VARDETRA
(FILM-COATED TABLETS)
Vardenafil

CHEMICAL COMPOSITION:
Each film-coated tablet contains:
Vardenafil hydrochloride 2.96 mg

(equivalent to 2.5 mg vardenafil base)
Vardenafil hydrochloride 5.93 mg

(equivalent to 5 mg vardenafil base)
Vardenafil hydrochloride 11.85 mg

(equivalent to 10 mg vardenafil base)
Vardenafil hydrochloride 23.7 mg

(equivalent to 20 mg vardenafil base)
MECHANISM OF ACTION:
During sexual stimulation, nitric oxide is released from nerve
endings and endothelial cells in the corpus cavernosum, nitric
oxide activates the enzyme guanylate cyclase resulting in
increased synthesis of cyclic guanosine monophosphate (cGMP)
in the smooth muscle cells of the corpus cavernosum, the cGMP
in turn triggers smooth muscle relaxation, allowing increased
blood flow into the penis, resulting in erection. The inhibition of
PDE5 enhances erectile function by increasing the amount of
cGMP. Because sexual stimulation is required to initiate the local
release of nitric oxide, the inhibition of PDE5 has no effect in the
absence of sexual stimulation.
PHARMACOKINETICS:
Vardenafil is absorbed quickly after an oral dose and reaches its
maximum concentration after 60 minutes and has absolute
bioavailability of approximately 15%. Drug absorption is not
affected by the presence of food, however the presence of high
fat meals decreases its rate of absorption only. The drug is well
distributed in tissues, but binds extensively with plasma proteins.
Vardenafil is metabolized predominantly by the hepatic enzyme
CYP450, and the terminal half life is approximately 4-5 hours.
Vardenafil is excreted as metabolites predominantly in the feces
(approximately 91-95% of administered oral dose) and to a lesser
extent in the urine (approximately 2-6% of administered oral dose).
INDICATIONS:
VARDETRA is indicated for the treatment of erectile dysfunction.
CONTRAINDICATIONS:
Hypersensitivity to the drug or its components.
Nitrates: Administration of VARDETRA with nitrates (either
regularly and/or Intermittently) and nitric oxide donors is
contraindicated.
SIDE EFFECTS:
Body as a whole: anaphylactic reaction (including laryngeal
edema), headache, face edema, dizziness and face flushing.
Auditory: sudden decrease or loss of hearing.
Cardiovascular: angina pectoris, chest pain, hypertension,
hypotension, myocardial ischemia, myocardial infarction and
palpitation.
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Digestive: abdominal pain, abnormal liver function tests, diarrhea,
dry mouth, dysphagia, esophagitis and vomiting.
Musculoskeletal: arthralgia, back pain, myalgia and neck pain.
Nervous: insomnia, hypertonia, vertigo, and paresthesia.
Respiratory: dyspnea, epistaxis, pharyngitis, rhinitis, sinusitis
and flu like symptoms.

Skin: photosensitivity reaction, rash and sweating.
Ophthalmologic: abnormal vision, blurred vision, conjunctivitis,
eye pain and glaucoma. Increase in levels of creatinine kinase.
Clinical Observations: Vardenafil was evaluated in four fixed-dose
efficacy trials. In all four fixed-dose efficacy trials, Vardenafil showed
clinically meaningful and statistically significant improvement in the
erectile function domain compared to placebo. Vardenafil (2 mg,
5 mg, 10 mg, and 20 mg) was effective in all age categories (< 45,
45 to < 65, and = 65 years) and was also effective regardless of
race (White, Black, Other). In the major North American fixed-dose
trial, 762 patients taking Vardenafil there was significant improvement
in the erectile function compared to the placebo group.

Patients with ED and Diabetes Mellitus: Vardenafil demonstrated
clinically meaningful and statistically significant improvement in
erectile function; significant increase in the overall per-patient
rate of maintenance of erection to successful intercourse was
achieved compared to placebo.

Patients with erectile dysfunction after Radical Prostatectomy:
Vardenafil demonstrated clinically meaningful and statistically
significant improvement in erectile function (n = 427, mean age 60,
range 44-77 years). Vardenafil significantly improved the overall
per-patient rate of achieving an erection sufficient for penetration.
WARNINGS & PRECAUTIONS:

Alpha-blockers: Caution is advised when PDES5 inhibitors are
co-administered with alpha-blockers. VARDETRA and alpha-
adrenergic blocking agents are both vasodilators with blood-
pressure lowering effects. When vasodilators are used in
combination, an additive effect on blood pressure may be
anticipated. Patients should be stable on alpha-blocker therapy
prior to initiating a PDES5 inhibitor. In those patients who are
stable on alpha-blocker therapy, PDES5 inhibitors should be
initiated at the lowest recommended starting dose.

Hepatic Insufficiency: A starting dose of 5 mg is recommended
for patients with moderate hepatic impairment and the maximum
dose should not exceed10 mg. Physicians should discuss with
patients the potential cardiac risk of sexual activity for patients
with preexisting cardiovascular risk factors.

Patients with left ventricular outflow obstruction can be sensitive
to the action of vasodilators including Type 5 phosphodiesterase
inhibitors. VARDETRA has systemic vasodilatory properties that
may result in transient decreases in supine blood pressure.
There have been rare reports of prolonged erections greater than
4 hours and priapism. In the event that erection persists longer
than 4 hours, the patient should seek immediate medical
assistance. If priapism is not treated immediately, penile tissue
damage and permanent loss of potency may result.

Patient Subgroups Not Studied in Clinical Trials: There are
no controlled clinical data on the safety or efficacy of Vardenafil
in some patients; therefore its use is not recommended until
further information is available, these patients include:
— Patients with unstable angina; hypotension, or uncontrolled
hypertension.
— Patients with severe hepatic impairment.
— Patients with end stage renal disease requiring dialysis.
— Patients with known hereditary degenerative retinal disorders.
Vardenafil has not been administered to patients with bleeding
disorders or significant active peptic ulceration. Therefore VARDETRA
should be administered to these patients after careful benefit-
risk assessment.
CONGENITAL OR ACQUIRED QT PROLONGATION:
In a study of the effect of Vardenafil on QT interval, the drug showed
an additive QT effect, this observation should be considered in
clinical decisions when prescribing VARDETRA to patients with
known history of QT prolongation or patients who are taking
medications known to prolong the QT interval. Patients taking
Class 1A (e.g. quinidine, procainamide) or Class III (e.g.
amiodarone, sotalol) antiarrhythmic medications or those with
congenital QT pro-longation, should avoid using VARDETRA.
DRUG AND FOOD INTERACTIONS:
Vardenafil is metabolized primarily by cytochrome P450 (CYP)
isoforms 3A4/5 and to a lesser degree by CYP2C9. Therefore,
inhibitors of these enzymes are expected to reduce vardenafil
clearance.
Cytochrome P450 Inhibitors: Erythromycin: It is recommended
not to exceed a single 5 mg dose of VARDETRA in a 24-hour
period when used in combination with erythromycin.
Clarithromycin: It is recommended not to exceed a single 2.5 mg
dose of VARDETRA in a 24-hour period when used in combination
with clarithromycin.
Itraconazole 400 mg daily should not exceed a dose of VARDETRA
2.5 mg once daily, itraconazole 200 mg daily, a single dose of 5 mg
VARDETRA should not be exceeded in a 24-hour period.
Ketoconazole 400 mg daily should not exceed a dose of
VARDETRA 2.5 mg once daily, ketoconazole 200 mg daily, a
single dose of 5 mg VARDETRA should not be exceeded in a
24-hour period.
HIV protease inhibitors: Ritonavir: no more than a single 2.5 mg
dose of VARDETRA should be taken in a 72-hour period by
patients also taking ritonavir.
Patients taking indinavir, saquinavir, atazanavir should not
exceed a dose of VARDETRA 2.5 mg once daily.
Grapefruit juice would likely increase vardenafil exposure.
Alpha-blockers such as terazosin and tamsulosin: in those
patients who are stable on alpha-blocker therapy, PDES5 inhibitors
should be initiated at the lowest recommended starting dose.
Aspirin: there is no evidence that Vardenafil increases the
bleeding time or potentiates the increase in bleeding time when
taken with aspirin.

Patients taking Class 1A (e.g. quinidine, procainamide) or Class
Il (e.g. amiodarone, sotalol) antiarrhythmic medications or those
with congenital QT prolongation, should avoid using VARDETRA.
DOSAGE AND ADMINISTRATION:

For most patients, the recommended starting dose of VARDETRA
is 10 mg, taken orally approximately 60 minutes before sexual
activity.

The dose may be increased to a maximum recommended dose of
20 mg or decreased to 5 mg based on efficacy and side effects.
The maximum recommended dosing frequency is once per day.
VARDETRA can be taken with or without food. Sexual stimulation
is required for a response to treatment.

Geriatrics: A starting dose of 5 mg VARDETRA should be
considered in patient's = 65 years of age.

Hepatic impairment: Vardenafil clearance is reduced in patients
with moderate hepatic impairment, and a starting dose of 5 mg
VARDETRA is recommended. The maximum dose in patients
with moderate hepatic impairment should not exceed 10 mg.
VARDETRA has not been evaluated in patients with severe
hepatic impairment.

OVERDOSAGE:

Toxicity: The maximum dose of Vardenafil for which human data
are available is a single 120 mg dose. The most common symptoms
resulted from taking this dose include reversible back pain/myalgia
and/or abnormal vision. In cases of overdose, standard supportive
measures should be taken as required. Renal dialysis is not
expected to accelerate clearance because vardenafil is highly
bound to plasma proteins and is not significantly eliminated in the
urine.

PACKING:

A carton of 4 film-coated tablets/blister.

A carton of 30 film-coated tablets in a plastic container.
STORAGE CONDITIONS:

Store away from direct light and humidity.

Store at room temperature, between 15°-30°C.

Keep out of reach of children.

TPP1203663 THIS IS A MEDICAMENT

— Amedicament is a product but unlike any other products.

— A medicament is a product which affects your health, and its consumption contrary to
instructions i dangerous for you.

~ Follow strictly the doctor's prescription, the method of use and the instructions of the
pharmacist who sold the medicament. The doctor and the pharmacist are experts in
medicine, its benefits and risks.

~ Do not by yourself interrupt the period of treatment prescribed for you.

— Do not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN

(Council of Arab Health Ministers) (Arab Pharmacists Association)

Manufactured by: ‘
HAMA PHARMA Hama - Syria N
Tel.: +963 33 8673941 Fax: +963 33 8673943 } HAMA PHARMA
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