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Tadalafil 20 mg +
Dapoxetine 60 mg Tablets

COMPOSITION:
Each film coated tablet contains
Tadalafil 20mg

Dapoxetine Hydrochlonde equivalent to Dapaxetine 60mg

DOSAGE FORM:
Tablels

DESCRIPTION:
Buff yellow to dark yellow colored, tnangular shaped film
coated tablets and plain on both sides.

EXCIPIENTS LIST:

Lactose BP, Croscamillose Sodium USPNF Sodium Lauryl
Sulphate BP, Crospovidene BP, Povidone (PV.PK-30) BP.
Isopropyl Alcohol BP, Magnesium Slearate BP, Inslacoal
Agqua-l| AD2D00050 (Yellow) IH, Purified water,

CLINICAL PARTICULARS:
Therapeutic Indications:

For the treatmenl of Erectile dysfunction and premature
ejaculation in men 18 to 64 years of age.

Notorious Effect of Excipients:

Lactose: The T36 Plus (Tadalafil 20 mg and Dapoxetine 60 mg
Tablels) contains Laciose. Adverse reactiona o Laciose are
largely aftributed o Lactose Intolerance, which occurs in
individuals with a deficiency of the intestinal enzyme lactase
This results In Lactose being undigested and may lead 1o
cramps, diarrhoea, distension, and flatulence. Therefore,
Lactose inlolerant people should not take this medicine.

Sodium lauryl sulfale: Sodium lauryl sulfate is widely used In
cosmetics and oral and topical pharmaceutical formulations. |1
is a moderately toxic matenal with acute toxic effects including
imitation lo the skin, eyes, mucous membranes, upper
respiratory tract, and stomach. Repealed, prolonged exposure
to dilute solutions may cause drying and cracking of the skin;
contact dermatitis may develop

Isopropyl alcohol: Iscpropyl alcohol is about twice as loxic as
ethancl and should therefore not be administered orally;

isopropyl alcohol also has an unpleasant laste. Symptoms ofs_

isopropyl alcohol toxicity are similar to thase for ethanol exceplt
that isopropyl alcohol has no initial euphonc action and gasinlis
and vomiling are more prominenl Della osmolality-may be
useful as rapid screen test to identify patients at risk of
complications from ingestion of |socpropyl alcohol. The lethal
oral dose Is estimated lo be about 120-250 mL although toxic
symptoms may be produced by 20 mL

In the pharmaceulical industry, isopropyl alcohol may be used
in small, safe quantities in capsule or tablet manufacturing

Posology and Method of administration:

Fororal use only.

The recommended dose is one tablet lo be laken 1-3 hours
before sexual activity. Take only when needed and do not lake
more than one tablel per day. Il may be laken with or without
focd

In chinical studies was shown to augment the
hypotensive effects of nitrates. This is thought to resull from the
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oxide/cGMP pathway. Therefore, administration of tadalafil lo
patients who are using any form of organic nitrale Is
contraindicated.

Tadalafil must not be used in men with cardiac disease for
whom sexual aclivity Is Inadvisable. Physicians should
consider the polential cardiac risk of sexual activily in patients
with pre-existing cardiovascular disease.

The following groups of patients with cardiovascular disease
were nol included in clinical tnals and the use of ladalafil is
therefore conlraindicated:

- patients with myocardial infarction within the last 90 days,

- patients with unstable angina or angina occumring during
saxual inlercourse,

- patients with New York Heart Associalion Class 2 or greater
heart failure in the last 6 months,

- patients with uncontrolled arrhythmias, hypolension (<90/50
mm Hg), or unconirolied hyperiension,

' = patients with a stroke within the last 6 months,

Tadalafil is contraindicated in palients who have loss of vision
in one eye because of non-aneritic anlerior Ischaemic oplic
neuropaty (NAION), regardless of whether this episode was
in connection or nol with previous PDES inhibitor exposure.
The co-administration of PDES Inhibitors, including tadalafil,
with guanylate cyclase stimulators, such as riocigual, is
contraindicaled as It may potentially lead to symptomatic
hypolension

Dapoxetine hydrochloride

Significant pathological cardiac conditions such as:

= Hearl failure (NYHAdass lI-1V)

« Conduction abnormalities such as AV block or sick sinus
syndrome

+ Significant ischemic heartdisease

+ Significant valvular disease

« Ahistory of syncope.

Ahistory of mania or severe depression

A ancomItINT e aTmENT Wi Thorroamwno—ordass-inhibitors
(MAOIs), or within 14 days of discontinuing treatmenl with an
MAQI. Similary, an MAOI should not be administered within 7
days after dapoxeltine has been discontinued.

Concomitant treatment with thioridazine, or within 14 days of
discantinuing treatment with thioridazine. Similarly,
thiondazine should not be administered within 7 days after
dapoxeline has been discontinued.

Concomitant treatment with serolonin reuptake inhibitors
[selective serotonin reuptake inhibitors (SSRIs),
serolonin—norepinephrine reuptake inhibitors (SNRIs),
tncyciic anlidepressants (TCAs)] or other medicinal/herbal
products with serotonergic effects [e.g., L-tryplophan, triptans,
tramadol, linezolid, lithium, St John's Worl (Hypercum
perforatum)] or within 14 days of discontinuing treatment with
these medicinal/herbal producls. Similarly, these
medicinal/herbal products should nol be administered within 7
days after dapoxeline has been discontinued.

Concomitant treatment o potent CYP3A4 Inhibitors such as
keloconazole, itraconazole, rilonavir, saguinavir, lelithromycin,
nafazadone, nelflinavir, atazanavir, elc,

Moderate and severe hepalicimpairment

| Contraindications:
Hypersensilivity lo the active substance or lo any of the
excipienls.

Special warning and precautions for use:

Tadalafil

Before treatment with Tadalafil

A medical history and physical examination should be
undertaken lo diagnose ereclile dysfunction and determine
potential underlying causes, before pharmacological treatment
Is consicered

Prior to initiating any lrealment for ereclile dysfunction,
physicians should consider lhe cardiovascular stalus of their
‘\palients, since there is a degree of cardiac risk assoclated wilh
sexual aclivity. Tadalafil has vasodilalor properiies, resulting In
mild and transient decreases in blood pressure, and as such

Mpclenbales the hypotensive effect of nitrales.

The evaluation of erectile dysfunction should Include a
eterminalion of potential underlying causes and the
Jdentification of appropriate treatment following an appropriale
medical assessmenl. It is not known If Tadalafil is effeclive In
\palients who have undergone pelvic surgery or radical non-
nerve sparing prostalectomy.
b
Cardiovascular
Serious cardiovascular events, Including myocardial infarction,
sudden cardiac death, unstable angina pectoris, ventricular
arrhythmia, stroke, transienl ischemic attacks, chest pain,

palpitalions and lachycardia, have been reporied either post
} markeling and/or in clinical trials.

\
Most of the palients in whom these evenls have been reported
had pre-existing cardiovascular risk factors. However. it Is not
kpussible to definitively delermine whether these evenls are
related directly lo these risk factors, to Tadalafil, to sexual
aclivity, or lo a combination of these or other factors.

In patients who are laking alphai blockers, concomitant
administration of Tadalafii may lead lo symplomalic
. hypolension in some patients. The combination of tadalafil and
doxazosin is not recommended.

Vision

: Visual defects and cases of NAION have been reported in
connection with the intake of Tadalafii and other PDES5
inhibitors. The patient should be advised that in case of sudden
visual defecl, he should stop taking Tadalafil and consult a
physician immediately.
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L There s imited clinical data on the salety of single-dose
‘administration of ladalafil in patients with severe hepalic
insufficiency (Child-Pugh Class C). If tadalafil is prescribed, a
careful individual benefiVrisk evaluation should be undertaken
by the prescnbing physician.

Prnapism and anatomical deformation of the penis

Patients who experience ereclions lasting 4 hours or more
should be Instructed to seek immediale medical assistance. If
priapism Is not treated immediately, penile lissue damage and
permanent loss of potency may resull.

| Tadalafil, should be used with caution in patients with
anatomical deformation of the penis (such as angulalion,
cavermosal fibrosis or Peyronie's disease), or in patienls who
have conditions which may predispose them to pnapism (such
as sickle cell anaemia, mulliple myeloma or leukaemia),

Use with CYPJ3A4 inhibitors

Caution should be exercised when prescnbing Tadalal’ﬂ lo
%palients using polent CYP3A4 Inhibilors (ritonavir, saquinavir,
Yﬂlﬂﬂonaznlﬁ. itraconazole, and erythromycin) as. increased
\ladalafil exposure (AUC) has been observed if the medicinal

products are combined

Tadalafil and other trealments for erectile dysfunction

The safety and efficacy of combinations of Tadalafil and olher
PDES inhibilors or other treatmenls for ereclile dysfunction
have nol been sludied. The paltients should be informed nol lo
‘take Tadalafil in such combinations.

‘Dapoxetine hydrochloride
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General recommendations

Dapoxeline should nol be prescribed to men who have not been
diagnosed with Premature Ejaculation. Safety has nol been
established and Lhere are no dala on the ejaculation-delaying
effects inmen without Premature Ejaculalion.

Qlher forms of sexual dysfunclion

Before lrealment, subjects with olher forms of soexual
dysfunclion, Including erectile dysfunclion, should ba carafully
Invesligaled by physicians

Orthostatic hypolension

Before treatmenl Inlliation, a caraful medical examination
including history of orthoslalic events should be performed by
the physician. An orthostalic lest should be performed bafore
Initialing therapy (blood pressure and pulse rale, supine and
slanding). In case of a history of documented or suspected
orthostatic reaction, lreatment wilh Dapoxeline should be
avolded.

Orthostalic hypotension has been reported In clinical trials, The
prescriber should counsel lhe palient In advance thal If he
experiences possibly prodromal symploms, such as
lightheadedness soon afler slanding, he should Immediately
lie down so his head |s lower than the rest of his body or sit
down with his head between his knees unlil the symptoms
pass. The prescriber should also Inform the patient nol lo rise
quickly after prolonged lying or sitting.

Suicide/sulcidal thoughls

Antidepressants, Including SSRIs, Increased lhe risk
compared lo placebo of sulcidal thinking and suicidality in
short-term studies in children and adolescents with Major
Depressive Disorder and olher psychlalric disorders. Short-
term sludies did not show an Increase n the risk of suicidality
with antidepressants compared to placebo In adults beyond
age 24 In clinical Irials with Dapoxetine for the Ireatment of
premalure ejaculalion, there was no clear Indication of
realment-emergent suicidality In evaluation of possibly
suicide-related adverse events evalualed by the Columbia
Classification Algorhythm of Suicide Assessment (C-CASA),
Montgomery-Asberg Depression Rating Scale, or Beck
Depression Inventory-Il.

_ Syncope

JPalienls should be cautioned lo avoid situalions where injury
tould resull, including driving or operating hazardous
machinery, should syncope or its prodromal symptoms such as
dizziness orlightheadedness occur.

Possibly prodromal symptoms such as npausea,
dizziness/lightheadedness, and diaphoresis were reported
more frequently among patienls treated wilth Dapoxeline
compared lo placebo.
In the clinical trials, cases of syncope characterized as loss of
consciousness, with bradycardia or sinus arresl observed In
palients wearing Holler monilors, were considered vasovagal
in eliology and the majority occurred during the first 3 hours
after dosing, after the firsl dose, or assoclaled with
sludy-related procedures In the clinic setting (such as blood
draw and orthoslalic maneuvers and blood pressure
measurements). Possibly prodromal symploms, such as
nausea, dizziness, lighlheadedness, palpitations, aslhenia,
confusion and diaphoresis generally occurred within the first 3
hours following dosing, and often preceded the syncope.
Palients need lo be made aware lhal they could experience
. syncope at any lime with or withoul prodromal symploms
during their lreatmenl wilh Dapoxeline. Prescribers should
counsel palients about the Importance of mainlaining
adequale hydration and aboul how lo recognize prodromal
signs and symploms lo decrease Lhe likelihood of serious Injury
associaled with falls due lo loss of consciousness. If the palient
experiences possibly prodromal symptoms, the palient should
immediately lie down so his head Is lower lhan the rest of his
body or sit down with his head between his knees unlll the
symploms pass, and be cautioned to avold situalions where
injury could resull, Including driving or cperaling hazardous
machinery, should syncope or other CNS effecls occur.

Palien|s with cardiovascular risk factors

Subjects with underlying cardiovascular disease were
excluded from Phase 3 clinical trials. The risk of adverse
cardiovascular outcomes from syncope (cardiac syncope and
syncope from other causes) Is Increased In patienls wilh
underlying structural cardiovascular disease (e.g.,

documanted outflow obslruction, valvular heart disease,
carolld slonosis and coronary artery disease) There are
Insufficlent dala to delarmine whether this Increased risk
axlonds lo vasovagal syncope In pallents with underlying
cardlovascular diseasa

Use with recrealional drugs .
Pallents should be advised not lo use Dapoxeline in
combination with recreallional drugs

Recreational drugs wilh serolonergic aclivity such as
ketamine, methylonedloxymethamphetamine (MDMA) ;md
lysergic acld diethylamide (LSD) may lead lo potentially
serlous reactions |f combined with Dapoxeline. These
roaclions Include, bul are not limited lo, arrhythmia,
hyperthermla, and serotonin syndroma. Use of Dapoxetine
wilth recreational drugs wilh sedalive properties such as

narcolics and benzodiazepines may (urther increase
somnolence and dizzineas.

Ethanal :
Patients should be advised nol lo use Dapoxetine In
combination with alcohol.

Combining alcohol with dapoxetine may Increase
alcohol-relaled neurocognitive effects and may also enhance
neurocardiogenic adverse evenlts such as syncope, 'me_rt:.-t:n:,Ir
Increasing the risk of accidental injury; therefore, palienis
should be advised lo avoid alcohol while taking Dapoxetine

Medicinal products wilh vasodilatation properties :
Dapoxetine should be prescribed with caution in patients
laking medicinal products wilh vasodilatation properties (such
as alpha adrenergic receplor antagonists and nitrates) due (o
possible reduced orthostaltic tolerance.

Caulion Is advised in paltients taking moderate CYP3A4
inhibitors and the dose Is restricted to 30 mg.

P CYP2D6 inhibit
Caution Is advised Il increasing the dose 1o 60 mg In patients
laking polent CYP2D6 inhibitors or if Increasing the dose lo 60
mg in palients known lo be of CYP2D6 poor melabolizer
genotype, as this may increase exposure levels, which may
result in a higher Incidence and severity of dose dependent
radverse events.

Mania

Dapoxeline should not be used in patients with a history of
mania/hypomania or bipolar disorder and should be
| disconlinued in any patient who develops symptoms of these
disorders.

Seizure

Due o the polential of SSRIs 1o lower the seizure threshold,
Dapoxetine should be discontinued in any patient who
develops seizures and avoided in patients with unstable

monilored.

epilepsy. Palienls with controlled epilepsy should be carEthK
¥

Paedialric population
| Dapoxetine should nol be used in individuals below 18 years of
age,

l:_'l_ﬂprg; slon and/or psychiatricdisorders

Men with underlying signs and symptoms of depression should
be evalualed prior lo treatment with Dapoxeline to rule out
undiagnosed depressive disorders. Concomitant treatment of
Dapuxelipa with antidepressants, including SSRIs and SNRls,
Is contraindicated. Discontinuation of treatment for ongoing
depression or anxiety in order lo Initiale Dapoxetine for the
treatment of PE is nol recommended. Dapoxetine is not
Indicaled for psychiatric disorders and should not be used in
men with these disorders, such as schizophrenla, or In those
suffering wilh co-morbld depression, as worsening of
symploms associated with depression cannot be excluded.
This could be the result of underlying psychiatric disorder or
might be a resull of medicinal product lherapy. Physicians
should encourage paltients lo report any distressing thoughts

or feelings at any time and if signs and symploms of depression
davelop during lrealment, Dapoxetine should be discontinued.

Haemorrhage
There have been reports of bleading abnormalilies with SSRIs.

Caution Is advised in patients laking Dapoxetine, paricularly in
concomitant use with medicinal products known lo affect
plalelet function (e.g.. alypical anlipsychotics and
phanothiazines, acelylsalicylic acid, nonsleroldal
anli-inflammatory drugs [NSAIDs], anti-platelet agents) or
anlicoagulants (e.qg., warfarin), as well as in patienls with a
history of bleeding or coagulation disorders.

Renal impairment

Dapoxetine is not recommended for use in palienis with severa
renal impairment and caution Is advised in palienls with mild or
moderate renal Impairment

Wilhdrawal effecls

Abrupt discontinuation of chronically administered SSRis used
lo lreal chronic depressive disorders has been reporied 1o
result In the following symploms: dysphoric mood, irmtability,
agitation, dizziness, sensory disturbances (e.g., paresthesias
such as electric shock sensations), anxiety, confusion,
headache, lethargy, emolional lability, insomnia and

hypomania.

A double—blind clinical trial in subjects with PE designed 1o
assess the withdrawal effects of 62 days of daily or as needed
dosing with 60 mg Dapoxeline showed mild wilhdrawal
symptoms with a slightly higher incidence of insomnia and
dizziness in subjects switched lo placebo after daily dosing

Eye disorders

The use of Dapoxetine has been associated with ocular effects
such as mydnasis and eye pain. Dapoxetine should be used
with caution in patients with raised intraocular pressure or
those at risk of angle closure glaucoma

““_lInteractions with other medicinal products and other

forms ofInteractions:

Tadalafil

Interaction studies were conducted with 10 mg and/or 20 mg
ladalafil, as Indicated below. With regard to those interaction
studies where only the 10 mg tadalafil dose was used, clinically
relevant interactions at higher doses cannot be complelely
ruled oul

f r lafi

Cytochrome P450 inhibitors

Tadalafil is principally metabolised by CYP3A4, A selective
inhibitor of CYP3AA4, ketoconazole (200 mg daily), increased
ladalafil (10 mg) exposure (AUC) 2-fold and Cmax by 15 %,
relative to the AUC and Cmax values for tadalafil alone.
Keloconazole (400 mg daily) increased ladalafil (20 mg)
exposure (AUC) 4-fold and Cmax by 22 %. Ritonavir, a
protease inhibitor (200 mg twice daily), which is an Inhibitor of
CYP3A4, CYP2CS, CYP2C19, and CYP2D6, increased
ladalafil (20 mg) exposure (AUC) 2-fold with no change In
Cmax. Although specific inleractions have not been studied,
other protease Inhibitors, such as saquinavir, and other
CYP3A4 Inhibitors, such as erythromycin, clanthromycin,
ltraconazole and grapefruit juice should be co-administered
with caution as they would ba expected lo increase plasma
concentrations of tadalafil,

Transporters
The role of transporters (for example p-glycoprotein) in the
disposition of tadalafil is not known. Therefore there is lhe
potential of drug interactions mediated by inhibition of
transporters.

Cytochrome P450 inducers

A CYP3A4 inducer, nfampicin, reduced tadalafil AUC by 88 %,
relative to the AUC values for ladalafil alone (10 mg). This
reduced exposure can be anlicipaled lo decrease the efficacy
of tadalafil; lhe magnitude of decreased efficacy |s unknown.
Other inducers of CYP3A4 such as phenobarbital, phenytoin

and carbamazepine, may also decrease plasma
concentrations of tadalafil.

Effects of tadalafil on other medicinal products
Nitrates

In clinical studies, tadalafil (5, 10 and 20 mg) was shown lo
augment the hypotensive effects of nitrates Therefore,
administration of Tadalafil lo palienls who are using any form of
organic nitrate |s contraindicated. Based on the resulls of a
clinical study in which 150 subjects received daily doses of
tadalafil 20 mg for 7 days and 0.4 mg sublingual nitroglycenn at
varnous tmes, this interaction lasted for more than.24 hours
and was no longer detectable when 48 hours had elapsedafier
the las! tadalafil dose. Thus, in a patient prescribed any doss of
tadalafil (25 mg-20 mg), where nitrate adminisiralion s

. deemed medically necessary in a life-threatening situation, at

1 jeast 48 hours should have elapsed afier the lasl dose of

tadalafil before nitrate administration i1s considered. In such
, circumslances, nitrates should only be administered under
close medical supervision with appropriate haemodynamic

% monitonng.

o

Anli-hypertensives (including calcium channel blockers)
The co-administration of doxazosin (4 and 8 mg daily) and

\ tadalafil (5 mg daily dose and 20 mg as a single dose)

increases lhe blood ing effect of this alpha-
blacker in a significant manner. This effect lasts at least twelve
hours and may be symptomatic, including syncope Therefore
this combination is not recommended.

In interaction studies performed in a limited number of healthy
volunleers, these effects were nol reported with alfuzosin or
tamsulosin. However, caution should be exercised when using
tadalafil in patients lreated with any alpha-blockers, and
notably in the elderly. Treatments should be initiated at minimal
dosage and progressively adjusted

\.In patients receiving concomitant antihyperiensive medicinal
produclts, tadalafil’ 200 mg may Induce a blood pressure
| decrease, which (with the axcepliun Of 28ipna DIOCKErs -see

' abaove-) is, in general, minor and not likely to be clinically

relevanl. Analysis of phase 3 clinical tnal data showed no
difference in adverse events in palients taking tadalafil with or
without antihypertensive medicinal products. However,
appropnale clinical advice should be given lo palients
regarding a possible decrease in blood pressure when they are
Ireated with anlihypertensive medicinal products.

Riociguat
Concomilant use of riociguat with PDES inhibitors, including
tadalafil, is contraindicated

5-alpha reductase inhibitors

In a chinical 1rial thal compared tadalafil 5 mg coadministered
with finastende 5 mg to placebo plus finastende 5 mg in the
relief of BPH symploms, no new adverse reactions were
identified. However, as a formal drug-drug interaction study
evaluating the effects of tadalafil and 5-alpha reductase
inhibitors (5-ARIs) has nol been performed, caution should ba

- exercised when ladalafil s coadministered with 5-AR|s.

CYP1A2 substrales (e.g. theophyilline)

When tadalafil 10 mg was administered with theophylime (a
non-selective phosphodiesterase Inhibitor) in a clinical
pharmacology study, there was no pharmacokinetic
Interaction. The only pharmacodynamic effect was a small (3.5
bpm) increase in heart rate. Although this effect is minor and
was of no clinical significance In this study. it should be
considered when co-administering these medicinal products.

Ethinylestradiol and terbutaline

Tadalafil has been demonstrated to produce an increase in the
oral bioavailability of ethinylestradiol; a similar increase may be
expected with oral administration of terbutaline, although the
clinical consequence of this Is uncertain.

Alcohol
Alcohol concentrations (mean maximum blood concentration

!

0.08 %) were not affected by coadministration with lacalafi (10

. mg or 20 mg). In addilion, no changes in tadalafil

4

concentrations were seen 3 hours after co-administration with
alcohol. Alcohol was administered in a manner 1o maximise the
rate of alcohol absorption (ovemight fast with no food until 2
hours after alcohol).Tadalafil (20 mg) did nol augment the
mnbhodp;zsmmdﬂaﬂ!pmdumﬂhyahﬂpl[ﬂ_lm
or approximately 180 ml of 40 % alcohol [vodka] in an 80-kg
male) but in some subjects, postural dizziness and orthostatic
hypolension were observed. When ladalafil was administered
with lower doses of alcohol (0.6 g/kg), hypolension was nol
observed and dizziness occurred with similar frequency o
alcohol alone. The effect of alcohol on cognitive function was
nol augmenled by tadalafil (10 mg).

Cytochrome P450 metabolised medicinal products

Tadalafll is not expected fo cause ciinically significant inhibition
or induction of the clearance of medicinal products
metabolised by CYP450 isoforms. Studies have confirned that
“tadalali does not inhibit or induce CYP450 isoforms, including
CYP3A4, CYP1A2, CYP2D6, CYP2E1, CYP2C9 and
CYP2C19 :

CYP2C9 substrates (e.g. R-warfarin)

Tadalafil (10 mg and 20 mg) had no clinically significant effect
on exposure (AUC) to S-warfann or R-warfann (CYP2C9
substrate), nor did tadalafil affect changes in prothrombin time
induced by warfarin.

. Aspinn

Tadalafil (10 mg and 20 mg) did not potentiate the increase in
bleeding time caused by acetyl salicylic acid.

Antidiabebic medicinal products
Specific interaction studies wilh antidiabetic medicinal
products were nol conducted.

Dapoxetine hydrochloride

oxidase inhibitor (MADI), there have been reporis of senous,
sometimes fatal, reactions including ia, ngidity,
myoclonus, autonomic instability with possible rapid
fluctuations of vital signs, and mental status changes that
include extreme agitation progressing lo delinum and coma.
These reactions have also been reported n patients who have
recently discontinued an SSR| and have been stanted on an
MAOI Some cases presenied with features resambling
neuroleptic malignant . Animal data on the effects of
combined use of an SSRI and MAOIs suggest thatl these
medicinal products may act synergistically 1o elevale biood
pressure and ewvoke behavioural excitation. Therefore,
Dapoxetine should not be used in combination with an MAOI,
or within 14 days of discontinuing treatment with an MAOI.
Similarly, an MAOI should not be administered within 7 days
after Dapoxetine has been discontinued.

Potentialfori fth thioridazi
Thiondazine administration alone produces protongation of the

~..QTc Interval, which 5 associated with senous ventncular

‘Inhyjthrmas- Medianal products such as Dapoxetine thal
Inhibit the CYP2D6 Isoenzyme appear to Inhibil the

- metabolism of thioridazine and the resulting elevated levels of

thiondazine are expected to augment the prolongation of the
QTc interval Dapoxetine should not be used in combination
with thiondazine or within 14 days of discontinuing treatment

. with thioridazine. Similarly, thiondazine should not be

- administered within 7 days after Dapoxetine has been

l dmcpntinuau.
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M@ nd h oS : - emic effects
As with other SSRis, administration with serotonergic

- medicinalherbal products (including MAOIs, L

W

triplaps. tramadol, linezolid, SSRIs, SNRis, lithwm and St
John's Wort (Hypencum perforatum) preparations) may lead to
an Incidence of serotonin associated effects D !

should not ba used in combination with other SSRIs, MAOIs or

IJ Other serotonergic medicinalherbal products or within 14 days



of dscontnuing treatment with these medianalherbal
products. Similarly, these medicnalhertal products should not
be administered within 7 days after Dapoxeline has been
discontinued

CNS aclive medicnal products

Tha use of Dapaxetine in combmalion with CNS active
medicinal products (e.g.. antepieplics, antidepressanis,
anlipsycholics, anxiolytics, sedative hypnotics) has nol been
sysiemalically evalualed In patienls wilh premalure
ejaculation. Consequently, caution I8 advised | the
concomitani administration of Dapoxetine and such medicinal
products is required

Pharmacokinetic Interactions

Eflects ol co—admnistered medicnal products on the
pharmacokinetics of dapoxeting

In vitro studies in human lver, kidney, and Intestinal
microsomes indicale dapoxeline s metabolized pamanly by
CYP2D6, CYP3A4 and flavin monoaxygenase 1 (FMO1).
Therefore, inhibitors of these enzymes may reduce dapoxeline
clearance

CYP3A4 inhibitors

Potent CYP3A4 inhibitors. Administration of ketoconazole (200
mg twice daily for 7 days) increased the Cmax and AUCInf of
dapoxetine (60 mg single dosa) by 35% and 99%, respectively
Considenng the contribution of both unbound dapoxetine and
desmethyldapoxetine, the Cmax of the activa fraction may be
increased by approximately 25% and the AUC of the aclive
fraction may be doubled if taken with potent CYP3AA4 inhibilors

The increases in the Cmax and AUC of the active fraction may
be markedly increased In a part of the population which lack a
functional CYP2D6 enzyme, La., CYP2D6 poor metabolizers
or in combination with potent inhibitors of CYP2D6

Therefore, concomitant use of Dapoxeline and potent CYP3A4
inhibitors, such as ketoconazole, iiraconazole, rtonavir,
saguinavir. telithromycin, nefazodona, nelfinavir and,
alazanavir, la contraindicated

Moderate CYP3A4 Inhibilors. Concomitant treatmentl with
moderate CYP3A4 Inhibilors (e.g., erylthromycin
clarithromycin, fluconazole, amprenavir, fosamprenavir,
aprepitant, verapamil, diltazem) may also gwve rise 1o
significantly Increased exposure of dapoxeline and
desmelhyldapoxetine, especially In CYP2D6 poor
metabeolizers, The maxdmum dose of dapoxetine should be 30
mq if dapoxetine is combined with any of these drugs

These two measures apply 10 all palients unless the patient has
been verified to be a CYP2D6 axtensive metabolizer by geno-
or phenofyping. In patients verfied lo be CYP2D6 extensive
melabolizers, a maximum dose of 30 mg Is advised If
dapoxetine is combined with a potent CYP3A4 inhibitor and
caution Is advised I dapoxeline Iin 60 mg doses Is laken
concomitantly with a moderate CYP3A4 inhibitor

Potenl CYPZDE inhibilomns

The Cmax and AUCInl of dapoxetina (60 mg singla doge)
increasad by 50% and BB8%, respectively, in the presence of
fluoxetine (E0 mg/day for 7 days) Considering the contribution
of bolh unbound dapoxating and desmethyidapoxeline, tha
Cmax al tha aclive fraction may be InCreased Dy approxmatoly
50% and the AUC of the active (raction may be doubled I Laken
with polent CYP2DS inhibitors. These increases in the Cmanx
and AUC of the active fraction are similar (o (hosae expecied lor
CYP2D6 poor melabolizers and may resull in a higher

incidence and severity of dosa depandent advarsa avenls
Effecls ol dapoxeline on |he phamacokinetica of co
=administered medicinal products

Tamaulosin

Concomitant administration of single or multiple doses of 30
mg or 60 mg dapoxetine lo patients receiving dally doses ol
tamsulosin did not result In changes In the pharmacokinetics of
lamsulosin. The addition of dapoxetine o lamsulasin did nol
result in a change In the orthostalic profile and there were no
difarences In orthostalic effects batween tamsulosin

combined with either 30 or 60 mg dapoxeline and tamsulosin
alone; however, Dapaxetine should be prescribed with caution
in patients who use alpha adrenergic receplor anlagonists due
lo possible reduced orthostatic tolerance.

Medicinal products metabolized by CYP2D6

Multiple doses of dapoxetine (60 mg/day for 6 days) followed
by a single 50 mg dose of desipramine Increased the mean
Cmax and AUCIn( of desipramine by approximately 11% and
19%, respeclively, compared to desipramine adminisiered
alone. Dapaxetine may give rise lo a similar increase in the
plasma concentrations of other drugs melabolized by
CYP2D6. The clinical relevance is likely lo be small.

Medicinal products metabolized by CYPJIA4

Multiple dosing of dapoxetine (60 mg/day for 6 days)
decreased the AUCInf of midazolam (8 mg single dose) by
approximately 20% (range -60 1o +18%). The Cclinical
relevance of the effect on midazolam Is likely lo be small in
mosl patients. The Increase in CYP3A aclivity may be of clinical
relevance in some individuals concomitantly trealed with a
medicinal product mainly metabolized by CYP3A and with a
narrow therapeulic window.

Medicinal products metabolized by CYP2C19

Multiple dosing of dapoxetine (60 mg/day for 6 days) did not
inhibit the metabolism of a single 40 mg dose of omeprazole.
Dapoxetine is unlikely to affect the pharmacokinetics of other
CYP2C19 substrates,

Medicinal products metabolized by CYP2CO

Multiple dosing of dapoxeline (60 mg/day for 6 days) did nol
aflect the pharmacokinetics or phamacodynamics of a single
5 mg dose of glyburide. Dapaxetine is unlikely lo affect the
pharmacokinelics of other CYP2CS9 substrates.

Warfarin and medicinal products that are known lo affect
coagulation and/or platelet funclion
Thera ara no data evaluating the effect of chronic use of

e worasinowith dapaxatina: therpfore, caution Is advised when

dapoxetine Is used in patients taking warfarin chronically. In a
phamacokinetic study, dapaoxetine (60 mg/day for 6 days) did
not affect the pharmacokinelics or pharmacodynamics (PT or
INR) of warfarin following a single 25 mg dosa,

There have been reporis of bleeding abnormalities with SSRIs.

Ethanol

Coadministration of a single dose of ethanol, 0.5 gkg
(approximately 2 drinks), did not affect the pharmacokinetics of
dapoxetine (60 mg single dose), however, dapoxetine in
combination with ethancl increased somnolence and
significanlly decreased self-rated aleriness.
Pharmacodynamic measures ol cognitive impaiment (Digit
Vigilance Speed, Digit Symbol Substitution Tes!) also showed
an additive effect when dapoxeline was coadminisiered wilh
athanol, Concomitant use of alcohol and dapoxeline Increases
the chance or severity of adverse reaclions such as dizziness,
drowsiness, slow reflexes, or altered judgmenl. Combining
nlcohol with dapoxetine may Increase these alcohol-relaled
effects and may also enhance neurocardiogenic adverse
evenls such aas syncope, thereby Increasing the nsk of
accidental Injury; therefare, patients should be advised o avold
alcohol while taking Dapoxetine

Pregnancy and Lactation:
Tadalafil - Dapoxetline is nol indicated for use by women

Pregnancy

There aro limiled data from the use af ladalafil in pregnant
women. Animal studies do not indicala direct or indirect harmful
offects with respect lo pregnancy, embryonal/loelal
developmenl, parturiion or postnatal development. As a
precautionary measure, Il is preferable 1o avold the use of
lodalalil during pregnancy.

Breastfeeding

Available phamacodynamicioxicological data In animals have
shown excretion of tadalafil in milkc A risk to the suckling child
cannol be excluded. Tadalafil should not be used duning breast
feeding

Effects on abllity to drive and use machine:

Tadalafil

Tadalafil has negligible influence on the abllity to drive or use
machines. Although the frequency of reporis of dizziness In
placebo and ladalafil arms In clinical trials was similar; palients

should be aware of how they react to Tadalafil before driving or
using machines.

Dapoxetine hydrochloride

Dapoxeline has minor or moderale influence on the ability to
drive and use machines. Dizziness, disturbance In attention,
syncope, blurred vision and somnolence have been reported In
subjects receiving dapoxetine In clinical trials. Therefore,
palients should be wamed lo avoid situations where injury
could result, including driving or operating hazardous
machinery.

Combining alecohol with dapoxetine may Increase
alcohol-relaled neurocognitive effects and may also enhance
neuro-cardiogenic adverse events such as syncope, thereby
increasing the risk of accidental injury; therefore, patienls
should be advised 1o avoid alcohol while taking Dapoxetine

Undesirable Effects:

Tadalafil

Summary of lhe safety profile

The most commonly reporied adverse reactions in palients
laking Tadalafil for the treatment of erectile dysfunction or
benign prostalic hyperplasia were headache, dyspepsia, back
pain and myalgia, In which the incidences Iincrease with
Increasing dose of Tadalafil. The adverse reaclions reporied
were lransienl, and generally mild or moderate. The majority of
headaches reporied with Tadalafil once-a-day dosing are
experienced within the first 10 1o 30 days of starting lreatmenl.
Tabulated summary of adverse reaclions

The lable below lists the adverse reactions observed from
spontaneous reporting and In placebo-controlled clinical trials
(comprising a lotal of 8022 palients on Tadalafil and 4422
patients on placebo) for on-demand and once-a-day trealment
of erectile dysfunction and the once-a-day treatment of banign
proslatic hyperplasia.

Frequency convention: Very common (21/10), Commen
(21/100 to <1/10), Uncommon (21/1,000 to <1/100), Rare
(21/10,000 to <1/1,000), Very Rare (<1/10,000) and Not known
(cannol be estimated from the available dala). b. Tabulaled
summary of adverse reaclions

Very commeon | Common ] Uncommon Rare
Immune system disorders
Hypersensitivity | Angloedema?2
reactions
Nervous system disorders
Headache | Dizziness Stroke’ (including
haemorrhagic
events), Syncope,
Transient lschaemic
attacksl, Migraine2,
Selrured?, Trantlent
' amnesia
! Eve disorders
| Blurred vislon, |Visual field defect,
Sensations Swelling of eyelids,
described as :ﬂﬂlu“m@
| yperaemia,
el Pl Non-artentic antenod
Ischaemic optic
neuropathy (NAION)
Retinal vascular
occlusion’
Ear and labyrinth disorders
| l‘l‘mnllus | sudden hearing loss
Cardiac disorders’
. Tachycardia, Myocardial infarction
Palpitations Unstable angina
pectoris’, Ventricular
arthythmia®

g,

Voscular disorders

Hypotension',
Hypertension

Flushing

Resp.‘mmq:rhomcmnd mrdm:rmuf disorders

mq, elther as needed or once dally.

‘Table 1 presenis tha adverse reactions lhal have been

Nasal Dyspnoea,
it ) :_Fr_llmlﬂn h[upllst‘arli_ : | 15
E!lrnlntﬂﬂnaj disﬁrﬂrﬂ e e T
Dyspepsia Abdominal pain,
Vomiting, Nausea,
Gastro-
i oesophagel eflux
Lkin ond subcutoneous tissue disorders R
[ Rash Urticaria, Stevens-
Johnson syndrome’,
Exfoliatrve dermatitis’,
Hyperhydrosis
[sweating)
Musculoskeletol, connective tissue and bone disorders
Back pain,
Myalgia, Paln
in extremity

Renal and urinary disorders
| —
-[ | Haematuria |

Reproductive system ond breast disorders

Priapism, Penile
haemorrhage,

Frolonged
erections

1 Haematospermia
(1) Mosl of the palients had pre-exisling cardiovascular risk
factors.

(2) Postmarketing surveillance reported adverse reactions not
observed In placebo-conlrolled clinical Irials.

(3) More commonly reported when ladalafil is given lo palienls
who are already laking antihypenensive medicinal producls.

Description of selected adverse reactions

A slightly higher incidence of ECG abnormalities, primarily
sinus bradycardia, has been reported in patients trealed with
ladalafil once a day as compared with placebo. Most of these
ECG abnormalities were nol associaled with adverse
reactions. -

[ ial i

Data in palients over 65 years of age receiving ladalafil in
clinical trials, either for the trealment of erectile dysfunction or
the trealment of benign prostalic hyperplasia, are limited. In
clinical trials with tadalalil taken on demand for the treatmenl of
ereclile dysfunction, diarrhoea was reported more frequently in
palients over 65 years of age. In clinical trials with tadalafil 5 mg
laken once a day for lhe lrealmenl of benign prosiatic
hyperplasia, dizziness and diarrhoea were reporied more
frequently in patienls over 75 years of age.

Dapoxetine hydrochloride

Summary of the safety profile

Syncope and orhoslalic hypolension have been reported in
clinical trials.

The following adverse drug reactions were reported during
Phase 3 clinical trials most commonly and were dose related:
nausea (11.0% and 22.2% in 30 mg and 60 mg pm dapoxeline
groups, respeclively), dizziness (5.8% and 10.9%), headache
(5.6% and 8.8%), diarrhoea (3.5% and 6.9%), Insomnia (2.1%
and 3.9%) and fatigue (2.0% and 4.1%). The mos! common
adyerse events leading lo disconlinuation were nausea (2.2%
of Dapoxeline-trealed subjects) and dizziness (1.2% ol
Dapoxeline-lrealed subjects).

Tabulaled list of adverse reaclions

The safety of Dapoxeline was evalualed in 4224 subjects with
premalure ejaculation who participaled In five double-blind,
placebo—controlled clinical trials. Of the 4224 subjects, 1616
received Dapoxetine 30 mg as needed and 2608 received 60

roporied
[ Table | Frequency ol Adverse Drug Reactions |
T ~ Adverse Drug Reactlons iz |
Very Comman Uncommen Rare |
5?5"::!;:Erpn Commeon | (1/100 to ( 1/1000 to | 11"1";'000
{1/10] 1/10) 1/100) 1/1000)
Insomnia, Depression,
?;’ﬂ::rf Anxlety, Depressed mood,
Agitation, Nervoutness,
Restlessness, | Nightmare,
Libide Sleep disorder,
decreased, Bruxkim, Euphoric |
Abnormal mood, Indifference, |
dreams Apathy, Mood
altered, Initial L
Insomnia, Middle ]
Insomnila,
Anorgasmia,
Confusional state,
Hypervgilance,
Thinking abnarmal,
Devsonentation,
Lozs of libido
Nervous Dizziness, | Somnolence, | Dysgeusia, Dirziness
system Headache! Disturbance in | Hypersomnia, exertional,
disorders attention, Lethargy, Sedation, | Sudden
Tremaor, Depressed level of | tnset of
Paraesthesia | consclousness, sleep
Syncope,
Syncope vasovagal,
Dixziness postural,
Akathisla
Eye disorders Vision blurred| Mydriasis,
Visual disturbance
Ear and bbyrinth Tinnitus Vertigo
disorders |
Cardlac Sinus armest, Sinus
disorders bradycardia, '
Tachweardia
Vascular Flushing Hot flush,
disarders Hypotension,
Respiratory, Sinus
thoracic and tongestion,
mediastinal Yrwning
disorders
Gastroantesting| | Nausea Clarrhoea, Dry | Abdominal Defascation
disorders mouth, Yomiting, | discomfort, urgency
Constipation, Eplgastric
Abdominal pain, | discomlort
Abdominal pain
upper, Dyspepsa,
Flatulence,
Stomach
duscomioe,
Abdominal
A distention Al
Skin and Hyperhidrosis | Pruritis, Cold sweat = |
subcutaneous !
tissue disorders }
Reproductive Erectile Ejaculation failure,
system dysfunction Paraesthesla of |
and breast genital male,
disorders Male Offasmic
disorder
General Fatigue, Asthenia,
disorders and Irritability Feeling hot, Feeling !
Administration Jittery. Feeling |
site conditions abnormal, i
Feeling drunk
Investigations Blood pressure | Heart rate Increased,
Increased Blood Pressure
diastolic increased,
Blood pressure
orthostatic
Increased

Overdose:

Tadalafil

Single doses of up lo 500 mg have been given to healthy
subjects, and mulliple daily doses up to 100 mg have been
given o palients with ereclile dysfunction. Adverse events
were similar lo those seen a! lower doses. !
In cases of overdose, standard supportive measures should be'
adopled as required. Haemodialysis contribules negligibly to
tadalafil elimination. 5

Dapoxetine hydrochloride y
No case of overdose has been reported. There were no
unexpected adverse events in a clinical pharmacology study of
dapoxetine with daily doses up o 240 mg (two 120 mg doses
given 3 hours apar). In general, symploms of overdose with
SSRIs include serotonin-mediated adverse reactions such as

somnolence, gaslroinlestinal disturbances such as nausea

and vomiting, lachycardia, lremor, agitation and dizziness. In
cases of overdosa, standard supportive measures should be

Id

adopled
volume of distribution of dapoxetine hydrochioride, forced

diuresis, dialysis, hemoperfusion and exchange transfusion,

are unlikely lo be of benefit. No specific antidotes for

!

dapaoxetline are known. \
PHARMACOLOGICAL PROPERTIES:

Pharmacodynamic Properties:

Tadalafil |
Mechanism ol action

Tadalafil Is a potent and selective [nhibitor of

phosphodiesterase type 5 (PDES), lhe enzyme responsible fof
the degradation of cydic guanosina monophosphate (cGMP).
Phammacodynamic effects

Studies in vitro have shown Lhat tadalafil is a seleclive inhibilor
of PDES; PDES is an enzyme found in corpus cavernosum
smooth muscle, vascular and visceral smooth muscle, skeletal
muscle, platelets, kidney, lung, and cerebellum. The effect of

e 0

time of dosing (moming versus evening after a single 10 mg
administration) had no clinically relevant effects onthe rate and
exlent of absorption.

Distribution

The mean volume of distnbution is approximately 77 | at steady
stale, indicaling that tadalafil is distnbuiled into lissues. Al
\herapeutic concentrations, 94 % of tadalafil in plasma s bound
lo proleins. Prolein binding Is not affecled by impaired renal
function.

Less than 0.0005 % of the adminislered dose appeared in the
semen of healthy subjects.

Biotransformation .

Tadalafil is predominantly metabolised by the cytochrome
P450 (CYP) 3A4 isoform. The major circulating metaboiite s
the methylcatechol glucuronide. This metabolite is o least
13,000-fold less potent than tadalafil for PDES Consequently,

it is nol expected 1o be clinically active at observed metabolile

concentrations.

Elimination

The mean oral clearance for ladalafil is 3.4 Ih al steady state
and the mean lerminal half-life is 16 hours in healthy subjects.
Tadalafil is excreted predomunantly as inactive metabolites,
mainly in the faeces (approximalely 61 % of the dose) and lo a
lesser extent in the urine (approximately 36 % of the dose)).

=

Dapoxetine hydrochloride

Absorption _

Dapoxetine is rapidly absorbed with maximum plasma
concentrations (Cmax) occurmng approximately 1-2 hours
after lablet intake. The absolute bioavailability s 42% (range |
15-76%), and dose proportional increases in exposure (AUC
and Cmax) are observed between the 30 and 60 mg dose
strengths. Following multiple doses, AUC values for both
dapoxeline and the active metabolite desmethyldapoxetine
(DED) increase by approximately 50% when compared lo
single dose AUC values.

Ingestion of a high fat meal modestly reduced the Cmax (by
10%) and modestly increased the AUC (by 12%) of dapoxetna

tadalafil is more potent on PDES than on other) and slightly delayed the time for dapoxetine 1o reach peak.

osphodieslerases. Tadalafil is > 10,000-fold more potanl for
ES than for PDE1, PDEZ2, and PDE4, enzymes which “f
found in the heart, brain, blood vessals, liver, and other organs.

Tadalafil is > 10,000-fold more potent for PDES than for PDE3,
an enzryme found in the heart and blood vessels. This
selectivity for PDES over PDE3 is important because PDE3 s
an enzyme involved in cardiac coniractility. Additionally,
tadalafil is approximately 700-fold mcre potent for PDES than
for PDE6, an enzyme which is found in the retina and is
responsible for phototransduction. Tadalafil is also > 10,000~
fold more potent for PDES than for PDET through PDE10.

Dapoxetine hydrochloride

Mechanism of action

Dapoxetine is a polent selective serotonin reuplake inhibitor
(SSRI) with an IC50 of 1.12 nM, while its major humarn
metabolites, desmethyldapoxeline (IC50 < 1.0 nM) and
didesmethyldapoxetine (IC50 = 2.0 nM) are equivalent or less
polent (dapoxetine-N-oxide (IC50 = 282 nM)).

Human ejaculation is primarily mediated by the sympathelic
nervous syslem. The ejaculalory palhway onginates from a

spinal roflex centre, mediated by the braln stem, which h'{

Influenced initially by a number of nuclel in the brain (medial
preoptic and paraventricular nuclei),

The mechanism of action of dapoxetine In premalure
ejaculation is presumed lo be linked lo lhe Inhibition of
neuronal reuplake of serolonin and the subsequent
potentiation of the neurolransmitler’s action at pre— and
postsynaplic receplors,

Pharmacokinetics Properties:

Tadalafil

Absorplion

Tadalafil |s readily absorbed after oral administration and the
mean maximum observed plasma concenfration (Cmax) IS
achieved al a median time of 4 hours after dosing. Absoluta
bioavailability of ladalafil following oral dosing has not been
determined.

The rate and extent of absorplion of tadalafil are not influenced
by food, thus tadalafil may be laken with or without food. The

Lttt o, ey

Dapoxotine can be takon with o will sl MO0 -

Distribution

Mare than 99% of dapoxetine is bound In vitro 1o human serum
proteins. The active metabolite desmethyldapoxeline (DED) is
98.5% protein bound, Dapoxetine has a mean steady stale
volume of distribution of 162 L

Bletransformation

In vitro studies suggest that dapoxetine is cleared by multiple
enzyme systems in the liver and kidneys, primarily CYP2D6,
CYP3A4, and flavin monocoxygenase (FMO1). Following oral
dosing of 14C-dapoxetine, dapoxeline was exiensively
metabolized to multiple metabolites pnmarily through the
following biotransformational pathways: N-oxidation,
N-demethylation, naphthyl hydroxylation, glucuronidation and
sulfalion. There was evidence of presyslemic first-pass
metabolism after oral administration.

Intact dapoxetine and dapoxetine-N-oxide were the major

circulating moieties In the plasma In vitro binding and \

transporter studies show Lhal dapoxetne-N-oxide is inacuve.
Addiional metabolites including .
didesmethyldapoxetine account for less than 3% of the lotal
circulating drug —related matenals in plasma. In vitro binding |
studies indicate that DED is equipotent to dapoxetine and
didesmethyldapoxetine has approximately S0% of the *

of dapoxetine. The unbound exposures (AUC and Cmax) of &

DED are approximately 50% and 23%, respectively; of the
unbound axpasure of dapoxetine. 4

Elimination

The metabolites of dapoxetine were pnmanly eliminated in the
urine as conjugales. Unchanged active substance was nol
delected In the urine. Following oral administration, dapaxetine
has an Initial (disposition) hall-life of approximately 1.5 hours,
with plasma levels less than 5% of peak concentrations by 24 |
hours post-dose, and a terminal half-life of approximatety 19
hours. The terminal half-life of DED is approximately 19 hours. |

:
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Preclinical Safety data:

Tadalafll

Non-clinical data reveal no special hazard for humans based on
loxicity, genotoxcity, carcinogenic potential, and foxicity to
There was no evidence of leralogenicity, embryotoxicity, or
foetotoxicity in rats or mice that received up (o 1000 mg/g/day
tadalafil. In a rat prenatal and postnatal development study, the
no observed effect dose was 30 mg/kg/day. In the pregnant rat
the AUC for calculated free drug atl this dose was
approximately 18-times the human AUC at a 20 mg dose.

There was no impairment of fertility in male and female rats. In
dogs given tadatafil daily for 6 to 12 months at doses of 25
mg/kg/day (resulting in at least a 3-fold greater exposuo
[range 3.7-18.6] than seen in humans given a single 20 mg
dose) and above, there was of the seminiferous

~ tubular epithelium thal resulted in a decfease in_

sperTENOgenesis in 30rme J0gS.

Dapoxetine hydrochloride

A full assessment of the safety , repeal dose
loxicology, genelic toxicology. carcinogenicity,
dependence/withdrawal liabllity, phololoxicitly and

developmental reproductive toxicology of dapoxetine was

~ conducted in preclinical speces (mouse, rat, rabbil, dog and

monkey) up to the maximum lolerated doses in each species.

Due 1o the more rapid bioconversion in the precinical speces

than in man, pharmacokmetic exposure indices (Cmax and

AUCO- 24 hr) at the maxamum tolerated doses in some studies

approached those observed in man. However, the body weight
normalzed dose multiples were greater than 100-fold. There
were no clinically relevant safety hazards identified in any of
these studies.

In studies with oral admunistrabon, dapoxetine was nol

carcinogenic 1o rats when administered daily for approximately
wo years al doses up lo 225 mg/kg/day, yielding

L approxmmately (wice the exposures (AUC) seen in human

4 - : . ey .ﬁm-q-—.l --I‘-J--—- *
(MRHD) of 60 mg. Dapoxetine also did nol cause Wwmors
Tg rasH2 mice when adminisiered al the maximum possible
doses of 100 mg/kg for 6 months and 200 mg/kg for 4 months.
The steady state exposures of dapaxetine in mice following 6-
months oral administration at 100 mg/kg/day were less than
the single dose exposures observed dinically at 60 mg.

There were no effects on fertility, reproductive performance or
reproductive organ morphology in male or female rats and no
adverse signs of embryotoxicity or fetotoxicity in the ral or
rabbit. Reproductive toxicity studies did not include studies o
assess the risk of adverse effects aftar axposure dunng the
per-posi-natal penod.

PHARMACEUTICAL PARTICULARS:
Incompatibilities: Mot apphcable.

Shelf life: 24 Months.

Special Precautions for storage: Store below 30°C.

Nature and contents of contalner: Carton containing Blistar
packs of 4 tablats along with pack msert.
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