Therefore estrogens should not be
used in persons with active thrombophlebitis or
thromboembolic disorders, and they should not
be used in persons with a history of such disor-
ders in association with estrogen use. They
should be used with caution in patients with
cerebral vascular or coronary artery disease and
only for those in whom estrogens are clearly
needed.

Large doses of estrogen (5 mg conjugated
estrogens per day), comparable to those used to
treat cancer of the prostate and breast, have
been shown in a large prospective clinical trial in
men? to increase the risk of nonfatal myocardial
infarction, pulmonary embolism and throm-
bophlebitis. When estrogen doses of this size are
used, any of the thromboembolic and thrombotic
adverse effects associated with oral contracep-



tive use should be considered a clear risk.

b. Hepatic adenoma. Benign hepatic adenomas
appear to be associated with the use of oral con-
traceptives.?®-3% Although benign, and rare, these
may rupture and cause death through intraab-
dominal hemorrhage. Such lesions have not yet
been reported in association with other estrogen
or progestogen preparations but should be con-
sidered in estrogen users having abdominal pain
and tenderness, abdominal mass, or hypovolemic
shock. Hepatocellular carcinoma has also been
reported in women taking estrogen-containing
oral contraceptives.?” The relationship of this
malignancy to these drugs is not known at this
time.

c. Elevated blood pressure. Increased blood
pressure is not uncommon in women using oral
contraceptives. There is now a report that this
may occur with use of estrogens in the
menopause®® and blood pressure should be
monitored with estrogen use, especially if high
doses are used.

d. Glucose tolerance. A worsening of glucose
tolerance has been observed in a significant per-
centage of patients on estrogen-containing oral
contraceptives. For this reason, diabetic patients
should be carefully observed while receiving
estrogen.

4. Hypercalcemia. Administration of estrogens
may lead to severe hypercalcemia in patients
with breast cancer and bone metastases.

PRECAUTIONS

A. General Precautions.

1. A complete medical and family history
should be taken prior to the initiation of any
estrogen therapy. The pretreatment and periodic
physical examinations should include special
reference to blood pressure, breasts, abdomen,
and pelvic organs, and should include a
Papanicolau smear. As a general rule, estrogen
should not be prescribed for longer than one year
without another physical examination being per-
formed.

2. Fluid retention — Estrogens may cause
some degree of fluid retention. Therefore, pa-
tients with conditions such as epilepsy, migraine,
and cardiac or renal dysfunction, which might be
influenced by this factor, require careful obser-
vation.

3. Certain patients may develop undesirable
manifestations of excessive estrogenic stimula-
tion, such as abnormal or excessive uterine
bleeding, mastodynia, etc.

4. Oral contraceptives appear to be associated
with an increased incidence of mental depres-
sion.?2 Although it is not clear whether this is
due to the estrogenic or progestogenic component
of the contraceptive, patients with a history of
depression should be carefully observed.

5. Preexisting uterine leiomyomata may in-
crease in size during estrogen use.

6. The pathologist should be advised of the pa-
tient’s use of estrogen therapy when relevant
specimens are submitted.

7. Patients with a past history of jaundice dur-
ing pregnancy have an increased risk of recur-
rence of jaundice while receiving estrogen-con-
taining oral contraceptive therapy. If jaundice
develops in any patient receiving estrogen, the
medication should be discontinued while the
cause is investigated.

8. Estrogens may be poorly metabolized in pa-
tients with impaired liver function and they
should be administered with caution in such pa-
tients.

9. Because estrogens influence the metabol-
ism of calcium and phosphorus, they should be
used with caution in patients with metabolic
bone diseases that are associated with hyper-
calcemia or in patients with renal insufficiency.

10. Because of the effects of estrogens on
epiphyseal closure, they should be used
judiciously in young patients in whom bone
growth is not complete.

11. Certain endocrine and liver function tests
may be affected by estrogen-containing oral con-
traceptives. The following similar changes may
be expected with larger doses of estrogen:

a. Increased sulfobromophthalein retention.

b. Increased prothrombin and factors VII,
VIII, IX, and X; decreased antithrombin 3; in-
creased norepinephrine-induced platelet ag-
gregability.

c. Increased thyroid binding globulin (TBG)
leading to increased circulating total thyroid hor-
mone, as measured by PBE, T4 by column, or T4
by radioimmunoassay. Free T3 resin uptake is
decreased, reflecting the elevated TBG; free T4
concentration is unaltered.

d. Impaired glucose tolerance.

e. Decreased pregnanediol excretion.

f. Reduced response to metyrapone test.

g. Reduced serum folate concentration.

h. Increased serum triglyceride and

phospholipid concentration.

in

B. OGEN cannot be recommended for use dur-
g pregnancy. See Contraindications and Boxed

Warning.

C. Nursing Mothers. Estrogens have been re-

ported to be excreted in human breast milk.

ADVERSE REACTIONS

S

ee Warnings regarding reports of possible in-

duction of neoplasia, unknown effects upon the
fetus, increased incidence of gall bladder disease,
and adverse effects similar to those of oral con-
traceptives, including thromboembolism.) The
following additional adverse reactions have been

re
CO!

ported with estrogenic therapy, including oral
ntraceptives:

1. Genitourinary system.

Breakthrough bleeding, spotting, change in

menstrual flow.

ce!

Dysmenorrhea.

Premenstrual-like syndrome.

Amenorrhea during and after treatment.
Increase in size of uterine fibromyomata.
Vaginal candidiasis.

Change in cervical eversion and in degree of
rvical secretion.

Cystitis-like syndrome.

2. Breast.

Tenderness, enlargement, secretion.

3. Gastrointestinal.

Nausea, vomiting.

Abdominal cramps, bloating.

Cholestatic jaundice.

4. Skin.

Chloasma or melasma which may persist when

drug is discontinued.

Erythema multiforme.
Erythema nodosum.
Hemorrhagic eruption.

Loss of scalp hair.

Hirsutism.

5. Eyes.

Steepening of corneal curvature.
Intolerance to contact lenses.

6. CNS.

Headache, migraine, dizziness.
Mental depression.

Chorea.

7. Miscellaneous.

Increase or decrease in weight.
Reduced carbohydrate tolerance.
Aggravation of porphyria.
Edema.

Changes in libido.

ACUTE OVERDOSAGE

Numerous reports of ingestion of large doses of

es

trogen-containing oral contraceptives by

young children indicate that serious ill effects do
not occur. Overdosage of estrogen may cause
nausea and withdrawal bleeding may occur in
females.
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