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Lipidosterolic Extract of Serenoa Repens 160mg
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Treatment of moderate micturition troubles related to benign hypertrophy of prostate in adult
men.
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4.5 Interactions with other medicinal products and other forms of interaction

Experimental studies with PERMIXON do not show any negative interference with the
therapeutic groups commonly associated with this condition (antibiotics for urinary tract
infections, antiseptics and anti-inflammatory medicines).

Results from dedicated in vitro studies demonstrated the absence of inhibition and induction
potential of |ipidesterolic extract of Serenga repens.

No pharmacokinetic interactions are expected with co-administered treatments.
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4.8 Undesirable effects

The following table shows the undesirable effects observed in 7nine clinical studies
with a total of 4401 er-3;595-patients: intetal—21272428 obwhich-were-taking
Permixon, for which the assessment of causality was not “excluded”.

The undesirable effects are-presented-classified by organs or systems (according to
the MedDRA system) ergan-classand-are listed below as very common (= 1/10),
common (z 1/100 fo; < 1/10), uncommon (¥=1/1,000 to; < 1/100), rare (= 1/10,000 fo;
< 1/1,000), very rare

available-data).

No adverse drug reactions were “veryThe-analysis-showed-no rare”, very-“rare” or
“very common’_in frequency and therefore these columns were not presented

undesirable effect. Thus, these frequencies are not represented in the table.
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ICommon >=1% to 10% ‘ Uncommon >=0.1% to 1% ‘ Unknown

B8-Nervous system disorders

| Headaches \ |
14-Gastrointestinal disorders
Abdominal pain [Nausea _ [
15-Hepatobiliary disorders
|-An-increase in-Gamma-_
glutamyltransferase.
increased
|-t e
fransaminases increased

46-8kin and subcutaneous tissue disorders

[Rash [Cedema
General disorders and administration site conditions

\ [Oedema
|28-Reproductive system and breast disorders

| Gynaecomastia |
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: MedicinalprodustDrugs used in Benign Prostatic
Hypertrophy, ATC code: G04CX02. {G:—Genite-urinary—system—and sex

The lipi ic extract of noa repens has anti-inflammatory, antiandrogenic
and antiproliferative properties that act on benign prostatic hyperplasia.

Anti-inflammatory properties are expressed by an inhibition:

- of phospholipase A2 (reduction of arachidonic acid synthesis)
- of cyclooxygenase (reduction of prostaglandins),
- of lipoxygenase (reduction of leukotrienes.)

This action on the arachidonic acid cascade and the effect observed on some
inflammatory cytokines explain the anti-inflammatory activity found both in animal
models and benign prostatic hyperplasia.

Antiandrogenic properties are mainly due to an inhibition of the 5 alpha reductases
responsible for transforming testosterone into its active metabolite
dihydrotestosterone (DHT). This antiandrogenic activity is also increased by a
reduction of the prolactin-dependent penetration of testosterone into the cell, an
inhibition of oestrogen-dependent androgen receptor formation and finally an
inhibition of DHT binding to its receptors.

This activity has been confirmed in an experimental rat model of benign prostatic
hyperplasia.

Antiproliferative properties are explained by the fact that the Jipidosterolic extract of
Serenoga repens slows the proliferation of the glandular epithelium (estimated using
the tritium-labelled thymidine index) induced by growth factors in human prostate
organotypic cells.

It reduces protein synthesis in prostate cell cultures, stimulated by a combination of
testosterone and prolactin, the latter of which requlates prostatic volume.

Lipidosterolic extract of Serenga repens acts also as a neurogenic inhibitor of a1-

adrenergic-induced and thromboxane-induced contractions in prostate tissues, and
methacholine-induced and thromboxane-induced contractions in detrusor tissues.
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