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Reva Pharma

PrOb 0 S Film Coated Tablets

Composition:

Each Probos (10-20) Film Coated Tablet contains:
Vardenafil (as hydrochloride) 10-20 mg.

Mechanism of Action:

Part of the physiological process of erection involves the
release of nitric oxide (NO) in the corpus cavernosum.
This then activates the enzyme guanylate cyclase which
results in increased levels of cyclic guanosine monophos-
phate (¢cGMP), leading to smooth muscle relaxation in the
corpus cavernosum, resulting in increased inflow of blood
and an erection. Vardenafil is a potent and selective inhib-
itor of specific phosphodiesterase-5 which is responsible
for degradation of (¢cGMP) in the corpus cavernosum.
This means that with the presence of vardenafil, normal
sexual stimulation leads to increased levels of (¢cGMP) in
the corpus cavernosum which leads to better erections.
Pharmacokinetics:

After oral dosing Vardenafil is rapidly absorbed,
maximum plasma concentrations are reached within
30 to 120 minutes of in the fasted state. Vardenafil
and its major circulating metabolite (M1) are highly
bound to plasma proteins. Vardenafil is metabolised
predominantly by hepatic metabolism via cytochrome
(CYP3A4). The terminal half-life is about 4-5 hours.
Vardenafil is excreted as metabolites predominantly in
the faeces and to a lesser extent in the urine.
Indications:

Probos is indicated for the treatment of erectile
dysfunction.

Contraindications:

- Hypersensitivity to Vardenafil or any components of
the product.

- The co-administration of vardenafil with nitrates or
nitric oxide donors.

- Vardenafil is contraindicated in patients who have loss
of vision in one eye because of non-arteritic anterior
ischemic optic neuropathy (NAION).

- Patients who suffer from severe renal or hepatic disease.
Warnings & Precautions:

- Cardiovascular Effects: Patients should not use Pro-
bos if sex is inadvisable due to cardiovascular status.

- Sudden Hearing Loss: Patients should stop Probos
and seck medical attention in the event of sudden
decrease or loss in hearing.

- Patients should stop use of Probos, and seek medical
attention in the event of sudden loss of vision in one
or both eyes, which could be a sign of nonarteritic
anterior ischemic optic neuropathy (NAION).

- Patients with congenital QT syndrome or taking class
(IA) or IIT antiarrhythmics should avoid using Probos.
- Risk of Priapism: In the event that an erection lasts
more than 4 hours, the patient should seek immediate
medical assistance.

Pregnancy & Lactation:

Probos is not indicated for use by women.

Driving & using machines:

No studies on the effects on the ability to drive and
use machines have been performed.

Drug Interactions:

- Concomitant use with antihypertensive drugs (ni-
trates, alpha-blockers) may increase the antihyperten-
sive effect of these drugs.

- Concomitant use with CYP3A4 inhibitors (ke-
toconazole, itraconazole, ritonavir, erythromycin,
indinavir, clarithromycin, omeprazole, lansoprazole,
amoxicillin, ciclosporin) may reduce vardenafil clear-
ance and thus increase its blood concentrations.

- Concomitant use with azithromycin or metronida-
zole may increase the risk of QT prolongation.

Side Effects:

Most common adverse reactions (> 2% of patients)
are headache, flushing, nasal congestion, dyspepsia,
sinusitis, flu, dizziness, increased creatine kinase,
nausea, back pain.

Dosage & Administration:

Probos is taken as needed: For most patients, the
starting dose is 10 mg, up to once daily, increased to
20 mg based on efficacy/tolerability. Probos is taken
orally, approximately 60 minutes before sexual activ-
ity. The maximum recommended dosing frequency is
one tablet per day.

- Patients with hepatic impairment:

The starting dose should be 5 mg in patients with
mild or moderate hepatic impairment. depending on
tolerability and efficacy, the dose may be increased
later. The maximum dose should not exceed 10 mg in
patients with moderate hepatic impairment.
Overdose:

In single-dose studies in volunteers, doses of up to 80
mg of vardenafil daily were tolerated without serious
side effects. When vardenafil was given in doses
higher and more frequently than the recommended
dose (40 mg twice daily) cases of severe back pain,
anaphylactic reactions, laryngeal edema, angioedema,
ventricular tachycardia, and visual impairment have
been reported.

In cases of overdose, standard supportive measures
should be adopted as required. Renal dialysis is not
expected to accelerate clearance, as vardenafil is
highly bound to plasma proteins and not significantly
eliminated in the urine.

Storage:

Keep out of the reach of children. Store below 25°C.
Packaging:

Each Probos (10-20) carton box contains 4 film coated
tablets in a blister strip.
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