HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the informatiomeeded to use
LEVITRA safely and effectively. See full prescribirg information for
LEVITRA.

LEVITRA (vardenafil hydrochloride) tablets, for ora | use
Initial U.S. Approval: 2003

INDICATIONS AND USAGE- ----cnmememememmememeaee

LEVITRA is a phosphodiesterase 5 (PDES5) inhibitaticated for the
treatment of erectile dysfunction. (1)

LEVITRA is taken as needed: For most patientsstaeting dose is 10

mg, up to once daily. Increase to 20 mg or decreaSeng based on
efficacy/tolerability. (2.1)

A starting dose of 5 mg LEVITRA should be consideire patients> 65
years of age. (2.3)

LEVITRA is taken orally, approximately 60 minutesfbre sexual
activity. (2.1)

The maximum recommended dosing frequency is orlettpér day.
(2.1)

LEVITRA may be taken with or without food. (2.2)

If taking potent or moderate inhibitors of CYP3AHe dose of
LEVITRA should be adjusted as follows (2.4, 5.2)7.

o  Ritonavir: No more than 2.5 mg in a 72-hour period
o Indinavir, saquinavir, atazanavir, ketoconazole #@pdaily,

itraconazole 400 mg daily, clarithromycin: No ménan 2.5 mg in

a 24-hour period
o0 Ketoconazole 200 mg daily, itraconazole 200 mgydail
erythromycin: No more than 5 mg in a 24-hour period
In patients on stable alpha-blocker therapy themenended starting
dose of LEVITRA is 5 mg (2.4, 5.6)

The recommended starting dose of LEVITRA is 5 mpatients with
moderate hepatic impairment (Child-Pugh B). Theimar dose in
patients with moderate hepatic impairment shouldemoeed 10 mg.
(2.3,8.6)

LEVITRA tablets 2.5 mg, 5 mg, 10 mg, 20 mg (3)

CONTRAINDICATIONS--- -nmrmememememcmcmcmcncaee

Administration with nitrates and nitric oxide dosd@.4, 4)

Cardiovascular Effects: Patients should not uselllRA if sex is
inadvisable due to cardiovascular status. (5.1)

Risk of Priapism: In the event that an erectiotslasore than 4 hours,
the patient should seek immediate medical assist4B3)

Effects on the Eye: Patients should stop use of [IRW, and seek

medical attention in the event of sudden loss sibwi in one or both
eyes. Discuss with patients the increased rislonfarteritic anterior
ischemic optic neuropathy (NAION) in individuals ahave already
experienced NAION. (5.4, 6.2)

Sudden Hearing Loss: Patients should stop LEVITR# seek medical
attention in the event of sudden decrease or toksaring. (5.5, 6.2)
Alpha-Blockers: Caution is advised when PDES irtoifsi are co-
administered with alpha-blockers. In some patieziacomitant use of
these two drug classes can lower blood pressunéisantly leading to
symptomatic hypotension (for example, fainting)4(%.6)

QT Prolongation: Patients with congenital QT symaecor taking class
IA or Il antiarrhythmics should avoid using LEVITR (5.7, 12.2)

ADVERSE REACTIONS--- c-cnememememcmcmmemnenanas

Most common adverse reactions reportedb6 of patients) are headache,
flushing, nasal congestion, dyspepsia, sinusltissyindrome, dizziness,
increased creatine kinase, nausea, back pain. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Baye
HealthCare Pharmaceuticals at 1-888-84BAYER or FDAat
1-800-FDA-1088 omww.fda.gov/medwatch

DRUG INTERACTIONS---- «-cnenememeacmcnmemmemanas

LEVITRA can potentiate the hypotensive effects ibfates, alpha-
blockers, and antihypertensives. (7.1)

LEVITRA is not indicated for use in pediatric patie. (8.4)
Do not use LEVITRA in patients with severe hepatipairment (Child-
Pugh C). (8.6)

Do not use LEVITRA in patients on renal dialysB.7)

Seel7 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
LEVITRA® is indicated for the treatment of erectile dystior

2 DOSAGE AND ADMINISTRATION
2.1 General Dose Information

For most patients, the recommended starting dok&WfTRA is 10 mg, taken orally, as needed, appratiely 60
minutes before sexual activity. The dose may beeased to a maximum recommended dose of 20 mgeogaked to 5
mg based on efficacy and side effects. The maximeaaommended dosing frequency is once per day. Sstuwnulation
is required for a response to treatment.

2.2 Use with Food
LEVITRA can be taken with or without food.
2.3 Use in Specific Populations

Geriatrics: A starting dose of 5 mg LEVITRA should be consatbin patient& 65 years of aggsee Use in Specific
Populations (8.5)].

Hepatic Impairment: For patients with moderate hepatic impairment (€Rilgh B), a starting dose of 5 mg LEVITRA is
recommended. The maximum dose in patients with nadeldepatic impairment should not exceed 10 mg.

Do not use LEVITRA in patients with severe hepatipairment (Child-Pugh C)sge Warnings and Precautions (5.8),
Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)].

Renal Impairment: Do not use LEVITRA in patients on renal dialygise Warnings and Precautions (5.9), Usein
Soecific Populations (8.7) and Clinical Pharmacology (12.3)] .

2.4 Concomitant Medications

Nitrates: Concomitant use with nitrates and nitric oxide dsrin any form is contraindicat¢dee Contraindications
4.1)].

CYP3A4 Inhibitors: The dosage of LEVITRA may require adjustment itigrds receiving potent CYP3A4 inhibitors
such as ketoconazole, itraconazole, ritonavir nadi, saquinavir, atazanavir, and clarithromycneell as in other
patients receiving moderate CYP3A4 inhibitors sasterythromycirisee Drug Interactions (7.2 )] . For ritonavir, a
single dose of 2.5 mg LEVITRA should not be exceeidea 72-hour period. For indinavir, saquinavigzanavir,
ketoconazole 400 mg daily, itraconazole 400 mgydaihd clarithromycin, a single dose of 2.5 mg LERA should not
be exceeded in a 24-hour period. For ketoconaZiflen®y daily, itraconazole 200 mg daily, and erythyoin, a single
dose of 5 mg LEVITRA should not be exceeded in-#&@dr period.

Alpha-Blockers: In those patients who are stable on alpha-blottieapy, phosphodiesterase type 5 (PDES) inhibitors
should be initiated at the lowest recommendedistadose. Concomitant treatment should be initiategt if the patient
is stable on his alpha-blocker therapy. In thosepts who are stable on alpha-blocker therapy, ITIRA should be
initiated at a dose of 5 mg (2.5 mg when used cmitemtly with certain CYP3A4 inhibitors) See Warnings and
Precautions (5.6) andDrug Interactions (7.1).]

3 DOSAGE FORMS AND STRENGTHS

LEVITRA is formulated as orange, round, film-coatadlets with “BAYER” cross debossed on one sidg ‘@)5”, “5”,
“10” and “20” on the other side corresponding t6 &g, 5 mg, 10 mg, and 20 mg of vardenafil, respelst
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4 CONTRAINDICATIONS
4.1 Nitrates

Administration of LEVITRA with nitrates (either ratarly and/or intermittently) and nitric oxide dasds
contraindicatedsee Clinical Pharmacology (12.2)] . Consistent with the effects of PDES5 inhibitiontbie nitric
oxide/cyclic guanosine monophosphate pathway, PDEbitors, including LEVITRA, may potentiate thggotensive
effects of nitrates. A suitable time interval fallimg dosing of LEVITRA for the safe administratiofinitrates or nitric
oxide donors has not been determined.

5 WARNINGS AND PRECAUTIONS

The evaluation of erectile dysfunction should inigwa medical assessment, a determination of patemtierlying
causes and the identification of appropriate treatm

Before prescribing LEVITRA, it is important to natee following:
5.1 Cardiovascular Effects
General

Physicians should consider the cardiovascularstattheir patients, since there is a degree dafigarisk associated
with sexual activity. Therefore, treatment foraile dysfunction, including LEVITRA, should not lused in men for
whom sexual activity is not recommended becaus$leedf underlying cardiovascular status.

There are no controlled clinical data on the sabetgfficacy of vardenafil in the following patientand therefore its use
is not recommended until further information isitalale: unstable angina; hypotension (resting digstdood pressure of
<90 mmHg); uncontrolled hypertension (>170/110 miyecent history of stroke, life-threatening attigia, or
myocardial infarction (within the last 6 monthspvere cardiac failure.

Left Ventricular Outflow Obstruction

Patients with left ventricular outflow obstructiqifior example, aortic stenosis and idiopathic hinpghic subaortic
stenosis) can be sensitive to the action of vagtmig including PDES5 inhibitors.

Blood Pressure Effects

LEVITRA has systemic vasodilatory properties thesulted in transient decreases in supine bloodpresn healthy
volunteers (mean maximum decrease of 7 mmHg sgsiall 8 mmHg diastoli¢see Clinical Pharmacology (12.2)].
While this normally would be expected to be ofdittonsequence in most patients, prior to presibEVITRA,
physicians should carefully consider whether tpaiients with underlying cardiovascular diseasddacba affected
adversely by such vasodilatory effects.

5.2 Potential for Drug Interactions with Potent orModerate CYP3A4 Inhibitors

Concomitant administration with potent CYP3A4 intebs (such as ritonavir, indinavir, ketoconazalemoderate
CYP3A4 inhibitors (such as erythromycin) increaglesma concentrations of vardenafil. Dosage adgistis necessary
when LEVITRA is administered with certain CYP3A4ihitors[ see Dosage and Administration (2.4), Drug

Interactions (7.2)].

Long-term safety information is not available oa ttoncomitant administration of vardenafil with Hpvotease
inhibitors.

5.3 Risk of Priapism

There have been rare reports of prolonged erecgjereger than 4 hours and priapism (painful erestgreater than 6
hours in duration) for this class of compoundsluding vardenafil. In the event that an erectiorsjsts longer than 4
hours, the patient should seek immediate medica$tasce. If priapism is not treated immediatebnife tissue damage
and permanent loss of potency may result.

LEVITRA should be used with caution by patientshaanatomical deformation of the penis (such as latign,
cavernosal fibrosis, or Peyronie’s disease) ordiiepts who have conditions that may predisposa tlogpriapism (such
as sickle cell anemia, multiple myeloma, or leukami
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5.4 Effects on the Eye

Physicians should advise patients to stop usd &S inhibitors, including LEVITRA, and seek medi attention in
the event of sudden loss of vision in one or bg#seSuch an event may be a sign of non-artentersr ischemic optic
neuropathy (NAION), a cause of decreased visiariyding permanent loss of vision, that has beeorted rarely
postmarketing in temporal association with the afsall PDES inhibitors. It is not possible to detene whether these
events were related directly to the use of PDE#itdrs or to other factors. Physicians should asguss with patients
the increased risk of NAION in individuals who haleesady experienced NAION in one eye, includingthier such
individuals could be adversely affected by useasfodilators such as PDE5 inhibitpsse Adverse Reactions (6.2)] .

LEVITRA has not been evaluated in patients withwndereditary degenerative retinal disorders, idiclg retinitis
pigmentosa, therefore its use is not recommendgdfunther information is available in those patis.

5.5 Sudden Hearing Loss

Physicians should advise patients to stop takinBRE5 inhibitors, including LEVITRA, and seek prptrmedical
attention in the event of sudden decrease or lblssaring. These events, which may be accompani¢hhitus and
dizziness, have been reported in temporal assogitdithe intake of PDES inhibitors, including vanafil. It is not
possible to determine whether these events aredetlirectly to the use of PDES inhibitors or theatfactord see
Adverse Reactions (6.2)].

5.6 Alpha-Blockers

Caution is advised when PDES5 inhibitors are co-aistéred with alpha-blockers. PDES5 inhibitors, inthg LEVITRA,
and alpha-adrenergic blocking agents are both viasmd with blood-pressure lowering effects. Wivasodilators are
used in combination, an additive effect on blooespure may be anticipated. In some patients, cateanuse of these
two drug classes can lower blood pressure sigmifigdeading to symptomatic hypotension (for exagnhinting)[ see
Drug Interactions (7.1) and Clinical Pharmacology (12.2)]. Consideration should be given to the following:

» Patients should be stable on alpha-blocker thepapy to initiating a PDES inhibitor. Patients wdemonstrate
hemodynamic instability on alpha-blocker theramnal are at increased risk of symptomatic hypotensith
concomitant use of PDES5 inhibitors.

* Inthose patients who are stable on alpha-blodienapy, PDES5 inhibitors should be initiated atlthveest
recommended starting dofssee Dosage and Administration (2.4)] .

* Inthose patients already taking an optimized ad$@DES inhibitor, alpha-blocker therapy shouldfugated at the
lowest dose. Stepwise increase in alpha-blockez dasy be associated with further lowering of blpogkssure in
patients taking a PDES5 inhibitor.

+ Safety of combined use of PDES5 inhibitors and alploekers may be affected by other variables, idiclg
intravascular volume depletion and other anti-higresive drugs.

5.7 Congenital or Acquired QT Prolongation

In a study of the effect of LEVITRA on QT intenial 59 healthy malefsee Clinical Pharmacology (12.2)], therapeutic
(10 mg) and supratherapeutic (80 mg) doses of wafdend the active control moxifloxacin (400 nagpduced similar
increases in QJinterval. A postmarketing study evaluating theeeffof combining LEVITRA with another drug of
comparable QT effect showed an additive QT effdetmcompared with either drug aldrsee Clinical Pharmacology
(12.2)]. These observations should be considered in elidiecisions when prescribing LEVITRA to patienigvknown
history of QT prolongation or patients who are takmedications known to prolong the QT interval.

Patients taking Class 1A (for example. quinidimecginamide) or Class Il (for example, amiodaraualol)
antiarrhythmic medications or those with conger@al prolongation, should avoid using LEVITRA.

5.8 Hepatic Impairment

Dosage adjustment is necessary in patients withenadel hepatic impairment (Child-Pugh B). Do not LE¥ITRA in
patients with severe (Child-Pugh C) hepatic impami] See Dosage and Administration (2.3) Clinical Pharmacol ogy
(12.3)] and Use in Specific Populations (8.6).]

5.9 Renal Impairment

Do not use LEVITRA in patients on renal dialysis vardenafil has not been evaluated in this pojoun@see Dosage
and Administration (2.3) and Use in Specific Populations (8.7)] .
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5.10 Combination with Other Erectile Dysfunction Therapies

The safety and efficacy of LEVITRA used in combioatwith other treatments for erectile dysfuncti@ve not been
studied. Therefore, the use of such combinationstisecommended.

5.11 Effects on Bleeding

In humans, vardenafil alone in doses up to 20 nagamt prolong the bleeding time. There is no céihevidence of any
additive prolongation of the bleeding time whenderafil is administered with aspirin. LEVITRA hastibeen
administered to patients with bleeding disordersignificant active peptic ulceration. ThereforeMIERA should be
administered to these patients after careful benek assessment.

5.12 Sexually Transmitted Disease

The use of LEVITRA offers no protection againstisaly transmitted diseases. Counseling of patiabtsit protective
measures necessary to guard against sexually tittedmiseases, including the Human Immunodefigievicus (HIV),
should be considered.

6 ADVERSE REACTIONS

The following serious adverse reactions with the elsLEVITRA (vardenafil) are discussed elsewheréhe labeling:
» Cardiovascular Effectssee Contraindications (4.1) and Warnings and Precautions (5.1)]

»  Priapism[see Warnings and Precautions (5.3)]

» Effects on Eydsee Warnings and Precautions (5.4)]

e Sudden Hearing Logsee Warnings and Precautions (5.5)]

* QT Prolongatiorj see Warnings and Precautions (5.7)]

6.1 Clinical Studies Experience

Because clinical trials are conducted under wigtalying conditions, adverse reaction rates obseirvétae clinical trials
of a drug cannot be directly compared to ratebénclinical trials of another drug and may noteeflthe rates observed
in practice.

LEVITRA was administered to over 4430 men (meanZ@eange 18-89 years; 81% White, 6% Black, 2%aAs2%
Hispanic and 9% Other) during controlled and unaoietd clinical trials worldwide. Over 2200 patisnwere treated for
6 months or longer and 880 patients were treatedtfieast 1 year.

In placebo-controlled clinical trials, the discantation rate due to adverse events was 3.4% folTEX compared to
1.1% for placebo.

When LEVITRA was taken as recommended in placebrotled clinical trials, the following adverse otians were
reported (see Table 1).

Table 1: Adverse Reactions Reported B¥2% of Patients Treated with LEVITRA and More Frequent on Drug
than Placebo in Fixed and Flexiblé Dose Randomized, Controlled Trials of 5 mg, 10 mgyr 20 mg Vardenafil

Adverse Reaction Percentage of Patients Reportingdactions
Placebo LEVITRA
N =1199 N = 2203
Headache 4% 15%
Flushing 1% 11%
Rhinitis 3% 9%
Dyspepsia 1% 4%
Accidental Injury 2% 3%
Sinusitis 1% 3%
Flu Syndrome 2% 3%
Dizziness 1% 2%
Increased Creatine Kinase 1% 2%
Nausea 1% 2%
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a) Flexible dose studies started all patients at LERATLO mg and allowed decrease in dose to 5 mgavease in dose to 20 mg
based on side effects and efficacy.

b) All the events listed in the above table were dektoebe adverse drug reactions with the excepti@tadental injury.

Back pain was reported in 2.0% of patients treati¢hd LEVITRA and 1.7% of patients on placebo.

Placebo-controlled trials suggested a dose effetttd incidence of some adverse reactions (headtableing,
dyspepsia, nausea, and rhinitis) over the 5 mgnd0and 20 mg doses of LEVITRA.

All Vardenafil Studies: LEVITRA film-coated tablets and vardenafil oratlisintegrating tablets have been administered
to over 17,000 men (mean age 54.5, range 18-89;yHa% White, 5% Black, 13% Asian, 4% Hispanic 8&a Other)
during controlled and uncontrolled clinical tria®ridwide. The number of patients treated for 6 theror longer was
3357, and 1350 patients were treated for at legsail

In the placebo-controlled clinical trials for LEVRIA film-coated tablets and vardenafil orally digigtating tablets, the
discontinuation rate due to adverse events was fo®%ardenafil compared to 0.8% for placebo.

The following section identifies additional, lessduent adverse reactions (<2%) reported duringltheal development
of LEVITRA film-coated tablets and vardenafil ogadisintegrating tablets. Excluded from this list éhose adverse
reactions that are infrequent and minor, thosetsuwbat may be commonly observed in the absendeugftherapy, and
those events that are not reasonably associathdheitdrug:

Body as awhole: allergic edema and angioedema, feeling unwellrgiteeactions, chest pain
Auditory: tinnitus, vertigo

Cardiovascular: palpitation, tachycardia, angina pectoris, myoigidfarction, ventricular tachyarrhythmias,
hypotension

Digedtive: nausea, gastrointestinal and abdominal pain, dmytim diarrhea, gastroesophageal reflux diseastitig
vomiting, increase in transaminases

Muscul oskeletal: increase in creatine phosphokinase (CPK), incceasescle tone and cramping, myalgia
Nervous. paresthesia and dysesthesia, somnolence, slegpatissyncope, amnesia, seizure

Respiratory: dyspnea, sinus congestion

Skin and appendages. erythema, rash

Ophthalmologic: visual disturbance, ocular hyperemia, visual cdistortions, eye pain and eye discomfort, photofhob
increase in intraocular pressure, conjunctivitis

Urogenital: increase in erection, priapism
6.2 Postmarketing Experience

The following adverse reactions have been identifiering post approval use of LEVITRA. Because ¢hesctions are
reported voluntarily from a population of uncertaire, it is not always possible to estimate tfrefjuency or establish a
causal relationship to drug exposure.

Ophthalmologic: Non-arteritic anterior ischemic optic neuropatfA(ON), a cause of decreased vision including
permanent loss of vision, has been reported raadymarketing in temporal association with the afSeDES5 inhibitors,
including vardenafil. Most, but not all, of thesatipnts had underlying anatomic or vascular rigkdis for development
of NAION, including but not necessarily limited tow cup to disc ratio (“crowded disc”), age ové, Siabetes,
hypertension, coronary artery disease, hyperlipideand smoking. It is not possible to determine tivbethese events
are related directly to the use of PDES inhibitéesthe patient’s underlying vascular risk factorsanatomical defects, to
a combination of these factors, or to other fadtses Warnings and Precautions (5.4) and Patient Counseling

Information (17.7)].

Visual disturbances including vision loss (tempgrmar permanent), such as visual field defect, ettirein occlusion, and
reduced visual acuity, have also been reportedyrar@ostmarketing experience. It is not posstbleletermine whether
these events are related directly to the use afevefil.

Neurologic: Seizure, seizure recurrence and transient globakaia have been reported postmarketing in temporal
association with vardenafil.
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Otologic: Cases of sudden decrease or loss of hearing haverbgorted postmarketing in temporal associatiibm the
use of PDES5 inhibitors, including vardenafil. Ims® cases, medical conditions and other factors vep@rted that may
have also played a role in the otologic adversatsvén many cases, medical follow-up informaticasvimited. It is not
possible to determine whether these reported eagatelated directly to the use of vardenafithi patient’s underlying
risk factors for hearing loss, a combination ofsthéactors, or to other factdrsee Patient Counseling Information

(17.8)].

7 DRUG INTERACTIONS
7.1 Potential for Pharmacodynamic Interactions withLEVITRA

Nitrates: Concomitant use of LEVITRA and nitrates and nitigéde donors is contraindicated. The blood pressur
lowering effects of sublingual nitrates (0.4 mddeta 1 and 4 hours after vardenafil and increasegamt rate when taken
at 1, 4 and 8 hours after vardenafil were potesdidly a 20 mg dose of LEVITRA in healthy middle-&gebjects. These
effects were not observed when LEVITRA 20 mg w&emta24 hours before the nitroglycerin (NTG). Patian of the
hypotensive effects of nitrates for patients withiemic heart disease has not been evaluatedpandmitant use of
LEVITRA and nitrates is contraindicatgésee Contraindications (4.1) and Clinical Pharmacology (12.2).

Alpha-Blockers: Caution is advised when PDES inhibitors are co+iatttered with alpha-blockers. PDES5 inhibitors,
including LEVITRA and alpha-adrenergic blocking atgare both vasodilators with blood-pressure-lavgeeffects.
When vasodilators are used in combination, an &editffect on blood pressure may be anticipateithiczl
pharmacology studies have been conducted with norastration of vardenafil with terazosin or tanssih.[ See
Dosage and Administration (2.4), Warnings and Precautions (5.6), and Clinical Pharmacology (12.2).]

Antihypertensives. LEVITRA may add to the blood pressure loweringeté of antihypertensive agents. In a clinical
pharmacology study of patients with erectile dystiom, single doses of vardenafil 20 mg caused annmeaximum
decrease in supine blood pressure of 7 mmHg sgstoll 8 mmHg diastolic (compared to placebo), apeoied by a
mean maximum increase of heart rate of 4 beatmjprte. The maximum decrease in blood pressurermatbetween 1
and 4 hours after dosing. Following multiple dosiog31 days, similar blood pressure responses wleserved on Day
31 as on Day 1.

Alcohal: LEVITRA (20 mg) did not potentiate the hypotenseféects of alcohol during the 4-hour observatieniqd in
healthy volunteers when administered with alcoRd @/kg body weight, approximately 40 mL of abselalcohol in a
70 kg person). Alcohol and vardenafil plasma levetse not altered when dosed simultaneously.

7.2 Effect of Other Drugs on Vardenafil
Invitro studies

Studies in human liver microsomes showed that vefilds metabolized primarily by cytochrome P4%8YP) isoforms
3A4/5, and to a lesser degree by CYP2C9. Thereiianéitors of these enzymes are expected to redaenafil
clearancg see Dosage and Administration (2.4) and Warnings and Precautions (5.2)] .

In vivo studies
Potent CYP3A4 inhibitors

Ketoconazole (200 mg once daily) produced a 104fatdease in vardenafil AUC and a 4-fold increasenaximum
concentration (G When co-administered with LEVITRA (5 mg) in hdsitvolunteers. A 5-mg LEVITRA dose should
not be exceeded in a 24-hour period when usedmbition with 200 mg once daily ketoconazole. 8ihigher doses

of ketoconazole (400 mg daily) may result in higimereases in Gxand AUC, a single 2.5 mg dose of LEVITRA should
not be exceeded in a 24-hour period when usedmbi@tion with ketoconazole 400 mg dail§gee Dosage and
Administration (2.4) and Warnings and Precautions (5).]

Indinavir (800 mg t.i.d.) co-administered with LENRA 10 mg resulted in a 16-fold increase in vardiéAC, a 7-fold
increase in vardenafil g and a 2-fold increase in vardenafil half-lifeidtrecommended not to exceed a single 2.5 mg
LEVITRA dose in a 24-hour period when used in camakibn with indinavir] See Dosage and Administration (2.4) and
Warnings and Precautions (5.2).]

Ritonavir (600 mg b.i.d.) co-administered with LEVRA 5 mg resulted in a 49-fold increase in vardédiC and a 13-
fold increase in vardenafil (. The interaction is a consequence of blocking tiepaetabolism of vardenafil by
ritonavir, a highly potent CYP3A4 inhibitor, whiehso inhibits CYP2C9. Ritonavir significantly proiged the half-life
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of vardenafil to 26 hours. Consequently, it is maotended not to exceed a single 2.5 mg LEVITRA doge72-hour
period when used in combination with ritonayBee Dosage and Administration (2.4) and Warnings and Precautions
(5.2).].

Moderate CYP3A4 inhibitors

Erythromycin (500 mg t.i.d.) produced a 4-fold iease in vardenafil AUC and a 3-fold increase jp@hen co-
administered with LEVITRA 5 mg in healthy volunteelt is recommended not to exceed a single 5 nsg dd

LEVITRA in a 24-hour period when used in combinatigith erythromycin| See Dosage and Administration (2.4) and
Warnings and Precautions (5).]

Although specific interactions have not been sideher CYP3A4 inhibitors, including grapefruitga would likely
increase vardenafil exposure.

Other Drug Interactions

No pharmacokinetic interactions were observed betweardenafil and the following drugs: glyburiderfarin, digoxin,
an antacid based on magnesium-aluminum hydroxideranitidine. In the warfarin study, vardenafitdhzo effect on the
prothrombin time or other pharmacodynamic paramseter

Cimetidine (400 mg b.i.d.) had no effect on vardih#availability (AUC) and maximum concentratiq@y.,) of
vardenafil when co-administered with 20 mg LEVITR#healthy volunteers.

7.3 Effects of Vardenafil on Other Drugs
In vitro studies

Vardenafil and its metabolites had no effect on CXP, 2A6, and 2E1 (Ki >100 micromolar). Weak inhdy effects
toward other isoforms (CYP2C8, 2C9, 2C19, 2D6, 3#dje found, but Ki values were in excess of plasma
concentrations achieved following dosing. The npagént inhibitory activity was observed for vardiéimaetabolite M1,
which had a Ki of 1.4 micromolar toward CYP3A4, wahiis about 20 times higher than the M &alues after an 80
mg vardenafil dose.

In vivo studies

Nifedipine: Vardenafil 20 mg, when co-administered with slowease nifedipine 30 mg or 60 mg once daily, did not
affect the AUC or Gax of nifedipine, a drug that is metabolized via CYAB3Nifedipine did not alter the plasma levels of
LEVITRA when taken in combination. In these pats&ewhose hypertension was controlled with nifedipltieVITRA 20
mg produced mean additional supine systolic/diashbdbod pressure reductions of 6/5 mmHg compapqalacebo.

Ritonavir and Indinavir: Upon concomitant admirasiion of 5 mg of LEVITRA with 600 mg BID ritonavithe G,.xand
AUC of ritonavir were reduced by approximately 20%fpon administration of 10 mg of LEVITRA with 800giTID
indinavir, the Gaxand AUC of indinavir were reduced by 40% and 308spectively.

Aspirin: LEVITRA (10 mg and 20 mg) did not poteni&ghe increase in bleeding time caused by asfiwio 81 mg
tablets).

Other interactions: LEVITRA had no effect on theaphacodynamics of glyburide (glucose and insulimcemtrations)
and warfarin (prothrombin time or other pharmacadyit parameters).

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category B LEVITRA is not indicated feeun women. There are no studies of LEVITRA usgregnant
women.

No evidence of specific potential for teratogenicgmbryotoxicity or fetotoxicity was observed ats and rabbits that
received vardenafil at up to 18 mg/kg/day duringamogenesis. This dose is approximately 100 faij énd 29 fold
(rabbit) greater than the AUC values for unboundlgaafil and its major metabolite in humans gives maximum
recommended human dose (MRHD) of 20 mg.

In the rat pre-and postnatal development studyNBAEL (no observed adverse effect level) for maaétoxicity was 8
mg/kg/day. Retarded physical development of pugkeérabsence of maternal effects was observedsmigpmaternal
exposure to 1 and 8 mg/kg possibly due to vaseadiitat and/or secretion of the drug into milk. Thenber of living
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pups born to rats exposed pre- and postnatallyadisced at 60 mg/kg/day. Based on the resultsegbté- and postnatal
study, the developmental NOAEL is less than 1 miglkg Based on plasma exposures in the rat develojairtoxicity
study, 1 mg/kg/day in the pregnant rat is estimébgaroduce total AUC values for unbound vardereaid its major
metabolite comparable to the human AUC at the MRHIRO mg.

8.3 Nursing Mothers
LEVITRA is not indicated for use in women. It istdanown if vardenafil is excreted in human breadkm

Vardenafil was secreted into the milk of lactatiats at concentrations approximately 10-fold grethten found in the
plasma. Following a single oral dose of 3 mg/k8%8of the administered dose was excreted into ihewithin 24
hours.

8.4 Pediatric Use
LEVITRA is not indicated for use in pediatric patis. Safety and efficacy have not been establish&ds population.
8.5 Geriatric Use

Elderly males age 65 years and older have highelevafil plasma concentrations than younger mdl@s-(45 years),
mean Cmax and AUC were 34% and 52% higher, resedetiPhase 3 clinical trials included more thad 8Rlerly
patients, and no differences in safety or effeciss of LEVITRA 5, 10, or 20 mg were noted whers¢helderly patients
were compared to younger patients. However, dirgcteased vardenafil concentrations in the elderistarting dose of
5 mg LEVITRA should be considered in patien&s years of agpesee Clinical Pharmacology (12.3)].

8.6 Hepatic Impairment
Dosage adjustment is necessary in patients withrenabel hepatic impairment.

Do not use LEVITRA in patients with severe hepatnpairment (Child-Pugh C). Vardenafil has not begaluated in
this patient population.

A starting dose of 5 mg is recommended in patieitts moderate hepatic impairment (Child-Pugh B) #msmaximum
dose should not exceed 10 mg. In volunteers witteraie hepatic impairment, thg£and AUC following a 10 mg
vardenafil dose were increased by 130% and 1608peontively, compared to healthy control subjgee Warnings
and Precautions (5.8) and Dosage and Administration (2.3).]

In volunteers with mild hepatic impairment (Childgh A), the Gaxand AUC following a 10 mg vardenafil dose were
increased by 22% and 17%, respectively, comparedatihy control subjects. No dosage adjustmemécgssary in
patients with mild hepatic impairment.

8.7 Renal Impairment
Do not use LEVITRA in patients on renal dialysisvasdenafil has not been evaluated in such patients

No dosage adjustment is necessary in patientsongtinine clearance (CLcr) of 30—80 mL/min. In enablunteers with
CLcr = 50-80 ml/min, the pharmacokinetics of varaid@rwere similar to those observed in a contralugy with CLcr >80
mL/min. In male volunteers with CLcr = 30-50 mL/rman CLcr<30 mL/min, the AUC of vardenafil was 2098higher
compared to that observed in a control group witbr€80 mL/min.[ See Dosage and Administration (2.3) and Warnings
and Precautions (5.9).]

10 OVERDOSAGE

The maximum dose of LEVITRA for which human data available is a single 120 mg dose administereiigtat
healthy male volunteers. The majority of these actisjexperienced reversible back pain/myalgia arfdlmormal
vision.”

In cases of overdose, standard supportive meashioestd be taken as required. Renal dialysis igrpécted to
accelerate clearance because vardenafil is highipdbto plasma proteins and is not significantipnglated in the urine.

11 DESCRIPTION

LEVITRA is administered orally for the treatmentarectile dysfunction. This monohydrochloride sdilvardenafil is a
selective inhibitor of cyclic guanosine monophospi{aGMP)-specific phosphodiesterase type 5 (PDES).
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Vardenafil HClI is designated chemically as piparazil-[[3-(1,4-dihydro-5-methyl-4-oxo-7-propylimiza5,1{
1[1,2,4]triazin-2-yl)-4-ethoxyphenyl]sulfonyl]-4-Byl-, monohydrochloride and has the following stunal formula:

M xHCIx3H,0

Vardenafil HClI is a nearly colorless, solid subst&awith a molecular weight of 579.1 g/mol and aibibity of 0.11
mg/mL in water.

LEVITRA is formulated as orange, round, film-coatadlets with “BAYER” cross debossed on one sidg ‘@5”, “5”,
“10”, and “20” on the other side corresponding 16 &g, 5 mg, 10 mg, and 20 mg of vardenafil, repely. In addition
to the active ingredient, vardenafil HCI, each ¢alslontains microcrystalline cellulose, crospoviglorolloidal silicon
dioxide, magnesium stearate, hypromellose, polyetigyglycol, titanium dioxide, yellow ferric oxidand red ferric
oxide.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Penile erection is a hemodynamic process initibiethe relaxation of smooth muscle in the corpuggzosum and its
associated arterioles. During sexual stimulatidgnicroxide is released from nerve endings and érel@l cells in the
corpus cavernosum. Nitric oxide activates the emzgoanylate cyclase resulting in increased syrgldssyclic
guanosine monophosphate (cGMP) in the smooth muastkeof the corpus cavernosum. The cGMP in ttigyérs
smooth muscle relaxation, allowing increased blibma into the penis, resulting in erection. Thestie concentration of
cGMP is regulated by both the rates of synthesisdmgradation via phosphodiesterases (PDEs). Tlseabandant PDE
in the human corpus cavernosum is the cGMP-spgtiifisphodiesterase type 5 (PDES); therefore, thibition of

PDES5 enhances erectile function by increasing theust of cGMP. Because sexual stimulation is reglio initiate the
local release of nitric oxide, the inhibition of EB has no effect in the absence of sexual stinaulati

Invitro studies have shown that vardenafil is a seleatiwibitor of PDE5. The inhibitory effect of varddilias more
selective on PDES than for other known phosphodiases (>15-fold relative to PDEG, >130-fold refatio PDEL,
>300-fold relative to PDE11, and >1,000-fold retatto PDE2, 3, 4, 7, 8, 9, and 10).

12.2 Pharmacodynamics
Effects on Blood Pressure

In a clinical pharmacology study of patients witbatile dysfunction, single doses of vardenafiin2§ caused a mean
maximum decrease in supine blood pressure of 7 msysiglic and 8 mmHg diastolic (compared to plagebo
accompanied by a mean maximum increase of hearbfat beats per minute. The maximum decreaseidipressure
occurred between 1 and 4 hours after dosing. Fallpwultiple dosing for 31 days, similar blood mese responses
were observed on Day 31 as on Day 1. Vardenafil adlyto the blood pressure lowering effects ofrgmpertensive
agentq see Drug Interactions (7)].
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Effects on Blood Pressure and Heart Rate when LEVITRA is Combined with Nitrates

A study was conducted in which the blood pressodeheart rate response to 0.4 mg nitroglycerin (NS@blingually
was evaluated in 18 healthy subjects followingne@iment with LEVITRA 20 mg at various times befbf€G
administration. LEVITRA 20 mg caused an additiativale-related reduction in blood pressure and irsgeéa heart rate
in association with NTG administration. The bloodgsure effects were observed when LEVITRA 20 mg eased 1 or
4 hours before NTG and the heart rate effects wiserved when 20 mg was dosed 1, 4, or 8 hoursebBfbG.
Additional blood pressure and heart rate changes nat detected when LEVITRA 20 mg was dosed 24shbafore
NTG. (See Figure 1.)

Figure 1: Placebo-subtracted point estimates (witB0% CI) of mean maximal blood pressure and heart ree effects
of pre-dosing with vardenafil 20 mg at 24, 8, 4, ahl1 hour before 0.4 mg NTG sublingually
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Timing of Vardenafil Treatment Pre-NTG

Because the disease state of patients requiriregatherapy is anticipated to increase the lilalthof hypotension, the
use of vardenafil by patients on nitrate therapgronitric oxide donors is contraindicatesge Contraindications (4.1)] .

Blood Pressure Effects in Patients on Stable Alpha-Blocker Treatment

Two clinical pharmacology studies were conductepatients with benign prostatic hyperplasia (BPHstable-dose
alpha-blocker treatment for at least four weeks.

Study 1: This study was designed to evaluate the effebtrafy vardenafil compared to placebo when admirgdtéer
BPH patients on chronic alpha-blocker therapy io sgparate cohorts: tamsulosin 0.4 mg daily (cahant=21) and
terazosin 5 or 10 mg daily (cohort 2, n=21). Thsigie was a randomized, double blind, cross-ovetysiith four
treatments: vardenafil 5 mg or placebo administerediitaneously with the alpha-blocker and vardigdaing or
placebo administered 6 hours after the alpha-blo&deod pressure and pulse were evaluated oves-timur interval
after vardenafil dosing. For blood pressure (BByltssee Table 2. One patient after simultaneous treatment withg m
vardenafil and 10 mg terazosin exhibited symptoeriagpotension with standing blood pressure of 8@&é@Hg
occurring one hour after administration and subeetjmild dizziness and moderate lightheadednesada®r 6 hours.
For vardenafil and placebo, five and two patiergspectively, experienced a decrease in standstgl&yblood pressure
(SBP) of >30 mmHg following simultaneous administna of terazosin. Hypotension was not observednawadenafil
5 mg and terazosin were administered 6 hours dpaltbwing simultaneous administration of vardeh@fing and
tamsulosin, two patients had a standing SBP ofmB#-g; two and one patient (vardenafil and placebspectively)
had a decrease in standing SBP of >30 mmHg. Wimsulasin and vardenafil 5 mg were separated byushowo
patients had a standing SBP <85 mmHg and one patieha decrease in SBP of >30 mmHg. There wesewnere
adverse events related to hypotension reportedgltiie study. There were no cases of syncope.

Table 2: Mean (95% C.1.) maximal change from basetie in systolic blood pressure (mmHg) following vardnafil 5
mg in BPH patients on stable alpha-blocker therapyStudy 1)
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Alpha-Blocker Simultaneous dosing of  Dosing of Vardenafil 5

Vardenafil 5 mg mg
and Alpha-Blocker, and Alpha-Blocker
Placebo-Subtracted Separated by 6 Hours,
Placebo-Subtracted
Terazosin Standing SBP -3(-6.7, 0.1) -4 (-7.4, -0.5)
5 or 10 mg daily Supine SBP -4 (-6.7, -0.5) -4 (-7.1, -0.7)
Tamsulosin Standing SBP -6 (-9.9, -2.1) -4 (-8.3, -0.5)
0.4 mg daily Supine SBP -4 (-7, -0.8) -5(-7.9,-1.7)

Blood pressure effects (standing SBP) in normotensien on stable dose tamsulosin 0.4 mg followingikaneous
administration of vardenafil 5 mg or placebo, didwing administration of vardenafil 5 mg or placeteparated by 6
hours are shown in Figure 2. Blood pressure effsténding SBP) in normotensive men on stable teyszosin (5 or 10
mg) following simultaneous administration of vardéh5 mg or placebo, or following administratiohvardenafil 5 mg
or placebo separated by 6 hours, are shown in &igur

Figure 2: Mean change from baseline in standing syolic blood pressure (mmHg) over 6 hour interval éllowing
simultaneous or 6 hr separation administration of ardenafil 5 mg or placebo with stable dose tamsulos0.4 mg in
normotensive BPH patients (Study 1)
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Figure 3: Mean change from baseline in standing sidic blood pressure (mmHg) over 6 hour interval ftlowing
simultaneous or 6 hr separation administration of ardenafil 5 mg or placebo with stable dose terazasi(5 or 10
mg) in normotensive BPH patients (Study 1)
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Study 2: This study was designed to evaluate the effetDahg vardenafil (stage 1) and 20 mg vardenafilgst?)
compared to placebo, when administered to a stahert of BPH patients (n=23) on stable therapywamsulosin 0.4
mg or 0.8 mg daily for at least four weeks. Theglesvas a randomized, double blind, two-period sfoger study.
Vardenafil or placebo was given simultaneously wattmsulosin. Blood pressure and pulse were evaluater the 6-
hour interval after vardenafil dosing. For BP réssde Table 3. One patient experienced a decrease from baseline
standing SBP of >30 mmHg following vardenafil 10.riipere were no other instances of outlier bloesgure values
(standing SBP <85 mmHg or decrease from baseliseamding SBP of >30 mmHg). Three patients repatieziness
following vardenafil 20 mg. There were no casesywfcope.

Table 3: Mean (95% C.l.) maximal change from basatie in systolic blood pressure (mmHg) following vardnafil
10 and 20 mg in BPH patients on stable alpha-blockéherapy with tamsulosin 0.4 or 0.8 mg daily (Stug 2)

Vardenafil 10 mg Vardenafil 20 mg

Placebo-subtracted Placebo-subtracted
Standing SBP -4 (-6.8, -0.3) -4 (-6.8, -1.4)
Supine SBP -5 (-8.2, -0.8) -4 (-6.3, -1.8)

Blood pressure effects (standing SBP) in normotensien on stable dose tamsulosin 0.4 mg followimykaneous
administration of vardenafil 20 mg or placebo, atdwing administration of vardenafil 20 mg or pédo separated by 6
hours are shown in Figure 4.
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Figure 4: Mean change from baseline in standing sidic blood pressure (mmHg) over 6 hour interval ftlowing
simultaneous administration of vardenafil 10 mg (Sage 1), vardenafil 20 mg (Stage 2), or placebo witltable dose
tamsulosin 0.4 mg in normotensive BPH patients (Sty 2)
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Blood pressure effects in normotensive men after forced titration with alpha-blockers:

Two randomized, double blind, placebo-controlladichl pharmacology studies with healthy normoteasiolunteers
(age range, 45-74 years) were performed after datitiation of the alpha-blocker terazosin to 10 dadly over 14 days
(n=29), and after initiation of tamsulosin 0.4 najld for five days (n=24). There were no severeeaig® events related to
hypotension in either study. Symptoms of hypotemsiere a cause for withdrawal in 2 subjects reogiterazosin and
in 4 subjects receiving tamsulosin. Instances tfeyblood pressure values (defined as standing $8 mmHg and/or
a decrease from baseline of standing SBP >30 mmidgg observed in 9/24 subjects receiving tamsulasth19/29
receiving terazosin. The incidence of subjects witinding SBP <85 mmHg given vardenafil and tenazosachieve
simultaneous J.xled to early termination of that arm of the stuliymost (7/8) of these subjects, instances ofdstan
SBP <85 mmHg were not associated with symptoms. gnsubjects treated with terazosin, outlier valuese observed
more frequently when vardenafil and terazosin vggven to achieve simultaneous.fthan when dosing was
administered to separatg.k by 6 hours. There were 3 cases of dizziness obdavith concomitant administration of
terazosin and vardenafil. Seven subjects experitdizziness mainly occurring with simultaneoygadministration of
tamsulosin. There were no cases of syncope.
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Table 4: Mean (95% C.l1.) maximal change in baselin@ systolic blood pressure (mmHg) following vardeafil 10
and 20 mg in healthy volunteers on daily alpha-blder therapy

Dosing of Vardenafil and Simultaneous dosing of
Alpha-Blocker Separated by 6 Vardenafil and Alpha-Blocker
Hours
Alpha- Vardenafil Vardenafil Vardenafil Vardenafil
Blocker 10 mg 20 mg 10 mg 20 mg
Placebo- Placebo- Placebo- Placebo-
Subtracted Subtracted Subtracted Subtracted
Terazosin  Standing -7 (-10, -3) -11(-14,-7) 23 (-31,16)  -14 (-33, 11§
10 mg SBP
daily Supine SBP -5 (-8, -2) -7(-11,-4)  7(-25,19) -7 (-31, 22§
Tamsulosin Standing -4 (-8, -1) -8 (-11, -4) -8 (-14, -2) -8 (-14, -1)
0.4 mg SBP
daily
Supine SBP -4 (-8, 0) -7 (-11, -3) -5 (-9, -2) (-8, 0)

a) Due to the sample size, confidence intervals nmypa an accurate measure for these data. Thasesvapresent the range for
the difference.

Figure 5: Mean change from baseline in standing syadic blood pressure (mmHg) over 6 hour interval fdlowing
simultaneous or 6 hr separation administration of ardenafil 10 mg, vardenafil 20 mg or placebo withdrazosin (10
mgq) in healthy volunteers
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Figure 6: Mean change from baseline in standing sidic blood pressure (mmHg) over 6 hour interval ftlowing
simultaneous or 6 hr separation administration of ardenafil 10 mg, vardenafil 20 mg or placebo withamsulosin
(0.4 mg) in healthy volunteers
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Effects on Cardiac Electrophysiology

The effect of 10 mg and 80 mg vardenafil on QTrwvdaéwas evaluated in a single-dose, double-bliaddomized,
placebo- and active-controlled (moxifloxacin 400)ragpbssover study in 59 healthy males (81% Whi28p Black, 7%
Hispanic) aged 45-60 years. The QT interval wassoneal at one hour post dose because this time goimoximates
the average time of peak vardenafil concentrafidve. 80 mg dose of LEVITRA (four times the highestammended
dose) was chosen because this dose yields plasmardeations covering those observed upon co-adtration of a
low-dose of LEVITRA (5 mg) and 600 mg BID of ritoria Of the CYP3A4 inhibitors that have been stadigtonavir
causes the most significant drug-drug interactiith wardenafil. Table 5 summarizes the effect ommencorrected QT
and mean corrected QT interval (QWith different methods of correction (Frideri@ad a linear individual correction
method) at one hour post-dose. No single correctiethod is known to be more valid than the othrethis study, the
mean increase in heart rate associated with a 1@asg of LEVITRA compared to placebo was 5 beatsfiri and with
an 80 mg dose of LEVITRA the mean increase wasafshminute.

Table 5. Mean QT and QT changes in msec (90% CI) from baseline relative tplacebo at 1 hour post-dose with
different methodologies to correct for the effect bheart rate.

Drug/Dose QT Uncorrected Fridericia QT Individual QT
(msec) Correction Correction
(msec) (msec)
Vardenafil 10 mg -2 8 4
(-4, 0) (6,9) (3. 6)
Vardenafil 80 mg -2 10 6
(-4, 0) (8, 11) 4,7
Moxifloxacin® 400 | 3 8 7
mg (1,5) (6.9) (5.8)
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a) Active control (drug known to prolong QT)

Therapeutic and supratherapeutic doses of vardemafithe active control moxifloxacin produced $amincreases in
QT. interval. This study, however, was not designechade direct statistical comparisons between thg dr the dose
levels. The clinical impact of these Qdhanges is unknowrsee Warnings and Precautions (5)] .

In a separate postmarketing study of 44 healthyntekrs, single doses of 10 mg LEVITRA resulted placebo-
subtracted mean change from baseline of QTcF (ficidecorrection) of 5 msec (90% CI: 2,8). Singtesds of
gatifloxacin 400mg resulted in a placebo-subtractean change from baseline QTcF of 4 msec (90%,Z): When
LEVITRA 10mg and gatifloxacin 400 mg were co-adrstered, the mean QTcF change from baseline wat\addihen
compared to either drug alone and produced a mé&ak @hange of 9 msec from baseline (90% CI: 6,1 clinical
impact of these QT changes is unkndwsee Warnings and Precautions (5.7)] .

Effects on Exercise Treadmill Test in Patients with Coronary Artery Disease (CAD):

In two independent trials that assessed 10 mg (nerdd 20 mg (n=39) vardenafil, respectively, vaediélid not alter
the total treadmill exercise time compared to ghacd he patient population included men aged 49e20s with stable
exercise-induced angina documented by at leasbfotie following: 1) prior history of myocardialfarction (Ml),
coronary artery bypass graft (CABG), percutaneaasstuminal coronary angioplasty (PTCA), or stemiinot within 6
months); 2) positive coronary angiogram showinigast 60% narrowing of the diameter of at leastrmagr coronary
artery; or 3) a positive stress echocardiograntress nuclear perfusion study.

Results of these studies showed that LEVITRA didatier the total treadmill exercise time compateglacebo (10 mg
LEVITRA vs. placebo: 433+£109 and 4261105 seconelspectively; 20 mg LEVITRA vs. placebo: 414+114 and
411+124 seconds, respectively). The total timengiraa was not altered by LEVITRA when comparedléz@bo (10 mg
LEVITRA vs. placebo: 291+123 and 292+110 secon@ng LEVITRA vs. placebo: 354+137 and 347+143 seson
respectively). The total time to 1 mm or greaters&fiment depression was similar to placebo in thatli0 mg and the
20 mg LEVITRA groups (10 mg LEVITRA vs. placebo:(B808 and 334+108 seconds; 20 mg LEVITRA vs. placeb
364+101 and 366+105 seconds, respectively).

Effects on Eye

Single oral doses of phosphodiesterase inhibitave ldlemonstrated transient dose-related impairofexalor
discrimination (blue/green) using the FarnsworthAsgkell 100-hue test and reductions in electroretimog(ERG) b-wave
amplitudes, with peak effects near the time of gdakma levels. These findings are consistent thighinhibition of
PDES® in rods and cones, which is involved in phatmiduction in the retina. The findings were megient one hour
after administration, diminishing but still presénhours after administration. In a single doséysin 25 normal males,
LEVITRA 40 mg, twice the maximum daily recommendkxte, did not alter visual acuity, intraocular pes,
fundoscopic and slit lamp findings.

In another double-blind, placebo controlled clihicel, at least 15 doses of 20 mg vardenafil wadeinistered over 8
weeks versus placebo to 52 males. Thirty-two (32 (62%) of the patients completed the trialirRéfunction was
measured by ERG and FM-100 test 2, 6 and 24 hétersdmsing. The trial was designed to detect charig retinal
function that might occur in more than 10% of patise Vardenafil did not produce clinically signditt ERG or FM-100
effects in healthy men compared to placebo. Twpts on vardenafil in the trial reported episooegansient
cyanopsia (objects appear blue).

Effects on Sperm Motility/Mor phol ogy

There was no effect on sperm motility or morpholadfer single 20 mg oral doses of vardenafil inlthgasolunteers.
12.3 Pharmacokinetics

The pharmacokinetics of vardenafil are approxinyadielse proportional over the recommended dose range
Absorption

Mean vardenafil plasma concentrations measuredthigeadministration of a single oral dose of 20tmpealthy male
volunteers are depicted in Figure 7.
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Figure 7: Plasma Vardenafil Concentration (Mean = ®) Curve for a Single 20 mg LEVITRA Dose
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Vardenafil is rapidly absorbed with absolute bidkalality of approximately 15%. Maximum observedpina
concentrations after a single 20 mg dose in heaihynteers are usually reached between 30 mirauté® hours
(median 60 minutes) after oral dosing in the fastatk. Two food-effect studies were conducted whlowed that high-
fat meals caused a reduction iga(by 18%-50%.

Distribution

The mean steady-state volume of distribution (Wassyardenafil is 208 L, indicating extensive tiegdistribution.
Vardenafil and its major circulating metabolite, Mite highly bound to plasma proteins (about 95¢p&ment drug and
M1). This protein binding is reversible and indeghent of total drug concentrations.

Following a single oral dose of 20 mg vardenafih@althy volunteers, a mean of 0.00018% of the aidteired dose was
obtained in semen 1.5 hours after dosing.

Metabolism

Vardenafil is metabolized predominantly by the hepanzyme CYP3A4, with contribution from the CYP3And
CYP2C isoforms. The major circulating metabolitel ,Mesults from desethylation at the piperazineetyoof vardenafil.
M1 is subject to further metabolism. The plasmaceonitration of M1 is approximately 26% that of tteent compound.
This metabolite shows a phosphodiesterase sekyagirafile similar to that of vardenafil and amvitro inhibitory
potency for PDES5 28% of that of vardenafil. TherefdM1 accounts for approximately 7% of total phacoiogic
activity.

Excretion

The total body clearance of vardenafil is 56 Lig ghe terminal half-life of vardenafil and its mpary metabolite (M1) is
approximately 4-5 hours. After oral administrativardenafil is excreted as metabolites predomigantthe feces
(approximately 91-95% of administered oral dose) tana lesser extent in the urine (approximate§f2of administered
oral dose).

Pharmacokinetics in Specific Populations

Pediatrics

LEVITRA is not indicated for use in pediatric patie. Vardenafil trials were not conducted in thdiggic population.
Geriatric

In a healthy volunteer study of elderly male6% years) and younger males (18-45 years), mgara@d AUC were
34% and 52% higher, respectively, in the elderlyesisee Use in Specific Populations (8.5)] .

Hepatic Impairment

In volunteers with mild hepatic impairment (Childgh A), the Gaxand AUC following a 10 mg vardenafil dose were
increased by 22% and 17%, respectively, compar&édatiny control subjects. In volunteers with madehepatic

NDA 021400 Levitra FDA Approved 22 Nov 11 18



impairment (Child-Pugh B), thefand AUC following a 10 mg vardenafil dose were@ased by 130% and 160%,
respectively, compared to healthy control subje¢ssdenafil has not been evaluated in patients getrere (Child-Pugh
C) hepatic impairmenfSee Dosage and Administration (2.3), Warnings and Precautions (5.8), and Use in Specific
Populations (8.6).]

Renal Impairment

In male volunteers with GL= 50-80 mL/min, the pharmacokinetics of vardenaéte similar to those observed in a
control group with CLcr >80 mL/min. In male voluets with Cl, = 30-50 mL/min or CL<30 mL/min renal
impairment groups, the AUC of vardenafil was 20-3tigher compared to that observed in a control greith CL.>80
mL/min). Vardenafil pharmacokinetics have not beealuated in patients requiring renal dialyf8e Dosage and
Administration (2.3), Warnings and Precautions (5.9), and Use in Specific Populations (8.7).]

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Faity
Carcinogenesis

Vardenafil was not carcinogenic in rats and micemvadministered daily for 24 months. In these studystemic drug
exposures (AUCSs) for unbound (free) vardenafil esmdhajor metabolite were approximately 400- an@-fiold for male
and female rats, respectively, and 21- and 37ffmldnale and female mice, respectively, the expesobserved in
human males given the Maximum Recommended Humae D4RHD) of 20 mg.

Mutagenesis

Vardenafil was not mutagenic as assessed in ghibén vitro bacterial Ames assay or the forward mutation assay
Chinese hamsterYcells. Vardenafil was not clastogenic as asseisseither than vitro chromosomal aberration test or
thein vivo mouse micronucleus test.

Impairment of Fertility

Vardenafil did not impair fertility in male and fexte rats administered doses up to 100 mg/kg/dag8atays prior to
mating in male, and for 14 days prior to mating thrdugh day 7 of gestation in females. In a cqoesling 1-month rat
toxicity study, this dose produced an AUC valueunbound vardenafil 200 fold greater than AUC imlams at the
MRHD of 20 mg.

14 CLINICAL STUDIES

LEVITRA was evaluated in four major double-blindndomized, placebo-controlled, fixed-dose, pardisign,
multicenter trials in 2431 men aged 20-83 (mean5aggears; 78% White, 7% Black, 2% Asian, 3% Hispamd 10%
Other/Unknown). The doses of LEVITRA in these stsdivere 5 mg, 10 mg, and 20 mg. Two of these trale
conducted in the general erectile dysfunction (R&)ulation and two in special ED populations (anpatients with
diabetes mellitus and one in post-prostatectomgpia). LEVITRA was dosed without regard to mealsao as needed
basis in men with ED, many of whom had multipleestmedical conditions. The primary endpoints wesseased at 3
months.

Primary efficacy assessment in all four major $righs by means of the Erectile Function (EF) Dorsaore of the
validated International Index of Erectile Functi®iF) Questionnaire and two questions from theuséEncounter
Profile (SEP) dealing with the ability to achievaginal penetration (SEP2), and the ability to naiman erection long
enough for successful intercourse (SEP3).

In all four fixed-dose efficacy trials, LEVITRA shed clinically meaningful and statistically sigieidint improvement in
the EF Domain, SEP2, and SEP3 scores compareddelya. The mean baseline EF Domain score in thakewas
11.8 (scores range from 0-30 where lower scoragsept more severe disease). LEVITRA (5 mg, 10and,20 mg)
was effective in all age categories (<45, 45 to,<8BI>65 years) and was also effective regardless of (\téte, Black,
Other).

14.1 Trials in a General Erectile Dysfunction Popution

In the major North American fixed-dose trial, 76iipnts (mean age 57, range 20-83 years; 79% W3%,Black, 4%
Hispanic, 2% Asian and 2% Other) were evaluated. Mban baseline EF Domain scores were 13, 13418y the
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LEVITRA 5 mg, 10 mg, 20 mg and placebo groups, eetipely. There was significant improvement (p €0.0) at 3
months with LEVITRA (EF Domain scores of 18, 21, &% the 5 mg, 10 mg, and 20 mg dose groups, otispéy)
compared to the placebo group (EF Domain scor&pfThe European trial (total N=803) confirmed #hessults. The
improvement in mean score was maintained at abtslas 6 months in the North American trial.

In the North American trial, LEVITRA significantlynproved the rates of achieving an erection sudficfor penetration
(SEP2) at doses of 5 mg, 10 mg, and 20 mg compangldcebo (65%, 75%, and 80%, respectively, coagptr a 52%
response in the placebo group at 3 months; p <Q)00Bie European trial confirmed these results.

LEVITRA demonstrated a clinically meaningful andtgtically significant increase in the overall jpatient rate of
maintenance of erection to successful intercol8&#3) (51% on 5 mg, 64% on 10 mg, and 65% on 2Gesgectively,
compared to 32% on placebo; p <0.0001) at 3 manttiee North American trial. The European trial wled comparable
efficacy. This improvement in mean score was maiethat all doses at 6 months in the North Americih

14.2 Trial in Patients with ED and Diabetes Mellits

LEVITRA demonstrated clinically meaningful and &tctally significant improvement in erectile fura in a
prospective, fixed-dose (10 and 20 mg LEVITRA), bledblind, placebo-controlled trial of patients kviliabetes
mellitus (n=439; mean age 57 years, range 33-8%; Bhite, 9% Black, 8% Hispanic, and 3% Other).

Significant improvements in the EF Domain were shamvthis study (EF Domain scores of 17 on 10 myJRA and
19 on 20 mg LEVITRA compared to 13 on placebo; 0801).

LEVITRA significantly improved the overall per-patit rate of achieving an erection sufficient fongtation (SEP2)
(61% on 10 mg and 64% on 20 mg LEVITRA compare88% on placebo; p <0.0001).

LEVITRA demonstrated a clinically meaningful andtgtically significant increase in the overall patient rate of
maintenance of erection to successful intercol8&84°@) (49% on 10 mg, 54% on 20 mg LEVITRA compacea3% on
placebo; p <0.0001).

14.3 Trial in Patients with ED after Radical Prostdectomy

LEVITRA demonstrated clinically meaningful and satally significant improvement in erectile furan in a
prospective, fixed-dose (10 and 20 mg LEVITRA), biedblind, placebo-controlled trial in post-prosiatomy patients
(n=427, mean age 60, range 44-77 years; 93% WA#teBlack, 2% Other).

Significant improvements in the EF Domain were shawthis study (EF Domain scores of 15 on 10 myJlRA and
15 on 20 mg LEVITRA compared to 9 on placebo; 0€01).

LEVITRA significantly improved the overall per-patit rate of achieving an erection sufficient fongteation (SEP2)
(47% on 10 mg and 48% on 20 mg LEVITRA compare#2® on placebo; p <0.0001).

LEVITRA demonstrated a clinically meaningful andtgtically significant increase in the overall ypatient rate of
maintenance of erection to successful intercol8&4g) (37% on 10 mg, 34% on 20 mg LEVITRA compdceti0% on
placebo; p <0.0001).

16 HOW SUPPLIED/STORAGE AND HANDLING

LEVITRA (vardenafil HCI) is formulated as orangénf-coated round tablets with debossed “BAYER” &os
on one side and “2.5”, “5”, “10”, and “20” on théher side equivalent to 2.5 mg, 5 mg, 10 mg, anchg®f
vardenafil, respectively.

Package Strength NDC Code
Bottles of 30 2.5 mg 0173-0828-13
5 mg 0173-0829-13

10 mg 0173-0830-13

20 mg 0173-0831-13

Store at 25°C (77°F); excursions permitted to 1523(59-86°F) [see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
“See FDA-approved Patient Labeling (Patient Infaior@”

NDA 021400 Levitra FDA Approved 22 Nov 11 20



17.1 Nitrates

Physicians should discuss with patients the cardreation of LEVITRA with regular and/or intermitteuse of organic
nitrates. Patients should be counseled that conaotmise of LEVITRA with nitrates could cause blgwdssure to
suddenly drop to an unsafe level, resulting inidizgs, syncope, or even heart attack or stroke.

17.2 Cardiovascular

Physicians should discuss with patients the pateagirdiac risk of sexual activity for patients lwjireexisting
cardiovascular risk factors.

17.3 Concomitant Use with Drugs which Lower Blood Rssure

Physicians should inform their patients that in egratients concomitant use of PDES5 inhibitors,udiig LEVITRA,

with alpha-blockers can lower blood pressure sigaiftly leading to symptomatic hypotension (for ragde, fainting).
Patients prescribed LEVITRA who are taking alphackers should be started on the lowest recommestdetihg dose

of LEVITRA [see Dosage and Administration (2.4) and Drug Interactions (7)] . Patients should be advised of the possible
occurrence of symptoms related to postural hypatarend appropriate countermeasures. Patientsgheuhdvised to
contact the prescribing physician if other anti-etpnsive drugs or new medications that may intevéb LEVITRA

are prescribed by another healthcare provider.

17.4 Recommended Administration

Physicians should discuss with patients the ap@tpuse of LEVITRA and its anticipated benefitsHould be
explained that sexual stimulation is required foegection to occur after taking LEVITRA. LEVITRAuld be taken
approximately 60 minutes before sexual activitytidPas should be counseled regarding the dosindgEMiTRA
especially regarding the maximum daily dose. Ptishould be advised to contact their healthcaveiger for dose
modification if they are not satisfied with the jtyeof their sexual performance with LEVITRA or the case of an
unwanted effect.

17.5 Priapism

Physicians should inform patients that there haanlrare reports of prolonged erections greater4hzours and
priapism (painful erections greater than 6 hourduration) for LEVITRA and this class of compountisthe event that
an erection persists longer than 4 hours, the tagleould seek immediate medical assistance.dpfsin is not treated
immediately, penile tissue damage and permanesilogotency may result.

17.6 Drug Interactions

Patients should be advised to contact the preagritiysician if new medications that may interaithwEVITRA are
prescribed by another healthcare provider.

17.7 Vision

Physicians should advise patients to stop usd &S inhibitors, including LEVITRA, and seek medi attention in
the event of sudden loss of vision in one or bg#seSuch an event may be a sign of non-artenterir ischemic optic
neuropathy (NAION), a cause of decreased visiariyding permanent loss of vision, that has beenrted rarely post-
marketing in temporal association with the uselldPBES inhibitors. It is not possible to determinbether these events
were related directly to the use of PDES inhibiterso other factors. Physicians should also dseuth patients the
increased risk of NAION in individuals who haveealdy experienced NAION in one eye, including whetueh
individuals could be adversely affected by useasfodilators such as PDE5 inhibitpsse Adverse Reactions (6.1)] .

17.8 Sudden Hearing Loss

Physicians should advise patients to stop taking3’idhibitors, including LEVITRA, and seek prompedical attention
in the event of sudden decrease or loss of hearimgge events, which may be accompanied by tinaitdsdizziness,
have been reported in temporal association tonfaé&é of PDES inhibitors, including LEVITRA. It it possible to
determine whether these events are related directhe use of PDES inhibitors or to other fac{eme® Adverse
Reactions (6)] .

17.9 Sexually Transmitted Disease

The use of LEVITRA offers no protection againstisaly transmitted diseases. Counseling of patiabtait protective
measures necessary to guard against sexually fittediseases, including the Human Immunodefigievicus (HIV),
should be considered.
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17.10 Dose Adjustment

Inform patients that the recommended starting @bs€VITRA is 10 mg. The dose may be increased to a
maximum recommended dose of 20 mg or decreasedpliased on efficacy and tolerability. The maximum
recommended dosing frequency is one tablet per day.

FDA-approved patient labeling
LEVITRA® (Luh-VEE-Trah)
(vardenafil HCI) Tablets

Read the Patient Information about LEVITRA before you start taking it and again each time you
get a refill. There may be new information. You may also find it helpful to share this information
with your partner. This leaflet does not take the place of talking with your doctor. You and your
doctor should talk about LEVITRA when you start taking it and at regular checkups. If you do not
understand the information, or have questions, talk with your doctor or pharmacist.

WHAT IMPORTANT INFORMATION SHOULD YOU KNOW ABOUT LEVITRA?

LEVITRA can cause your blood pressure to drop suddenly to an unsafe level if it is
taken with certain other medicines. With a sudden drop in blood pressure, you could get
dizzy, faint, or have a heart attack or stroke.

Do not take LEVITRA if you:

« Take any medicines called “nitrates” (often used to control chest pain, also known as angina).
» Use recreational drugs called “poppers” like amyl nitrate and butyl nitrate.

(See "Who Should Not Take LEVITRA?")

Tell all your healthcare providers that you take LEVITRA. If you need emergency medical
care for a heart problem, it will be important for your healthcare provider to know when you last
took LEVITRA.

WHAT IS LEVITRA?

LEVITRA is a prescription medicine taken by mouth for the treatment of erectile dysfunction (ED)
in men.

ED is a condition where the penis does not harden and expand when a man is sexually excited,
or when he cannot keep an erection. A man who has trouble getting or keeping an erection
should see his doctor for help if the condition bothers him. LEVITRA may help a man with ED get
and keep an erection when he is sexually excited.

LEVITRA does not:
e Cure ED
» Increase a man’s sexual desire

e Protect a man or his partner from sexually transmitted diseases, including HIV. Speak to your
doctor about ways to guard against sexually transmitted diseases.

« Serve as a male form of birth control.

LEVITRA is only for men with ED. LEVITRA is not for women or children. LEVITRA must be used
only under a doctor’s care.

HOW DOES LEVITRA WORK?
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When a man is sexually stimulated, his body’s normal physical response is to increase blood flow
to his penis. This results in an erection. LEVITRA helps increase blood flow to the penis and may
help men with ED get and keep an erection satisfactory for sexual activity. Once a man has
completed sexual activity, blood flow to his penis decreases, and his erection goes away.

WHO CAN TAKE LEVITRA?

Talk to your doctor to decide if LEVITRA is right for you.

LEVITRA has been shown to be effective in men over the age of 18 years who have erectile
dysfunction, including men with diabetes or who have undergone prostatectomy.

WHO SHOULD NOT TAKE LEVITRA?

Do not take LEVITRA if you:

« Take any medicines called “nitrates” (See "What important information should you
know about LEVITRA?"). Nitrates are commonly used to treat angina. Angina is a symptom
of heart disease and can cause pain in your chest, jaw, or down your arm.

Medicines called nitrates include nitroglycerin that is found in tablets, sprays, ointments,
pastes, or patches. Nitrates can also be found in other medicines such as isosorbide dinitrate
or isosorbide mononitrate. Some recreational drugs called “poppers” also contain nitrates,
such as amyl nitrate and butyl nitrate. Do not use LEVITRA if you are using these drugs. Ask
your doctor or pharmacist if you are not sure if any of your medicines are nitrates.

« Have been told by your healthcare provider to not have sexual activity because of
health problems. Sexual activity can put an extra strain on your heart, especially if your
heart is already weak from a heart attack or heart disease.

WHAT SHOULD YOU DISCUSS WITH YOUR DOCTOR BEFORE TAKING LEVITRA?

Before taking LEVITRA, tell your doctor about all your medical problems, including if
you:

« Have heart problems such as angina, heart failure, irregular heartbeats, or have had a heart
attack. Ask your doctor if it is safe for you to have sexual activity.

+ Have low blood pressure or have high blood pressure that is not controlled.
« Have had a stroke.
 Have had a seizure.

« Or any family members have a rare heart condition known as prolongation of the QT interval
(long QT syndrome).

e Have liver problems.
 Have kidney problems and require dialysis.
« Have retinitis pigmentosa, a rare genetic (runs in families) eye disease

« Have ever had severe vision loss, or if you have an eye condition called non-arteritic anterior
ischemic optic neuropathy (NAION).

* Have stomach ulcers.

« Have a bleeding problem.

« Have a deformed penis shape or Peyronie’s disease.
* Have had an erection that lasted more than 4 hours.
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« Have blood cell problems such as sickle cell anemia, multiple myeloma, or leukemia.
* Have hearing problems.

CAN OTHER MEDICATIONS AFFECT LEVITRA?

Tell your doctor about all the medicines you take including prescription and non-prescription
medicines, vitamins, and herbal supplements. LEVITRA and other medicines may affect each
other. Always check with your doctor before starting or stopping any medicines. Especially tell
your doctor if you take any of the following:

« Medicines called nitrates (see “What important information should you know about
LEVITRA?").

« Ketoconazole or itraconazole (such as Nizoral® or Sporanox®).

« Ritonavir (Norvir®) or indinavir sulfate (Crixivan®) saquinavir (Fortavase® or Invirase®) or
atazanavir (Reyataz®).

« Erythromycin or clarithromycin.

« Medicines called alpha-blockers. These include Hytrin® (terazosin HCI), Flomax® (tamsulosin
HCI), Cardura® (doxazosin mesylate), Minipress® (prazosin HCI) or Uroxatral® (alfuzosin HCI).
Alpha-blockers are sometimes prescribed for prostate problems or high blood pressure. In
some patients the use of PDES5 inhibitor drugs, including LEVITRA, with alpha-blockers can
lower blood pressure significantly leading to fainting. You should contact the prescribing
physician if alpha-blockers or other drugs that lower blood pressure are prescribed by
another healthcare provider.

« Medicines that treat abnormal heartbeat. These include quinidine, procainamide, amiodarone
and sotalol.

 Other medicines or treatments for ED.

HOW SHOULD YOU TAKE LEVITRA

Take LEVITRA exactly as your doctor prescribes. Do not take more than one LEVITRA a day.
Doses should be taken at least 24 hours apart. Some men can only take a low dose of LEVITRA
because of medical conditions or medicines they take. Your doctor will prescribe the dose that is
right for you.

« If you are older than 65 or have liver problems, your doctor may start you on a lower dose of
LEVITRA.

« If you have prostate problems or high blood pressure, for which you take medicines called
alpha-blockers, your doctor may start you on a lower dose of LEVITRA.

« If you are taking certain other medicines your doctor may prescribe a lower starting dose and
limit you to one dose of LEVITRA in a 72-hour (3 days) period.

Take 1 LEVITRA tablet about 1 hour (60 minutes) before sexual activity. Some form of sexual
stimulation is needed for an erection to happen with LEVITRA. LEVITRA may be taken with or
without meals.

Do not change your dose of LEVITRA without talking to your doctor. Your doctor may lower your
dose or raise your dose, depending on how your body reacts to LEVITRA.

Call your doctor or emergency room immediately if you accidentally took more LEVITRA than
prescribed.

WHAT ARE THE POSSIBLE SIDE EFFECTS OF LEVITRA?

NDA 021400 Levitra FDA Approved 22 Nov 11 24



The most common side effects with LEVITRA are headache, flushing, stuffy or runny nose,
indigestion, upset stomach, dizziness or back pain. These side effects usually go away after a
few hours. Call your doctor if you get a side effect that bothers you or one that will not go away.

LEVITRA may uncommonly cause:

« An erection that won’t go away (priapism). If you get an erection that lasts more than 4
hours, get medical help right away. Priapism must be treated as soon as possible or lasting
damage can happen to your penis including the inability to have erections.

« Color vision changes, such as seeing a blue tinge to objects or having difficulty telling the
difference between the colors blue and green.

In rare instances, men taking PDE5 inhibitors (oral erectile dysfunction medicines,
including LEVITRA) reported a sudden decrease or loss of vision in one or both eyes. It
is not possible to determine whether these events are related directly to these
medicines, to other factors such as high blood pressure or diabetes, or to a
combination of these. If you experience sudden decrease or loss of vision, stop taking
PDES5 inhibitors, including LEVITRA, and call a doctor right away.

Sudden loss or decrease in hearing, sometimes with ringing in the ears and dizziness,
has been rarely reported in people taking PDE5 inhibitors, including LEVITRA. It is not
possible to determine whether these events are related directly to the PDE5 inhibitors,
to other diseases or medications, to other factors, or to a combination of factors. If
you experience these symptoms, stop taking LEVITRA and contact a doctor right away.

These are not all the side effects of LEVITRA. For more information, ask your doctor or
pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-
800-FDA-1088.

HOW SHOULD LEVITRA BE STORED?

« Store LEVITRA at room temperature between 59-86° F (15-30° C).

+ Keep LEVITRA and all medicines out of the reach of children.

GENERAL INFORMATION ABOUT LEVITRA

Medicines are sometimes prescribed for conditions other than those described in patient
information leaflets. Do not use LEVITRA for a condition for which it was not prescribed. Do not
give LEVITRA to other people, even if they have the same symptoms that you have. It may
harm them.

This leaflet summarizes the most important information about LEVITRA. If you would like more
information, talk with your healthcare provider. You can ask your doctor or pharmacist for
information about LEVITRA that is written for health professionals.

For more information you can also visit www.LEVITRA.com, or call 1-866-LEVITRA.

WHAT ARE THE INGREDIENTS OF LEVITRA?
Active Ingredient: vardenafil hydrochloride

Inactive Ingredients: microcrystalline cellulose, crospovidone, colloidal silicon dioxide,
magnesium stearate, hypromellose, polyethylene glycol, titanium dioxide, yellow ferric oxide,
and red ferric oxide.

This Patient Information has been approved by the U.S. Food and Drug Administration.
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Products cited in LEVITRA USPI

Norvir (ritonavir) is a trademark of Abbott Laboratories

Crixivan (indinavir sulfate) is a trademark of Merck & Co., Inc.

Invirase or Fortavase (saquinavir mesylate) is a trademark of Roche Laboratories Inc.
Reyataz (atazanavir sulfate) is a trademark of Bristol-Myers Squibb Company
Nizoral (ketoconazole) is a trademark of Johnson & Johnson

Sporanox (itraconazole) is a trademark of Johnson & Johnson

Hytrin (terazosin HCI) is a trademark of Abbott Laboratories

Flomax (tamsulosin HCI) is a trademark of Yamanouchi Pharmaceutical Co., Ltd.
Cardura (doxazosin mesylate) is a trademark of Pfizer Inc.

Minipress (prazosin HCI) is a trademark of Pfizer Inc.

Uroxatral (alfuzosin HCI) is a trademark of Sanofi-Synthelabo

Manufactured for:

Bayer HealthCare Pharmaceuticals Inc.
Wayne, NJ 07470
Manufactured in Germany

Distributed by:

GlaxoSmithKline
Research Triangle Park
NC 27709

LEVITRA is a registered trademark of Bayer Aktiesglischaft and is used under license by GlaxoSrnitbK
Rx Only

©2011 Bayer HealthCare Pharmaceuticals Inc. Printed in U.S.A.
Revision Date: 11/2011
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