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SEGUREX@ CONtAiNS SiIdCNAtiI. THIS IS A PRESCRIPTION MEDICINE THAT MUST BE USED ONLY UNDER

A DOCTOB'S CARE.

Take SEGUREX@ (sildenafil) exacliy as prescribed by your doctori this is the only way to obtain the efficacy and

the safety levels reported in the world literature.

Before Vou start taking s ldenatil, your doctor should assess and discuss with you the potential cardiac risk

associated with sexual activity.

yOU SHOULD NOT TAKE SEGUREX6 (sildenatil) il you are using -either regularly and/or intermlttently or if

you intend to use ORGANIC NTTRATES n any form (sublingual tablets, extended-release tablets. capsules,

iablets, sprays, skin patches or discs, ntravenous solutions) and/or any other medicines that lead to the fotr

malion of NITRIC OXIDF.

THE CONCOMITANT USE OF SILDENAFIL WITH ORGANIC NITRATES ENTAILS THE RISK OF SEVERE

HYPOTENSION.

Nitrates can be found in many medicines and drugs' such as:

. isosorbidemononitrate

. isosorbide dinitrate

. n troglycerine

. sod um nitroprusside

. amyl nltrlte

. erythrityl tetran trate

How should you take SEGUREXo?

Take SEGUREX@ exacily as prescrlbed by your doctor, one hour before sexual actlviiy. Do not take more

SEGUREX@ IhAN YOUT dOCtOT PTESCT]bES. SEGUBEX@ SHOULD NOT BE TAKEN MORE THAN ONCE A DAY'

Further information may be obtained from the leaflet enclosed in the package.
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DESCRIPTION

Each coated tablet containsi

Excipients (Dibasic catcium pn*pr.ut" irug;liti"it"J .turii nli"ilcrvsta f ine cellulose, Croscarme lose sodium,

Co toidal sllicon dioxide, Corn starch, l\lagnesium stearate, Hydroxypropylmethylcellulose, Propylene glycol, Titanlum

dioxide, Tale, lndigotlne aluminum lake [FD&C B ue No. 21, Brilliant b]ue FCF alumlnum lake [FD&C Blue No. 1])

MECHANISM OF ACTION

Sildenafil increases the eff cacy of the physiologic mechanism of erection of the penis in the presence of sexual

stimulatlon.

ln patients with organic or psychogenic erectlle dysfunction sexual stimulation results n mproved erections alter

sitdenaf I administation. The elficacy is greatest approx mateiy t hour posl administration. Sildenafil is effective in a
broadrangeofpatientswitherectiledysfunction, ncludingthosewithcardiovasculardisease,coronaryarterybypass
graft, diab;tes mel itus depression, radical prostatectomy, transurethral resection of the prostate and spinal cord
injury, and in patients taklng antidepressants or ant psychot cs.

INDICATIONS AND USAGE

Sildenafil is indicated for the oral treatment of erectlle dyslunction in men.

CLINICAL PHARMACOLOGY
Sildenafit is a se ective lnhib tor of cvclic quanosine monophosphate (cyclic GIVP)-speclfic phosphodiesterase type
5 (PDEs).
Penileerectioninvolvesthereeaseofnitricoxde(NO) nthecorpuscavernosumduringsexualstmulaton Byacti-
vating the enzyme guanylate cyclase, NO stlmulates the synthesis of cyc ic guanosine monophosphate (cGN,4P). This

lr ggers smooth musc e relaxat on, allowing increased blood f ow lnto the corpus cavernosum

nhibitionofPDE5bysildenafilpreventsthedegradationofcGN.4P,andthereforeresultsinhigher ntracellularlevelsof
this messenger. Sildenafi at recommended doses has no effect in the absence of sexual stimulation.

Slldenafil is highly selective for PDES; jts effect is more potent on PDE5 than on other known phosphodiesterases Thls

selectivlty profile is important because sildenafll has no effect on in vitro cardiac contract ity or on the electrocardio
grams of healthy male volunteers The iower selectivity lor PDE6, an enzyme found principally in the retina, ls thouolrl
lo account for certa n visua abnorma ities (such as photophobia or color t nge to vision) observed with higher dostrt,

PHARMACOKINETICS
Sildenafl is rapidy absorbed alter oral administration rn the fasted state; maxmum plasma concentralior)ri irr,'
reached within 30- 1 20 mifutes (mean 60 minutes) of dosing. When sl denafil is taken w th a high'fat meal, the t mo to

reach peak p asma concentrat on may be delayed 60 minutes. Si denaf L is wldely distributed lnto the tissues (volurno

of clist;ibution: 105 L). Bolh slldenafil and its major circu ating metabolite, N-desmethyl sildenafll, are mostly bound
to plasma protelns (>95%) PLasma concentrations of this metabollte are approximately 40% of lhose observed for

sildenafll. Only a minimal proportion of the administered dose of sildenatil (1/10.000) may appear in the semen ol
patients 90 minutes alter dosing. The ter minal ha f-life is about 4 hours
Sildenafll is metabolized predominantly by the CYP3A4 (major rouie) and by the CYP2Cg (minor route) hepat c mic-
rosomal isoenzymes. N-desmethyl sildenafil has an activity proflle similar to that of s ldenafil and ha I the potency of
the parent drug. Both are excreted mostly in the feces and to a esser extent in the ur ne (80% and l3% of the admin-
isterecl oral doie, respectvely). ln the followlng cases, p asma levels of sildenaf I may be greater than lhose seen in

healthy control volufteers: hea thy elderly men (65 years or over; 40% increase), patients wlth severe renal impairment
(creatin ne clearance <30 ml/mln; 100% increase) and patients with hepatic c rrhosis (80% increase).

DOSAGE AND ADMINISTBATION

The mean recommended dose for most patients ls 50 mg, taken approxlmately t hour before sexual activity. n certain

cases, sildenafil may be taken 4 hours to Y2 hour belore sexual actlvity. ln pat ents aged >65 years, in patlents with

severe renal mpairment (creatinine clearance <30 ml/min) and n pat ents with cirrhosis, the startlng dose shouid be
the hall of the recommended dose.

CONTRAINDICATIONS

SEGUREX@ is contraindicated in patients wlth a known hypersens t vlty to sildenafil or any other component of the
lablet, and in patients who are using organic nltrates or n tric oxide donors

Afler patients have taken sildenatil, it is unknown when nitrates, iI necessary may be sately administered.

Special caution is advised in the following patients: age >65, hepatic impairment (cirrhosis), severe renal
impairment (creatinine clearance <30 mUmin), and concomitant use of potent cytochrome P450 3A4 inhibitorg
(erythromycin, ketoconazole, itraconazole), since the pharmacokinetic parameters and plasma levels ot silde
naiil at 24 hours post dose in such patients were 3 to I times higher than those seen in healthy volunt@rs-
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WARNINGS

S ldenaf may potent ate the hypotensive eflects of nitrates so it shou d not be admin stered lo patients who are using
nitrates (See lnleract ons)

Non-arteritic anlerior ischemic optic neuropathy (NAION): Decreased vision and v s on oss due to NAION have
been reported rare y with the use of sildenafil. lvlost of these pat ents had r sk factors for NAION such as low cup to
disc ratio ("crowded disc'). age >50, hypertension, coronary artery d sease, hyperlip demia and smoking. lt has nol
yetbeendeterminedwhetherthereisacausalreationshlpbetweentheuseofPDEs nhibitorsandNAON.Physcians
should inform patients about the increased risk ol NA ON in indlvidua s with under yirg r sk factors and adv se thern
to stop use of all PDEs inhib tors, includ ng sildenaf l, and seek med cal assistance f they exper ence sudden oss of
vision in one or both eyes

Cardiac risk of sexual activity: sildenafil should not be used in patients for whom sexual aciivity is in. advis-
able due to their underlying cardiovascular status"
Vasodilatory effects: sildenalil has systemic vasodilatory effects, resulting in transient decreases in blood
pressure. Normally, this is of little consequence for most patients; however, patients with cardiovascular dis-
ease may be adversely aflected these vasodilatory effects, especially if combined with sexual activity.
Patients nol sludied in clinical trials: the following groups have not ben studled in controlled clinical trials on
the satety or efficacy of sildenafil; therelore, if prescribed, extreme caution should be exercised:

a) Patients who have suftered a myocardial infarction, stroke or lilethreatening arrhythmia within the last 6
months.

b) Patientswithhypotension(bloodpressure<90/50mmHg)orhypertension(bloodpressure>170/100mmHg).
c) Patients with a hislory of cardiac tailure or coronary artery disease causing unstable angina.
d) Patients with retinitis pigmentosa (a minority ol these patients have genetic disorders ol retinal phos-

phodiesterases) and eye diseases.

Priapism: there have been rare reports of prolonged ereclions greater than 4 hours and priapism (paintul
erections greater than 6 hours in duration) with the use ol sildenafil. ln the event ol an erection that lasts more
4 hours, the patient should seek immediate medical attention. ll not treated immediately, priapism may lead to
penile tissue damage and permanent loss of potency,
SEGUREXodoesnolprotectaganstsexuallytransmitteddiseases includnglheHuman mmunodeficiencyVirus(HlV).
PRECAUTIONS

Before prescr bing SEGUREXo, physicians shou d perform a comp ete medical assessment of th-^ palienl and deler-
mlne the cause of the erectlle dysfunction

SEGUREXDshouldbeusedwithcautloninpatentswithanatomica deformatiofofthepens(suchasangulalionand
cavernosa f bros s or Peyronie's disease) and in patients w th a predlsposition to priapism or with conditlons (such
as s ck e cell anem a, mullip e myeloma or leukemia) that may predrspose them to priapism. Although sildenaf i has
no effect on bleed ng time when taken a one or with aspirin, in v tro stud es show that si denafil potentiates the ant ag-
gregatoryeffectofsodiumnlroprusside anitricoxidedonor SEGUREX',shouidbeusedwithcauton npatentswth
risklactorsforhemorrhageoractivepeptlcuceration Gventhatsexualactivitymayincreasethecardacriskofsome
card ovascu ar diseases, the cardrovascu ar status of the pat ent shou d be assessed prior [o treatment with s ldenaJi].

S ldenaf I shou d a so be used with caut on in pat ents w tlr retinitis pigmentosa, since some of these patients have
genetic disorders of retinal phosphodlesterases.

Theeffcacyandsafetyofsldenafi inassociatonwthothertreatmentsforerectiedysfunctonhavenotbeenstudled.
Therelore, such combinalion is not recommended until adequate research is conducted.
Drug interactions
lnhibitors of CYP3A4 and CYP2Og lsoenzymes may reduce siidenafll clearance.
Sldenafil s a weak inhibitor of CYP142, CYP2Eg, CYP2C19 CYP2D6, CYP2E1 and CYPSA4 isoenzymes so it rs

unlike y to a ter the c earance of their substrates

When coadministered with si denaiil to heaithy vo unteers cimetid ne caused a 56% increase n plasma sildenafil
concentratrons.

When sidenaf was admin stered with erythromycin, a specific CYP3A4 inhibitor at steady state (500 mg bid for 5
days),therewasal82%increase ntheareaunderthecurve(AUC)ofsldenaf.Datafrompatientsinclinicaltrials
indicated a reduction ln sildenafil clearance when coadministered with ketoconazol or itraconazole.
ln these pallents. the startlrg dose should be the hal of tho recommended dose.

Ontheotherhand,conconrtantadminlstratonofCYP3A4 fducerssuchasrilampcnmavdecrcasepasma eves
n,: lopt dtil

Srngle doses of antacid conta ning magnes um hydroxide/alurn num hydroxide do not affect the bioavirlability of siidenaf L

CYP2C9 nhibitors(suchastolbutamide,warfarin),CYP2D6inhbitors(suchasselectveserotonirrrouptakeinhibitors,
lr cyc ic antidepressants), thiazide and related diuret cs, an!liotensin converting enzyme (ACE) lnlr brtors and calc um
channe blockers have no cffect on si denafl pharmacokin(rllcs.

The area under the curve (AUC) of the active metabolite, N desmethyl si denafil is increased 62'2, by oop and po
tassium sparlng diuret cs afd 1 02ol. by nonspecific beta blockers. However, these e{fects on tho irot vo metabolile of
sildenafil are rot expected to be clinica ly re evant

No sign ficant interactions lrave been shown w th to butam rle or warfarin.

At the recommended dose s ldenafil does not potentiate tlre ncrease in b eeding lirlrc caused l)y ilrl)rr no (150 mg)
or the hypotensive effeci ol alcohol ln healthy volunteers.

A mean additional reduclion ln blood pressure was reported when sildenafil (1 00 mg) was coadministered with
amlodipine (5 mg or l0 mg) to hypenensive patients"

Carcinogenesis, Mutagenesis, lmpairment ot Fertility
S ldefafl was nol carc nogenic when adminlstered to two d fferent species of rodents
Slldenalilwasnejthermutagenicin nvitrobacteralandChfesehamsterovarycelassays,norcastogencintnvtro
tests on human lymphocytes ot in in vivo ai. ntctonucleus assays.
There was no mpalrment of fedi ity in male or lemaie rats given sildenafii
Nomorphoogcalotfunctonaiabnormaltiesinspermweredetectedaltersngel00mgoraldosesofsidenafi in
healthy volunteers.

Pregnancy
S ldenaf I should not be adm n stered during pregnancy. Ihere are no adequate and wel -control ed stud es of s lde-
naf in pregnant women.

No ev dence of teratogen city, embriotox c ty or fetotox clty was obseryed in rats or rabbits that receivecl s ldenafil
doses about 20 to 40 times greater than the max mum recommended human dose on a mg/m2 basis
Nursing Molhers
It is not known whether slldenal I s excreted n human breast mi k.

Pediatric Use
SEGUREX@ s not indicated lor use n ch ldren

Geriatric use

Dose se eclion for pat ents aged > 65 years should be cautious. (see DOSAGE AND ADI\4INISTRATION).
ADVERSE REACTIONS

Reported adverse events are I isted below accord ng to n c idence and body system invo ved. Those observed n
>2% of patjents are descr bed as frequent of these events, the ones more common or s denafil than on placebo
have been !nderl ned. Adverse events seen in <2% of patients and with uncertain causa re ationsh p to si denafil are
described as inf requent.

Body as a whole. Frequent: I u syndrome lnfrequent: lace edema thirst photosensit v ty reaction, shock, asthen a,
ch I s, acc dental fal , accidental njury.

Cardiovascular. lnfrequent: argtra pectoris AV block trchycardia, palpitation hypotension, postural hypotension,
myocard al ischemla, cardlac arrest, heart fa ure abnormal e ectrocardiogram, syncope, cardiomyopathy.
Digestive. Frequena dyspepsla diarrhea Dyspeps a was more common at IOO mg than at lower doses. /nlrequertl
abdominal pan, vomitng. gosstis dysphagia gastritis gastroenterits, esophagitis, stomatitis, dry mouth rectal
hemorrhage, ging v tis.

Metabolic and nutritional- lnfrequent gout, diabetes, perpheral edema, hypergycemia hypogycemia. iryperna-
trem a, hyperuricem a

Hemic and Lymphatlc. lnt'requent: anemia, leukopen a.

Musculoskeletal,Frequentl)ackpan,arthralga nfrequbntarthrits,arthrossmyagja,tenosynovltsmyasthena,
bone pair lendon rupture

Neurological and Psychiatrlc. Frequerl: headache d zr ness. lnfrequent: m graine, ataxia, hyperton a, neuropathy,
tremoT vert go, decreased reflexes paresthes a, hypesLhesia, mydriasis, tinnrtus, depression, nsomnia n ghtmares,
somno ence.

Respiratory. Frequent: terptraloty lract nlect of nasal congestion lnfrequent: asthma. dyspnea, pharyfgitis aryn
gltis, sinustls bronchitis, cough, ncreilse.J spulrrn
Skn and appendages. Fr{:q!ent: fushrng rash. nfreqlentr herpes smplcx, urticara, prurlus, skin ulcer, contact
dermatitis, exfol ative dernrat tis, increased sweat ng

Urogenital. Frequent: utnaty ltact infection. nfrequent: cystit s, noctu[]a. abnorma ciaculat on genlta ederna, an
a ges a urinary incont nence, breast enlargement
No cases of priaprism were reported in the clin cal stud es.

Special senses. Frequenl abnatma vision (photophobia, blurred vision and changes in coor vtson). Abnormal
vsonwasmorecommonilll00mgthanatlower(Joscs. nfrequent:conjunclivts,pllotophobia,eyepain,dryeyes,
cataract, eye hemorrhage deafness, ear pa n

Laboratory. lnfrequent: alnotnal iver function tosl:i

OVERDOSAGE

Al dosesuptoB00mg,theincidenceratesof adverscoventsworclli(llr.-.rthaf lo:rosccnatlhcusuit recommended
doses.

ln case of overdose, go to the nearest Hosp tal

Alter carefu ly examining llre patient and cons clt:r rg the amourl ol si denaiil illqcsLod the t rnc ltterva s nce the
ingestiof and the potential (iontra ndicat ons of oorl;rir procedur0:j. slandard suf)f)orl vc rfeasurcs shou d be adopted
as requ red. Renal dialysis s not expected to aooo ortle silderlrlrl o orlra|co
HOW SUPPLIED

Each package contains 4 I m coated tablolr;

RECOMMENDED STORAGE

Store at room temperature cxcursions lrrrrrrrllrrl lo 1l; i30 oC

"This is a prescription medicine that must be used only under a doctor's care. Palienls should not take this
medicine again unless recommended and prescribed by a doctor_"

"KEEP OUT OF THE REACH OF CHILDREN"


