TAMSORIDE e R7

- The Intraoperative Floppy Iris Syndrome IFIS has been observed
during cataract surgery in some patients on or previously treated with
Tamsulosin hydrochloride. The initiation of therapy with Tamsulosin is
not rc ded in patients for whom cataract surgery is scheduled.

Composition:

Each TAMSORIDE Capsule contains: Dutasteride as immediate re-
lease pellets 0.5 mg and Tamsulosin hydrochloride as sustained release
pellets 0.4 mg.

Pharmacological Properties & Mechanism of Action:

- Tamsulosin binds selectively and competitively to post-synaptic
a,-adrenoreceptors, prevailingly their subtypes designated o, and
a,,. Thus, relaxation of smooth muscles of the prostate and urethra is
achieved, which leads to a reduction of the frequency of muscle con-
traction and an improvement of the urinary flow.

- Dutasteride is a selective inhibitor of both the type 1 and type 2 iso-
forms of steroid 5 alpha-reductase, an intracellular enzyme that con-
verts testos to dihy: one (DHT).

Dutasteride inhibits the conversion of testosterone to dihydrotestoster-
one (DHT), which is the androgen primarily responsible for the initial
development and subsequent enlargement of the prostate gland.
Pharmacokinetic:
Dutasteride: Following oral administration of a single dose of
Dutasteride, peak plasma concentrations are reached after 1-3 hours.
The absolute bioavailability is about 60%. Dutasteride is highly bound
to plasma proteins (>99.5%). After taking daily doses for a period of
three months, the concentration of Dutasteride in the plasma reaches
90%. Dutasteride is metabolized by the cytochrome (P450) enzymes
3A4 and 3A5 to three «mono-hydroxyl» metabolites and one «dihy-
droxyl» metabolite. Dutasteride and its metabolites are mainly excret-
ed in the urine.

Tamsulosin: It is well absorbed from the intestine and has almost com-
plete bioavailability. After taking a single dose of tamsulosin (after
food), peak plasma levels are reached after approximately 6 hours,
and the steady state is reached on the fifth day of multiple doses.
Approximately 99% of Tamsulosin is bound to plasma proteins. It is
metabolized in the liver by the cytochrome CYP3A4 and CYP2D6
enzymes. Tamsulosin and its metabolites are mainly excreted in the
urine and 9% of the dose is excreted unchanged. The elimination half-
life is approximately 10 hours when administered after a meal and 13
hours at steady state.

Indications:

TAMSORIDE is indi i for the of accidental benign pros-
tatic hyperplasia (BPH) in men with prostatic hyperplasia.
TAMSORIDE is not approved for the prevention of prostate cancer.
Contraindications:

TAMSORIDE is contraindicated in:

- Women, children and adolescents.

- Patients with hypersensitivity to the active substances or any of the
excipients.

- Patients with a history of orthostatic hypotension.

- Patients with severe hepatic impairment.

Warnings & Precautions:

- Orthostatic hypotension and/or syncope can occur. Advise patients
of symptoms related to postural hypotension and to avoid situations
where injury could result if syncope occurs.

- TAMSORIDE reduces serum prostate-specific antigen (PSA) con-
centration by approximately 50%. However, any confirmed increase
in PSA while on TAMSORIDE may signal the presence of prostate
cancer and should be evaluated, even if those values are still within the
normal range for untreated men.

- Before commencing treatment with TAMSORIDE, other urological
conditions that may cause similar symptoms should be considered.

- Advise patients about the possibility and seriousness of priapism.

- Drugs that contain Dutasteride, including TAMSORIDE, may in-
crease the risk of high-grade prostate cancer.

- Patients should not donate blood until 6 months after their last dose
of TAMSORIDE.

Pregnancy & Lactation:

TAMSORIDE is contraindicated for use by women. It is not known
whether dutasteride or tamsulosin are excreted in mother milk.
Drug Interactions:

- Tamsulosin should not be used with strong inhibitors of CYP3A4
(e.g., ketoconazole).

- Concomitant use of (PDES) inhibitors with Tamsulosin can cause
symptomatic hypotension.

- Do not use TAMSORIDE with other alpha-adrenergic antagonists, as
this may increase the risk of hypotension.

- Tamsulosin should be used with caution in combination with mod-
erate inhibitors of CYP3A4 (e.g., erythromycin), in combination with
strong (e.g., paroxetine) or moderate (e.g., terbinafine) inhibitors of
CYP2D6, or in patients known to be enzyme system CYP2D6 poor
metabolizers, particularly at a dose higher than 0.4 mg (e.g., 0.8 mg).
- Long-term combination of Dutasteride with drugs that are potent
inhibitors of the enzyme CYP3A4 (e.g; ritonavir, ketoconazole ad-
ministered orally) may increase serum concentrations of Dutasteride.
- Diclofenac and warfarin may increase the elimination rate of Tam-
sulosin.

- Concurrent administration with another a,-adrenoreceptor antagonist
may lower blood pressure.

Side Effects:

The most common side effects, (=1%) are ejaculation disorders, impo-
tence, decreased libido, dizziness, and breast disorders.

Driving & Using Machines:

No studies on the effects on the ability to drive and use machines have
been performed. However, patients should be aware symptoms of or-
thostatic hypotension such as dizziness may occur.

Dosage & Administration:

Adults: One capsule once daily, approximately 30 minutes after the
same meal, every day.

The capsule should be swallowed whole.

Overdose:

Dutasteride: When Dutasteride has been administered as single doses
of up to 40 mg for 7 days or daily doses of 5 mg for 6 months no
significant safety concerns have been reported.

There is no specific antidote for Dutasteride, therefore, in suspected
overdosage symptomatic and supportive treatment should be given as
appropriate.
T losin: An overdose of hydrochloride can lead to
severe hypotension, which has been observed at various levels of
overdose.

Treatment: In case of acute hypotension occurring. Blood pressure can
be restored, and heart rate brought back to normal by lying the patient
down. If this does not help, intravenous fluids can be used to increase
blood volume, and when necessary, vasopressors could be employed.
Renal function should be monitored, and general supportive measures
applied. Measures, such as emesis, gastric lavage and activated char-
coal can be taken to impede absorption. Dialysis is unlikely to be of
help.

Storage:

Keep out of reach of children. Store below 30 °C.

Packaging:

Each TAMSORIDE carton box contains 20 Capsules in two blister
Strips.
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