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Two phase preparation for climacteric and cycle disturbances.
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Contraindications
- apresent or suspected sex-hormone dependent premalignant or malignant disease,

- present or past benign or malignant hepatic tumors,

- _severe hypertriglyceridemia,

Special warnings and special precautions for use

If any of the above contraindications should occur during HRT therapy or in any of the following
situations, treatment must be discontinued immediately:

- symptoms of a venous or arterial thromboembolic event or suspicion of the same; these
also include:
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first onset of migraine-like headaches or _more frequent occurrence of unusually
severe headaches

- sudden partial or total loss of vision

- sudden hearing disorders

- clinically relevant blood pressure increase,
- deterioration of liver function or occurrence of jaundice or hepatitis,

- perceptible growth of myomas,

- increase in epileptic seizures,

- pregnancy.
Circumstances that require special monitoring

If the following complaints exist, have recently occurred and/or have deteriorated during a
pregnancy or during a previous hormone treatment, the patient should be monitored
carefully. It should be taken into consideration that these complaints may recur or worsen
during treatment with Progyluton:

- risk factors for estrogen-dependent tumors (e.g. stage 1 mammary carcinoma in
relatives),

- benign breast changes,

If any of the following conditions or risk factors apply for the first time or are exacerbated, the
individual risk/benefit analysis must be reviewed, terminating therapy if necessary.

Tumors
Breast cancer

Randomized controlled studies and epidemiological investigations showed an enhanced risk
of developing breast cancer among women who were given HRT for several years. Prior to
the start of HRT all women must therefore undergo breast examination by a doctor, and self-
examinations of the breast should be performed once a month. The users should be
informed of which breast changes they must report to their doctor. Depending on the age and
the respective risk factors, mammography may be indicated in addition.

A meta analysis of 51 epidemiological studies revealed that the risk of contracting breast
cancer increases with the duration of HRT and decreases after discontinuation of HRT. The
relative risk (RR) of contracting breast cancer was 1.35 (95% confidence interval (Cl) 1.21-
1.49) among women receiving HRT for 5 years or longer.

The Women's Health Initiative (WHI) study, a large, prospective, placebo-controlled,
randomized study of more than 8,000 elderly, postmenopausal women (age at the start of
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Ethe s dy 50-79, mean age 63), showed that, in comparison to placebo under combined HRT
Ry conjugated estrogens and medroxyprogesterone acetate (MPA) after an average
administration period of 5.6 years, there was an increase in invasive breast cancer in the
estrogen/progestogen group (RR 1.24 [95% CI 1.02-1.50]). It is not known whether there is a
similar risk for other combined HRT preparations. For the estrogen monotherapy, on the
other hand, there was no enhanced risk (RR 0.77 [95% CI 0.59-1.01]).

The Million Women Study, a nonrandomized cohort study, recruited 1,084,110 women. The
average age of the women on entering the study was 55.9 years. Half of the women received
HRT before and/or at the beginning of the study, the other half had never been given HRT.
9,364 cases of invasive breast cancer and 637 deaths due to breast cancer were recorded
after an average observation period of 2.6 and 4.1 years, respectively. Women who were
using HRT at the beginning of the study demonstrated, in comparison with the women who
had never received such a therapy, a higher morbidity risk (RR 1.66 [95% CI 1.58-1.75]) and
possibly, but less pronounced, a higher mortality from breast cancer (RR 1.22 [95% CI 1.00-
1.48]). The highest risk was seen in the combined estrogen/progestogen therapy group (RR
2.00 [95% CI 1.88-2.12]). The relative risk was 1.30 (95% CI 1.21-1.40) for the estrogen
monotherapy. The results were similar for the different estrogens and progestogens, for the
various doses and administration routes and for continuous and sequential therapy. With all
the types of HRT the risk increased with the duration of administration. After discontinuation
of therapy the risk receded (last use more than 5 years previously): RR 1.04 [95% CI 0.95-
1.12)).

HRT increases opacity in mammographic images, and this can impair the radiological
detection of breast cancer in some cases.

Venous thromboembolism (VTE)

The heightened risk was only found in women currently on HRT and not among women who
had had HRT in the past. The risk appears to be higher in the first few years of
administration.

Even in the estrogen monotherapy arm of the WHI study, the risk of venous
thromboembolism tended to increase. The relative risk of deep venous thrombosis was 1.47
(95% CI1 0.87-2.47), and that of a pulmonary embolism was 1.34 (95% CI 0.70-2.55).

The known risk factors for the occurrence of VTE include a corresponding medical history of
the patient or her family’s medical history (the occurrence of VTE in a close relative at a
relatively young age may point to a genetic disposition), smoking, significant excess weight,
systemic lupus erythematosus and malignant diseases.
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E0the precautionary measures

rogens may cause fluid retention. Patients with conditions that may worsen as a result
(such as heart or kidney function disorders, asthma, epilepsy or migraine) should therefore
be monitored carefully.

An HRT may lead to an increase in ftriglyceride levels, which may increase the risk of
pancreatitis in patients with preexisting hypertriglyceridemia. Therefore, the triglyceride levels
should be monitored in such patients.

No clear association has been recorded to date between the use of HRT and the
development of clinical hypertension. A slight increase in blood pressure has been seen in
women on HRT, but a clinically significant increase is rare. If a continually enhanced blood
pressure is ascertained under HRT, consideration should be given to the idea of
discontinuing treatment.

Patients who take hypotensive medication at the same time as Progyluton should have their
blood pressure checked on a regular basis.

Preparations like Progyluton should only be used about six months after resolution of a viral
hepatitis.
Women with liver function disorders, including hyperbilirubinemia, such as Dubin-Johnson

syndrome or rotor syndrome, must be monitored carefully, and the liver parameters must be
checked. If the liver values worsen, the HRT should be discontinued.

After viral hepatitis has subsided, approximately 6 months should pass before preparations
such as Progyluton are administered.

Estrogens can enhance lithogenicity in the gallbladder. As a result, the risk of gallbladder
diseases (particularly cholelithiasis) is increased in some women undergoing estrogen
therapy.

Clinical studies have demonstrated an influence of HRT on peripheral insulin resistance and
glucose tolerance. As a rule, however, it is not necessary to make any adjustments to
antidiabetic therapy. Diabetics on HRT should have their blood sugar levels closely
monitored.

It is necessary for patients with a preexisting prolactinoma to be monitored closely by the
doctor (this includes regular prolactin level determinations), since it has been reported that in
isolated cases prolactinomas have increased in size under estrogen therapy.

Renally impaired patients or those with metabolic bone diseases accompanied by
hypercalcemia should, as with any estrogen-containing preparation, only use Progyluton
after a careful weighing up of the benefits and risks.

As a result of estrogen stimulation, some patients on HRT may suffer undesired side effects,
such as unusually heavy bleeding. Frequent and persistent irregular bleeding is a sign of
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Uterine myomas may increase in size under estrogen therapy. If this is detected, therapy

should be discontinued.

Should an endometriosis be reactivated under HRT it is recommended to discontinue this
therapy.

Interactions

Enzyme-inducing agents

An enhanced clearance of sex hormones owing to the induction of hepatic enzymes may
lead to reduced plasma concentrations of estrogens and/or progestogens and thus impair the
clinical efficacy as well as possibly cause bleeding irregularities. The same is true, for
example, for barbiturates, bosentan, carbamazepine, felbamate, modafinil, oxcarbazepine,
phenytoin, primidone, rifabutin, rifampicin and_topiramate, as well as for medicinal products
that contain St. John’s wort (Hypericum perforatum). Enzyme induction can already be
observed after a few days and can last for at least 4 or more weeks after discontinuation of
these medicinal products. Maximum enzyme induction generally appears after a few weeks.

Enzyme inhibitors

Strong and moderate CYP3A4 inhibitors such as azole antimycotics (e.qg. itraconazole,
voriconazole, fluconazole), macrolide antibiotics (e.g. clarithromycin, erythromycin),
diltiazem, verapamil and grapefruit juice can increase the plasma concentrations of
estrogens and/or progestogens or both.

Enterohepatic circulation

In the case of concomitant short-term (up to 10 days) administration of antibiotics that do not
exhibit any interactions with the CYP3A4 enzyme system, pharmacokinetic interactions are
not expected. There is insufficient data available concerning possible interactions during
longer-term comedication with antibiotics (e.g. for borreliosis or osteomyelitis). Reduction of
the active substance levels due to an influence on the enterohepatic circulation cannot be
ruled out here.

Influence of Progyluton on the pharmacokinetics of other medicinal products

Sex hormones may also influence the pharmacokinetics of other medicinal products.
Correspondingly, their plasma concentrations can be either increased (e.q. ciclosporin) or
reduced (e.g. lamotrigine, see below).

An interaction study with lamotrigine, which is an antiepileptic, and a combined oral
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Econtr, ceptive (30 ug ethinylestradiol/150 pg levonorgestrel) revealed a clinically relevant
ipefease in lamotrigine clearance with a corresponding significant decrease in the lamotrigine
plasma level when these medicinal products were administered concomitantly. Such a
decrease in the plasma concentrations may be accompanied by reduced seizure control.
Adjustment of the lamotrigine dose may be necessary.

Other hormonal contraceptives and HRT have not been investigated. However, it is expected
that such preparations have a comparable interaction potential. If treatment with Progyluton
is initiated in a patient who is taking lamotrigine, an adaptation of the lamotrigine dose may
therefore be necessary, and the lamotrigine concentrations should be closely monitored at
the beginning of the therapy.

Upon discontinuation of Progyluton, the lamotrigine levels may increase again, and so the
patient should also be monitored in this phase and if necessary the lamotrigine dose should
be reduced.

Sex hormones may also influence the effect of oral anticoagulants.

Interactions with unknown mechanism

In clinical studies where combined contraceptives containing ethinylestradiol were
administered concomitantly with the active substance combination of ombitasvir / paritaprevir
/ ritonavir used with or without dasabuvir in the therapy of HCV infections, a clinically relevant
increase in ALT (including cases of an increase to more than five times the upper limit of the
normal range) occurred significantly more frequently compared with patients who were
treated exclusively with the antiviral active substances. During administration of other
estrogens (especially estradiol and estradiol valerate), on the other hand, the incidence of a
transaminase elevation was not greater than in patients without estrogen therapy. Due to the
limited number of women who were taking such other estrogen-containing medicinal
products, however, caution is absolutely advised in the case of concomitant administration of
estrogens together with the active substance combination of ombitasvir / paritaprevir /
ritonavir with or without dasabuvir.

Undesirable effects

Benign, malignant and unspecific growths (including cysts and polyps)

Uncommon: mammary carcinoma.

Metabolic and nutritional disorders

Unknown: weight loss.
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EPsyc latric diseases

Common: mood swings, depression.

Uncommon: changes in libido*, nervousness.

Rare: anxiety.

* Both decreased and increased libido have been reported.
Diseases of the nervous system

Common: headache.

Uncommon: sleep disorders, dizziness, migraine.

Eye diseases
Uncommon: visual impairments.

Heart disease / vascular disease

Uncommon: palpitations, increased blood pressure, venous and arterial thromboembolic
events (e.g. deep venous thrombosis, pulmonary embolism, myocardial infarction, stroke).

Diseases of the gastrointestinal tract

Common: flatulence, stomach pain, nausea, dyspepsia.
Uncommon: vomiting.

Liver and gallbladder disorders

Uncommon: abnormal liver function tests.

Very rare: cholestatic jaundice.

Unknown: cholelithiasis (and other gallbladder diseases).
Diseases of the skin and subcutaneous tissue
Common: skin rash, pruritus.

Uncommon: acne, hirsutism, alopecia, urticaria.

Unknown: chloasma, erythema nodosum, erythema multiforme, vascular purpura.

Skeletomuscular, connective tissue and bone diseases
Common: back pain.

Uncommon: muscle cramps.

Diseases of the sex organs and of the mammary glands

Very common: feeling of tightness in the breasts, breast pain, bleeding anomalies
(menorrhagia, metrorrhagia, spotting, etc.)
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‘=Comyon: lower abdominal pain, vaginal discharge, increased size of uterine myomas,
‘enlargement of the breasts.

Rare: dysmenorrhea, premenstrual syndrome.

Unknown: endometrial hyperplasia.

General diseases

Common: peripheral edema, asthenia.

Overdose

Owing to the low acute toxicity of the active substances estradiol valerate and norgestrel no
acute intoxication risk is likely, even if a multiple of the therapeutically required dose is
ingested by mistake on one occasion.

An acute overdose may be accompanied by headaches, nausea, vomiting, feeling of
tightness in the breasts and uterine bleeding.

With chronic overdosage an increase in undesirable effects and heightened risks as
described in the section “Special warnings and special precautions for use” must be
expected.

No specific antidote exists. Symptomatic treatment must be provided if necessary.
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