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LONRIIANALEN

VIAGRA® (ODT)

NAME OF THE MEDICINAL PRODUCT
VIAGRA® (ODT) 50 mg
QUALITATIVE AND QUANTITATIVE COMPOSITION

VIAGRA® (ODT) 50 mg: Each tablet contains sildenafil citrate equivalent to 50 mg

sildenafil.

For excipients, see section 6.1.
PHARMACEUTICAL FORM
Orodispersible tablet

Blue, diamond-shaped orodispersible tablets equivalent to 50 mg of sildenafil for oral

administration, marked “V50” on one side.
CLINICAL PARTICULARS
Therapeutic indications

Sildenafil is indicated for the treatment of erectile dysfunction, which is the inability to

achieve or maintain a penile erection sufficient for satisfactory sexual performance.
In order for sildenafil to be effective, sexual stimulation is required.

Posology and method of administration
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Sildenafil tablets are for oral administration.

Use in adults

The recommended dose is 50 mg taken on an empty stomach as needed approximately
one hour before sexual activity. Based on efficacy and toleration, the dose may be
increased to 100 mg or decreased to 25 mg film-coated tablets. The maximum
recommended dose is 100 mg. For patients requiring a dose increase to 100 mg, two

50 mg orodispersible tablets should be administered sequentially. The maximum
recommended dosing frequency is once per day. There is a significant delay in absorption
when the orodispersible tablets is taken with a high fat meal compared to the fasted state
(see section 5.2 Pharmacokinetic properties). The orodispersible tablets can be taken with

or without water.

Use in patients with impaired renal function
Dosage adjustments are not required in patients with mild to moderate renal impairment

(creatinine clearance = 30-80 mL/min).

Since sildenafil clearance is reduced in patients with severe renal impairment (creatinine

clearance <30 mL/min), a 25 mg dose should be considered.

Use in patients with impaired hepatic function
Since sildenafil clearance is reduced in patients with hepatic impairment (e.g., cirrhosis), a

25 mg dose should be considered.

Use in patients using other medications

Given the extent of the interaction with patients receiving concomitant therapy with
ritonavir (see section 4.5 Interaction with other medicinal products and other forms of
interaction - Effects of other medicinal products on sildenafil), it is recommended not to

exceed a maximum single dose of 25 mg of sildenafil in a 48-hour period.
A starting dose of 25 mg should be considered in patients receiving concomitant treatment
with the CYP3A4 inhibitors (e.g., erythromycin, saquinavir, ketoconazole, itraconazole).

See section 4.5 Interaction with other medicinal products and other forms of interaction.

In order to minimize the potential for developing postural hypotension, patients should be
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stable on alpha-blocker therapy prior to initiating sildenafil treatment. In addition, initiation
of sildenafil at lower doses should be considered (see section 4.4 Special warnings and
precautions for use and section 4.5 Interaction with other medicinal products and other

forms of interaction).

Use in children

Sildenafil is not indicated for use in children (<18 years old).

Use in elderly men

Dosage adjustments are not required in elderly patients.

Method of administration

The orodispersible tablet should be placed in the mouth, on the tongue, where it will
rapidly disintegrate, and then be swallowed. The orodispersible tablets can be taken with
or without water and should be taken immediately upon removal from the blister. For
patients requiring a second 50 mg orodispersible tablet to make a 100 mg dose, the

second tablet should be taken upon full disintegration of the first tablet.

It is recommended that the orodispersible tablets be taken on an empty stomach.

Contraindications

Use of sildenafil is contraindicated in patients with a known hypersensitivity to any

component of the tablet.

Sildenafil was shown to potentiate the hypotensive effects of acute and chronic nitrates,
and its administration to patients who are concurrently using nitric oxide donors, organic
nitrates or organic nitrites in any form either regularly or intermittently is therefore
contraindicated (see section 4.5 Interaction with other medicinal products and other forms

of interaction).

The co-administration of PDES5 inhibitors, including sildenafil, with guanylate cyclase
stimulators, such as riociguat, is contraindicated as it may potentially lead to symptomatic

hypotension.
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Special warnings and precautions for use

A thorough medical history and physical examination should be undertaken to diagnose
erectile dysfunction, determine potential underlying causes, and identify appropriate

treatment.

There is a degree of cardiac risk associated with sexual activity; therefore, physicians may
wish to consider the cardiovascular status of their patients prior to initiating any treatment

for erectile dysfunction.

Agents for the treatment of erectile dysfunction should not be used in men for whom
sexual activity is inadvisable (e.g., patients with severe cardiovascular disorders such as

unstable angina or severe cardiac failure).

Serious cardiovascular events, including myocardial infarction, sudden cardiac death,
ventricular arrhythmia, cerebrovascular hemorrhage and transient ischemic attack have
been reported post-marketing in temporal association with the use of sildenafil for erectile
dysfunction. Most, but not all, of these patients had pre-existing cardiovascular risk factors.
Many of these events were reported to occur during or shortly after sexual activity, and a
few were reported to occur shortly after the use of sildenafil without sexual activity. Others
were reported to have occurred hours to days after the use of sildenafil and sexual
activity. It is not possible to determine whether these events are related directly to
sildenafil, to sexual activity, to the patient’s underlying cardiovascular disease, to a

combination of these factors, or to other factors.

In clinical trials, sildenafil has been shown to have systemic vasodilatory properties that
result in transient decreases in blood pressure (see section 5.1 Pharmacodynamic
properties - Clinical studies). This is of little or no consequence in most patients. However,
prior to prescribing sildenafil, physicians should carefully consider whether their patients
with certain underlying conditions could be adversely affected by such vasodilatory effects,
especially in combination with sexual activity. Patients with increased susceptibility to
vasodilators include those with left ventricular outflow obstruction (e.g., aortic stenosis,
hypertrophic obstructive cardiomyopathy), or those with the rare syndrome of multiple

system atrophy manifesting as severely impaired autonomic control of blood pressure.
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Non-arteritic anterior ischemic optic neuropathy (NAION), a rare condition and a cause of
decreased vision or loss of vision, has been reported rarely post-marketing with the use of
all PDES5 inhibitors, including sildenafil. Most of these patients had risk factors such as low
cup to disc ratio ("crowded disc"), age over 50, diabetes, hypertension, coronary artery
disease, hyperlipidemia and smoking. An observational study evaluated whether recent
use of PDES inhibitors, as a class, was associated with acute onset of NAION. The results
suggest an approximate 2-fold increase in the risk of NAION within 5 half-lives of PDE5
inhibitor use. Based on published literature, the annual incidence of NAION is 2.5-11.8
cases per 100,000 males aged 250 per year in the general population. In case of sudden
visual loss, patients should be advised to stop taking sildenafil and consult a physician

immediately.

Individuals who have already experienced NAION are at increased risk of NAION
recurrence. Therefore physicians should discuss this risk with these patients and whether
they could be adversely affected by use of PDES5 inhibitors. PDES inhibitors, including
sildenafil, should be used with caution in these patients and only when the anticipated

benefits outweigh the risks.

Caution is advised when sildenafil is administered to patients taking an alpha-blocker, as
the co-administration may lead to symptomatic hypotension in a few susceptible individuals
(see section 4.5 Interaction with other medicinal products and other forms of interaction).

In order to minimize the potential for developing postural hypotension, patients should be
hemodynamically stable on alpha-blocker therapy prior to initiating sildenafil treatment.
Initiation of sildenafil at lower doses should be considered (see section 4.2 Posology and
method of administration). In addition, physicians should advise patients what to do in the

event of postural hypotensive symptoms.

A minority of patients with the inherited condition retinitis pigmentosa have genetic
disorders of retinal phosphodiesterases. There is no safety information on the
administration of sildenafil to patients with retinitis pigmentosa, therefore, sildenafil should

be administered with caution to these patients.

In vitro studies with human platelets indicate that sildenafil potentiates the antiaggregatory
effect of sodium nitroprusside (a nitric oxide donor). There is no safety information on the

administration of sildenafil to patients with bleeding disorders or active peptic ulceration,
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therefore sildenafil should be administered with caution to these patients.

Agents for the treatment of erectile dysfunction should be used with caution in patients
with anatomical deformation of the penis (such as angulation, cavernosal fibrosis or
Peyronie’s disease), or in patients who have conditions which may predispose them to

priapism (such as sickle cell anemia, multiple myeloma, or leukemia).

Prolonged erections and priapism have been reported with sildenafil in post-marketing
experience. In the event of an erection that persists longer than 4 hours, the patient
should seek immediate medical assistance. If priapism is not treated immediately, penile

tissue damage and permanent loss of potency could result.

The safety and efficacy of combinations of sildenafil with other PDES5 inhibitors, or other
pulmonary arterial hypertension (PAH) treatments containing sildenafil, or other treatments
for erectile dysfunction have not been studied, and the use of such combinations is not

recommended.

Sudden decrease or loss of hearing has been reported in a small number of
post-marketing and clinical trials cases with the use of all PDES5 inhibitors, including
sildenafil. Most of these patients had risk factors for sudden decrease or loss of hearing.
No causal relationship has been made between the use of PDES5 inhibitors and sudden
decrease or loss of hearing. In case of sudden decrease or loss of hearing, patients

should be advised to stop taking sildenafil and consult a physician promptly.

Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on sildenafil

In vitro studies:

Sildenafil metabolism is principally mediated by the cytochrome P450 (CYP) isoforms 3A4
(major route) and 2C9 (minor route). Therefore, inhibitors of these isoenzymes may reduce

sildenafil clearance and inducers of these isoenzymes may increase sildenafil clearance.

In vivo studies:
Population pharmacokinetic analysis of clinical trial data indicated a reduction in sildenafil

clearance when co-administered with CYP3A4 inhibitors (such as ketoconazole,
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erythromycin, cimetidine).

Cimetidine (800 mg), a cytochrome P450 inhibitor and a non-specific CYP3A4 inhibitor,
caused a 56% increase in plasma sildenafil concentrations when co-administered with

sildenafil (50 mg) to healthy volunteers.

When a single 100 mg dose of sildenafil was administered with erythromycin, a moderate
CYP3A4 inhibitor, at steady state (500 mg twice daily for 5 days), there was a 182%
increase in sildenafil systemic exposure (AUC). In addition, co-administration of the HIV
protease inhibitor saquinavir, also a CYP3A4 inhibitor, at steady state (1,200 mg three
times daily) with sildenafil (100 mg single dose) resulted in a 140% increase in sildenafil
Cmax and a 210% increase in sildenafil AUC. Sildenafil had no affect on saquinavir
pharmacokinetics. See section 4.2 Posology and method of administration. Stronger
CYP3A4 inhibitors such as ketoconazole and itraconazole would be expected to have

greater effects.

Co-administration with the HIV protease inhibitor ritonavir, which is a highly potent P450
inhibitor, at steady state (500 mg twice daily) with sildenafil (100 mg single dose) resulted
in a 300% (4-fold) increase in sildenafil C,,x and a 1000% (11-fold) increase in sildenafil
plasma AUC. At 24 hours, the plasma levels of sildenafil were still approximately

200 ng/mL, compared to approximately 5 ng/mL when sildenafil was dosed alone. This is
consistent with ritonavir's marked effects on a broad range of P450 substrates. Sildenafil
had no effect on ritonavir pharmacokinetics. See section 4.2 Posology and method of

administration.

When the dose of sildenafil for subjects receiving potent CYP3A4 inhibitors was
administered as recommended, the maximum free plasma sildenafil concentration did not
exceed 200 nM for any individual and was consistently well tolerated. Single doses of
antacid (magnesium hydroxide/aluminum hydroxide) did not affect the bioavailability of

sildenafil.

In a study of healthy male volunteers, co-administration of the endothelin antagonist,
bosentan, (an inducer of CYP3A4 [moderate], CYP2C9 and possibly of CYP2C19) at
steady state (125 mg twice a day) with sildenafil at steady state (80 mg three times a day)
resulted in 62.6% and 55.4% decrease in sildenafil AUC and C,,,, respectively. Sildenafil
7
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increased bosentan AUC and C,,. by 49.8% and 42%, respectively. Concomitant
administration of strong CYP3A4 inducers, such as rifampin, is expected to cause greater

decreases in plasma concentrations of sildenafil.

Pharmacokinetic data from patients in clinical trials showed no effect on sildenafil
pharmacokinetics of CYP2C9 inhibitors (such as tolbutamide, warfarin), CYP2D6 inhibitors
(such as selective serotonin reuptake inhibitors, tricyclic antidepressants), thiazide and
related diuretics, angiotensin converting enzyme (ACE) inhibitors, and calcium channel

blockers.

In healthy male volunteers, there was no evidence of an effect of azithromycin (500 mg
daily for 3 days) on the AUC, C,..x, Tmax, €limination rate constant, or subsequent half-life

of sildenafil or its major circulating metabolite.

Effects of sildenafil on other medicinal products

In vitro studies:

Sildenafil is a weak inhibitor of the cytochrome P450 isoforms 1A2, 2C9, 2C19, 2D6, 2E1
and 3A4 (ICs, >150 uM).

Given sildenafil peak plasma concentrations of approximately 1 yM after recommended
doses, it is unlikely that sildenafil will alter the clearance of substrates of these

isoenzymes.

In vivo studies:

Sildenafil was shown to potentiate the hypotensive effect of acute and chronic nitrates.
Therefore, use of nitric oxide donors, organic nitrates, or organic nitrites in any form either
regularly or intermittently with sildenafil is contraindicated (see section 4.3

Contraindications).

In three specific drug-drug interaction studies, the alpha-blocker doxazosin (4 mg and

8 mg) and sildenafil (25 mg, 50 mg, or 100 mg) were administered simultaneously to

patients with benign prostatic hyperplasia (BPH) stabilized on doxazosin therapy. In these

study populations, mean additional reductions of supine blood pressure of 7/7 mmHg,

9/5 mmHg, and 8/4 mmHg, and mean additional reductions of standing blood pressure of

6/6 mmHg, 11/4 mmHg, and 4/5 mmHg, respectively, were observed. When sildenafil and
8
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doxazosin were administered simultaneously to patients stabilized on doxazosin therapy,
there were infrequent reports of patients who experienced symptomatic postural
hypotension. These reports included dizziness and lightheadedness, but not syncope.
Concomitant administration of sildenafil to patients taking alpha-blocker therapy may lead
to symptomatic hypotension in a few susceptible individuals (see section 4.2 Posology and

method of administration and section 4.4 Special warnings and precautions for use).

No significant interactions were shown when sildenafil (50 mg) was co-administered with

tolbutamide (250 mg) or warfarin (40 mg), both of which are metabolized by CYP2C9.

Sildenafil (100 mg) did not affect the steady-state pharmacokinetics of the HIV protease
inhibitors, saquinavir and ritonavir, both of which are CYP3A4 substrates (see above,

Effects of other medicinal products on sildenafil).
Sildenafil at steady state (80 mg three times a day) resulted in a 49.8% increase in
bosentan AUC and a 42% increase in bosentan C,,., (125 mg twice a day) (see above,

Effects of other medicinal products on sildenafil).

Sildenafil (50 mg) did not potentiate the increase in bleeding time caused by aspirin

(150 mg).

Sildenafil (50 mg) did not potentiate the hypotensive effect of alcohol in healthy volunteers

with mean maximum blood alcohol levels of 0.08% (80 mg/dL).
No interaction was seen when sildenafil (100 mg) was co-administered with amlodipine in
hypertensive patients. The mean additional reduction on supine blood pressure was

8 mmHg systolic and 7 mmHg diastolic.

Analysis of the safety database showed no difference in the side effect profile in patients

taking sildenafil with and without antihypertensive medication.

Fertility, pregnancy and lactation

Sildenafil is not indicated for use in women.
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No teratogenic effects, impairment of fertility or adverse effects on peri-/post-natal
development were found in reproduction studies in rats and rabbits following oral
administration of sildenafil.

There are no adequate and well-controlled studies in pregnant or lactating women.
Effects on ability to drive and use machines

As dizziness and altered vision were reported in clinical trials with sildenafil, patients
should be aware of how they react to sildenafil, before driving or operating machinery. The
effect of sildenafil on the ability to drive and use machinery has not been studied.
Undesirable effects

The adverse events were generally transient and mild to moderate in nature.

In fixed-dose studies, the incidence of some adverse events increased with dose.

The nature of the adverse events in flexible-dose studies, which more closely reflect the

recommended dosage regimen, was similar to that for fixed-dose studies.

The most commonly reported adverse reactions were headache and flushing.

Table 1: ADRs by SOC and CIOMS frequency category listed in order of decreasing

medical seriousness within each frequency category and SOC.

System Organ | Very Common Uncommon Rare

Class Common | 21/100to | =1/1,000 to <1/100 | =1/10,000 to
2>1/10 <1110 <1/1,000

Infections and Rhinitis

infestations

Immune Hypersensitivity

system

disorders

10
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Vomiting;
Abdominal pain
upper;

Dry mouth

System Organ | Very Common Uncommon Rare
Class Common | =1/100to | =1/1,000 to <1/100 | =1/10,000 to
21/10 <1/10 <1/1,000
Nervous Headache | Dizziness Somnolence Seizure*;
system Seizure recurrence®;
disorders Syncope
Eye disorders Vision Eye pain; Eye oedema;
blurred; Photophobia; Eye swelling;
Visual Photopsia; Dry eye;
disturbance; | Chromatopsia; Asthenopia;
Cyanopsia Ocular hyperaemia; | Halo vision;
Visual brightness Xanthopsia;
Erythropsia;
Eye disorder;
Conjunctival
hyperaemia;
Eye irritation;
Abnormal sensation
in eye;
Eyelid oedema
Cardiac Tachycardia;
disorders Palpitations
Vascular Hot flush; Hypotension
disorders Flushing
Respiratory, Nasal Epistaxis; Throat tightness;
thoracic and congestion Sinus congestion Nasal dryness;
mediastinal Nasal oedema
disorders
Gastrointestinal Nausea; Gastro oesophageal | Hypoaesthesia oral
disorders Dyspepsia reflux disease;

11
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System Organ | Very Common Uncommon Rare
Class Common | 21/100to | 21/1,000 to <1/100 | =1/10,000 to
21/10 <1110 <1/1,000
Skin and Rash
subcutaneous
tissue disorders
Musculoskeletal Myalgia;
and connective Pain in extremity
tissue disorders
Reproductive Priapism*;
system and Erection increased
breast
disorders
General Feeling hot Irritability
disorders and
administration
site conditions
Investigations Heart rate
increased

*ADR identified post-marketing

At doses above the recommended dose range, adverse events were similar to those

detailed above but generally were reported more frequently.

In an analysis of double blind placebo-controlled clinical trials encompassing over 700

person-years of observation on placebo and over 1300 person-years on sildenafil, there

were no differences in the incidence rate of myocardial infarction (MI) or in the rate of

cardiovascular mortality for patients receiving sildenafil compared to those receiving

placebo. The rates of Ml were 1.1 per 100 person-years for men receiving sildenafil and

for those receiving placebo. The rates of cardiovascular mortality were 0.3 per

100 person-years for men receiving sildenafil and those receiving placebo.

Overdose
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In studies with healthy volunteers of single doses up to 800 mg, adverse events were

similar to those seen at lower doses but incidence rates and severities were increased.

In cases of overdose, standard supportive measures should be adopted as required.

Renal dialysis is not expected to accelerate clearance as sildenafil is highly bound to

plasma proteins and it is not eliminated in the urine.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Sildenafil, an oral therapy for erectile dysfunction, is the citrate salt of sildenafil, a selective
inhibitor of cyclic guanosine monophosphate (cGMP)-specific phosphodiesterase type 5

(PDE5).

Mechanism of Action: The physiologic mechanism of erection of the penis involves

release of nitric oxide (NO) in the corpus cavernosum during sexual stimulation.

NO then activates the enzyme guanylate cyclase, which results in increased levels of
cyclic guanosine monophosphate (cGMP), producing smooth muscle relaxation in the

corpus cavernosum and allowing inflow of blood.

Sildenafil has no direct relaxant effect on isolated human corpus cavernosum, but
enhances the effect of nitric oxide (NO) by inhibiting phosphodiesterase type 5 (PDES5),

which is responsible for degradation of cGMP in the corpus cavernosum.

When sexual stimulation causes local release of NO, inhibition of PDES5 by sildenafil
causes increased levels of cGMP in the corpus cavernosum, resulting in smooth muscle

relaxation and inflow of blood to the corpus cavernosum.

Sildenafil at recommended doses has no effect in the absence of sexual stimulation.

Studies in vitro have shown that sildenafil is selective for PDES. It's effect is more potent

on PDES5 than on other known phosphodiesterases (10-fold for PDE6, >80-fold for PDE1,
13
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>700-fold for PDE2, PDE3, and PDE4, PDE7-PDE11).

The approximately 4,000-fold selectivity for PDE5 versus PDES3 is important because

PDE3 is involved in control of cardiac contractility.

Clinical studies
Cardiac
Single oral doses of sildenafil up to 100 mg produced no clinically relevant changes in the

ECGs of normal male volunteers.

The mean maximum decreases in supine systolic blood pressure following 100 mg oral
dosing was 8.3 mmHg. The corresponding change in supine diastolic blood pressure was

5.3 mmHg.

Larger but similarly transient effects on blood pressure were recorded among patients
receiving concomitant nitrates (see section 4.3 Contraindications and section 4.5

Interactions with other medicinal products and other forms of interaction).

In a study of the hemodynamic effects of a single oral 100 mg dose of sildenafil in

14 patients with severe coronary artery disease (CAD) (>70% stenosis of at least one
coronary artery), the mean resting systolic and diastolic blood pressures decreased by 7%
and 6%, respectively, compared to baseline. Mean pulmonary systolic blood pressure
decreased by 9%. Sildenafil showed no effect on cardiac output, and did not impair blood
flow through the stenosed coronary arteries, and resulted in improvement (approximately
13%) in adenosine-induced coronary flow reserve (in both stenosed and reference

arteries).

In a double-blind, placebo-controlled trial, 144 patients with erectile dysfunction and stable
angina, who were taking their regular antianginal medications (except nitrates) were
exercised until limiting angina occurred. The duration of treadmill exercise was statistically
significantly longer (19.9 seconds; 95% confidence interval: 0.9-38.9 seconds) in the
evaluable patients who had taken a single dose of sildenafil 100 mg compared to patients
who had taken a single dose of placebo. The mean exercise times (adjusted for baseline)
to the onset of limiting angina were 423.6 and 403.7 seconds for sildenafil and placebo,

respectively.
14
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A randomized, double-blind, placebo-controlled, flexible-dose study (sildenafil up to

100 mg) in males (N=568) with erectile dysfunction and arterial hypertension taking two or
more antihypertensive agents was conducted. Sildenafil improved the erections in 71% of
men compared to 18% in the placebo group, and 62% of attempts at sexual intercourse
were successful with sildenafil compared to 26% on placebo. The incidence of adverse
events was consistent with observations in other patient populations, as well as in the

subjects taking three or more antihypertensive agents.

Visual

Mild and transient differences in color discrimination (blue/green) were detected in some
subjects using the Farnsworth-Munsell 100 hue test at 60 minutes following a 100 mg
dose, with no effects evident after 120 minutes post-dose. The postulated mechanism for
this change in color discrimination is related to inhibition of PDEG6, which is involved in the
phototransduction cascade of the retina. In vitro studies show that sildenafil is 10-fold less
potent against PDE6 than PDES5. Sildenafil has no effect on visual acuity, contrast

sensitivity, electroretinograms, intraocular pressure, or pupillometry.

In a placebo-controlled, crossover study of patients with documented early age-related
macular degeneration (n=9), sildenafil (single dose, 100 mg) was well-tolerated and
demonstrated no clinically significant changes in the visual tests conducted (visual acuity,
Amsler grid, color discrimination, simulated traffic light, Humphrey perimeter and

photostress).

Efficacy

The efficacy and safety of sildenafil was evaluated in 21 randomized, double-blind,
placebo-controlled trials of up to 6 months duration. Sildenafil was administered to more
than 3000 patients aged 19-87, with ED of various etiologies (organic, psychogenic,
mixed). The efficacy was evaluated by global assessment question, diary of erections, the
International Index of Erectile Function (IIEF, a validated sexual function questionnaire)

and a partner questionnaire.

Sildenafil efficacy, determined as the ability to achieve and maintain an erection sufficient

for sexual intercourse, was demonstrated in all 21 studies and was maintained in

long-term extension studies (one year). In fixed-dose studies, the proportions of patients
15
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reporting that treatment improved their erections were 62% (25 mg), 74% (50 mg) and
82% (100 mg) compared to 25% on placebo. In addition to improvements in erectile
dysfunction, analysis of the IIEF showed that sildenafil treatment also improved the

domains of orgasm, satisfaction with intercourse and overall satisfaction.

Across all trials, the proportions of patients reporting improvement on sildenafil were 59%
of diabetic patients, 43% of radical prostatectomy patients and 83% of patients with spinal

cord injury (versus 16%, 15% and 12% on placebo, respectively).

Pharmacokinetic properties

Sildenafil pharmacokinetics are dose-proportional over the recommended dose range.

It is eliminated predominantly by hepatic metabolism (mainly cytochrome P450 3A4) and is

converted to an active metabolite with properties similar to the parent, sildenafil.

Absorption
Sildenafil is rapidly absorbed after oral administration, with mean absolute bioavailability of

41% (range 25%-63%).

Sildenafil inhibits the human PDES5 enzyme in vitro by 50% at a concentration of 3.5 nM.
In man, the mean maximum free plasma concentration of sildenafil following a single oral

dose of 100 mg is approximately 18 ng/mL, or 38 nM.

Maximum observed plasma concentrations are reached within 30 to 120 minutes (median

60 minutes) of oral dosing in the fasted state.

In a clinical study in 36 healthy males 45 years or older, sildenafil 50 mg orodispersible
tablets administered without water were observed to be bioequivalent to the sildenafil
50 mg film-coated tablets. In the same study, the AUC was unchanged but the mean C,,,,
was 14% lower when sildenafil 50 mg orodispersible tablets were administered with water

compared to sildenafil 50 mg film-coated tablet.

When sildenafil orodispersible tablets was taken with a high fat meal, the rate of
absorption of sildenafil was reduced (median T, was delayed by about 3.4 hours and
16
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mean C,., was reduced by about 59%) compared to administration of sildenafil

orodispersible tablets under fasting conditions.

Distribution
The mean steady-state volume of distribution (V) for sildenafil is 105 L, indicating

distribution into the tissues.

Sildenafil and its major circulating N-desmethyl metabolite are both approximately 96%

bound to plasma proteins.

Protein binding is independent of total drug concentrations.

Based upon measurements of sildenafil in semen of healthy volunteers 90 minutes after
dosing, less than 0.0002% (average 188 ng) of the administered dose may appear in the

semen of patients.

Metabolism
Sildenafil is cleared predominantly by the CYP3A4 (major route) and CYP2C9 (minor

route) hepatic microsomal isoenzymes.

The major circulating metabolite results from N-desmethylation of sildenafil, and is itself

further metabolized.

This metabolite has a PDE selectivity profile similar to sildenafil and an in vitro potency for

PDES5 approximately 50% of the parent drug.

In healthy volunteers, plasma concentrations of this metabolite are approximately 40% of

those seen for sildenafil.

The N-desmethyl metabolite is further metabolized, with a terminal half-life of

approximately 4 hours.

Elimination
The total body clearance of sildenafil is 41 L/h with a resultant terminal phase half-life of
3-5 hours. After either oral or intravenous administration, sildenafil is excreted as

17
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metabolites predominantly in the feces (approximately 80% of administered oral dose) and

to a lesser extent in the urine (approximately 13% of the administered oral dose).

Pharmacokinetics in special patient groups:

Elderly

Healthy elderly volunteers (65 years or over) had a reduced clearance of sildenafil,
resulting in approximately 90% higher plasma concentrations of sildenafil and the active
N-desmethyl metabolite compared to those seen in healthy younger volunteers (18-45
years). Due to age-differences in plasma protein binding, the corresponding increase in

free sildenafil plasma concentration was approximately 40%.

Renal Insufficiency
In volunteers with mild (creatinine clearance = 50-80 mL/min) and moderate (creatinine
clearance = 30-49 mL/min) renal impairment, the pharmacokinetics of a single oral dose of

sildenafil (50 mg) were not altered.

In volunteers with severe (creatinine clearance = <30 mL/min) renal impairment, sildenafil
clearance was reduced, resulting in approximately doubling of AUC (100%) and Cax
(88%) compared to age-matched volunteers with no renal impairment (see section 4.2

Posology and method of administration).

In addition, N-desmethyl metabolite AUC and C,,,, values were significantly increased by
200% and 79%, respectively, in subjects with severe renal impairment compared to

subjects with normal renal function.

Hepatic Insufficiency

In volunteers with hepatic cirrhosis (Child-Pugh A and B), sildenafil clearance was
reduced, resulting in increases in AUC (85%) and C,,,, (47%) compared to age-matched
volunteers with no hepatic impairment (see section 4.2 Posology and method of
administration). The pharmacokinetics of sildenafil in patients with severely impaired

hepatic function (Child-Pugh class C) have not been studied.

5.3 Preclinical safety data

No evidence of drug-related carcinogenicity was revealed in a 24-month study in rats at
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6.1

6.2

6.3

6.4

doses up to 42 times the Maximum Recommended Human Dose (MRHD) on a mg/kg
basis and approximately five times the MRHD on a mg/m? basis) and in an 18-21 month
study in mice at doses up to 21 times the MRHD on a mg/kg basis (approximately two

times the MRHD on a mg/m? basis).

Bacterial and in vivo mutagenicity tests were negative.

There was no effect on sperm motility or morphology after single 100 mg oral doses of

sildenafil in healthy volunteers.

PHARMACEUTICAL PARTICULARS

List of excipients

In addition to the active ingredient, sildenafil citrate, each orodispersible tablet contains the
following inactive ingredients: microcrystalline cellulose, silica hydrophobic colloidal |
croscarmellose sodium, magnesium stearate, indigo carmine aluminium lake (E132),
sucralose, mannitol, crospovidone, polyvinyl acetate, povidone, sweetness enhancer
flavouring (contains: maltodextrin, flavouring, dextrin, residual water), natural special
compound flavouring (contains: maltodextrin, glycerol, propylene glycol, flavouring, residual
water), lemon flavouring (contains: maltodextrin, flavouring, alpha-tocopherol, residual

water).

Incompatibilities

Not applicable

Shelf-life

Please see details on carton.
Special precautions for storage
Store below 30°C.

Store in the original package in order to protect from moisture.
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7. MARKETING AUTHORIZATION HOLDER

Viatris (Thailand) Limited

8. MARKETING AUTHORIZATION NUMBER

Reg. No. 1C 44/62 (N)

9. DATE OF AUTHORIZATION
09 December 2019
10. DATE OF REVISION OF THE TEXT

07 March 2022

Warnings (based on the Ministry of Public Health Announcement)

1.
2.

The drug is not aphrodisiac.

Administration to patients with cardiac disease who are concurrently using nitrates is
contraindicated because of possible fatal outcome.

Use of sildenafil is contraindicated in children, women and patients with hepatic or
renal dysfunction.

VIAGRA must not be taken more than once a day.

Concomitant administration with other antiimpotent drugs is contraindicated.
Immediate consultation to physicians is recommended, should the following symptoms
occur, e.g., abnormal vision, bone pain, chest pain, tachycardia, perspiration and

collapse from exhaustion.

LPD Revision no.: 6.3

LPD date: March 07, 2022

Country: Thailand
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) ﬁwaWsm”ummnTmTugaqmaa sildenafil 1uL880 (Cpa) WD 140% wazU5anoen
sildenafil lutdan (AUC) 1indw 210% sildenafil Laifinadoinamaanmanivasen saquinavir
(gm”’s“ﬁa 4.29W1auazITIte1) A1@I1 CYP3A4 inhibitors flus9n1 1% ketoconazole uaz

. a . ) i . A &
itraconazole LUHNINDI=AULN sildenafil 1%1,61 AQNUINV

M3 sildenafil v1@ 100 &Jﬂ.%luﬂizﬂ’mﬂ%uam‘i’mﬁ'u ritonavir %@Lflum HIV protease
inhibitor wazL{w highly potent P450 inhibitor 15261 steady state 389 ritonavir (500 an. 34
82 2 A39) LAY C,nyy V09 sildenafil A9 300% (4111n) waztRuUSnmen sildenafil luwanaan
1000% (11 1¥11) a9l sildenafil 24 3.526 L8N sildenafil lunanaan Azdinsladszant
200 wilunsu/ws. Wisuieuny 5 wilu nswaa. iald sidenafil tRpsagnaLfen
AOAARDINUNATIAUTAT8Y ritonavir 6o P450 substrate 849 sildenafil lsifinasiaing

UMV ritonavir (9178 4.2 VawaITITEN)

luananadaIfld3u potent CYP3A4 inhibitors agud? Lilaliauiaen sildenafil aufiuuzi

wuhanuTugIgaade sildenafi fﬁaagﬂugﬂ aavclunaainvasorIgNATia ladia lal

LAt 200 %’]I‘H»I&Iﬂ LLazmmaﬁmﬂu@iamvl@Taasi’maﬁ’naua MITVUIZMULIRANTA
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uunitiBowlaasan’lad agfiilonlaasen’led) iNssaiaden liduade bicavailability 189

sildenafil

nsdnsluaaainImTegunInd wudinili endothelin antagonist @i bosentan
(CYP3A4 inducer fidiqn3uunany, CYP2CY inducer uazararilu CYP2C19 inducer ¢21)
7 steady state (125 Un. THaz 2 A%I) $2URL sildenafil A steady state (80 UN. THaz 3 A3I)
sanalitSunmenluien (AUC) uazAMATEALAMUTNTUFIAVDILIMEDA (Cral) 89
sildenafil 889 62.6% Uaz 55.4% AUy sildenafil tRnUSINmenluian (AUC) uas
TAUANNTUTUFIFAVILIULEEA (Cry) VB bosentan 49.8% Uz 42% auiIaL MIH
$90nY CYP3A4 inducer AfgN3Ws9 1% rifampin aadrasrilianadutuuas sidenafi

A &
Mwmama:mamamﬂmu

lunsfinsmendiin Tayandraumaaslugiae uaasldiduiinildn sidenafi
iauﬁum‘l,umju CYP2C9 inhibitors (1% tolbutamide, warfarin), CYP2D6 inhibitors (b7t
selective serotonin reuptake inhibitors, tricyclic antidepressants), thiazide uazenTuaane
sl,umjmﬁmﬁ'u angiotensin converting enzyme (ACE) inhibitors, calcium channel blockers

LifinadaLnaraanaaasuad sildenafil

luarmadamogunng lawudn azithromycin (500 un. Fuazais iuiian 3 ) 4
NAA8 AUC, Craxs Trmax ANAIN128980TINNIANIALN BI0A1AIITIAVEY sildenafil ®I8L14A7

valaringnnluszuulnaioulaiavas sildenafi

Hauas sildenafil AoE1a%

n”n‘sﬁnuﬂuﬂaamﬂmaaa:

sildenafil {Iud gL ds0tn80%9 289 cytochrome P450 isoforms 1A2, 2C9, 2C19, 2D,
2E1 uaz 3A4 (IC 50 > 150 lalasluans)

wialw sildenafil luavaennuwzin ﬁ]:vl,@i”mmLﬁuiugaqwsluwmamﬂs:mm 1 lalasly
a3 39 bz dulylen sildenafil 321UABueN clearance 284 substrates a4 isoenzymes
Rt

aaa

nsane InssNTIa:



LPD Title: Sildenafil Citrate (ODT)
LPD rev no.: 6.3

LPD Date: March 07, 2022
Country: Thailand
Reference CDS ver: 15.0; date: July 02, 2018

vV, v 1 . . n€ a o a .
ladnsuaasliiainin sidenafil Sgnfiadunsananuailafiauas acute uas chronic
nitrates A9 UIIPNLTENRIINAD nitric oxide donors, organic nitrates %30 organic nitrites

Tugduuulaglidhandunildlsedmiaduaisarinaw (giate 4.3 Tavuld)

lunsfnsnauasisensznineen 3 midnsn laglwen doxazosin S'fildlﬂum alpha-blocker (4
UN. WAz 8 UN.) LA sildenafil (25 UN., 50 UN. %38 100 UN.) INAWUA pjﬂaﬂﬁLﬁuIiﬂ@iau
annannlasiialisouss (BPH) B9lasunssnenedae doxazosin anlsnasiugs wuaw
swlafiavastlszannslunsanuimanit wnizagluiuausy aaasanlagiads 7/7 mmHg,
9/5 mmHg W&z 8/4 mmHg LLazwm’]mm@”ﬂaﬁmmzaglflwrhﬁua@mﬁrﬂ:@ﬂm&iy 6/6
mmHg, 11/4 mmHg uaz 4/5 mmHg au&1ey 1ialW sildenafil uaz doxazosin winunwlug
B9lasunsshnee doxazosin anlsnasi ﬁsmmuvlsjﬂasrjwjﬂ’;mﬁmmsmmﬁu‘[aﬁm‘ﬁ
\awauudSenun ‘nmmmdﬂ'ﬁswﬁoﬁmaLLa:jﬁﬂﬁaIma (lightheadedness) ua LuLduas
wihila m3le sildenafil "l,ﬂwﬁ”auﬁ'w,l,ﬁ;jﬂ’ayﬁ"lﬁ%’umﬁ'ﬂmﬁ’m alpha-blocker a13vil#iia
mmsmmﬁu‘[aﬁm‘%ﬂuﬁﬂ'sU"L;J'ﬁsmﬁvl:miaqwﬁinaam (@27a 4.2 IauazITlEmN uaz
W18 4.4 Audeunaztonsszinduiiaslunsleen)
lifisuashsondanuatnsftuiandelw sidenafil 50 un. 330D tolbutamide (250 wn.)

& A < o &
W38 warfarin (40 Nﬂ.) GINUqﬂ\ﬁaaﬂmqugﬂLN@]qua‘lasﬁi@U CYP2C9

sildenafil (100 n.) LdnadaLnFTIaUFEaTN steady-state 2849 HIV protease inhibitor 2
[ A = Ai 3
0911 CYP3A4 substrates fa saquinavir Wa2 ritonavir (AN8UBILN8UAD sildenafil

ANLIW)
sildenafil 71 steady state (80 ¥n. Iuaz 3 A3) FIWALAUSI e luLRaa (AUC) 284
QI 3 Rt v v
bosentan LA3UU 49.8% WazIzAUANUTUTUFIFAVDILWADA (Cprax) V89 boseNtan
a X % o & § ' . Y]
\WNTn 42% (19 125 an. Tuaz 2 A39) (9 HavadLauda sildenafil AIUL)

sildenafil (50 un.) TaigSunsiin bleeding time ffiean aspirin (150 4n.)

b~ N o a ) {
sildenafil (50 wn.) lddnaaiungnidanagadlunisaannuaulafialuaaaiasguning 7
fvzaugegarasdanagadiuiioalasiads 0.08% (80 IaAniuiadaas)
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4.6

4.7

4.8

\flal4t sildenafil (100 §n.) 3937L amlodipine lugtlsanuaulafiagslinuindauasie
Gan mwﬁﬂaﬁmmmgjiluvimammaaaoﬁn lagLade systolic 8 mmHg, diastolic 7

mmHg

a 6 v a v & ' Y A o . . o A = Y %
ﬂ’]i’)Lﬂin%“ﬂﬂHaﬂ’ﬂ&lﬂﬂﬂ@]ﬂﬂLLﬂ@Nl%L%%’J’lﬁdﬂ’JEW]VL@ﬁU sildenafil G]?L@]El’)%iﬂl‘ﬁ‘i’]&lﬂﬂﬂ']

@ a LA . @ a A a X
ﬂ@ﬂ'ﬂ’]“@]uiﬂﬁ@v[»uNﬂﬁ]’]&]LL@lﬂ@nﬂTaﬂNﬂTq\‘]Lﬂ HINLNAVL

[ a o a [ ¢ A 6 v
m3lrnluaa3denianig dased uazliwauas

sildenafil laifiTaivltluweani

mﬂmsﬁﬂmwa@ias:uuﬁuw”uflu%wm:mwhﬂﬁﬁum sildenafil Vlsjwugﬂ’iﬂ%maaﬁ"sdau
lua3st (teratogenic effect) MIaTyWlTUNWIBInTanaLFdan INAIWITaITIBoUITE

peri/postnatal
A =2 A A A aa & A a9 o
vl,&mﬂ’]i?lﬂ‘lﬂ’wmﬂ’ﬁﬂ’mﬂ&J@]LL&&LW HIN aluamuﬂﬁﬂmaa@ﬂ%uuqm

Na@iamwmmsn‘lumiﬂ'n'ﬁmuwmmuazmuqum%aaa‘i’mna

A a =2 & A 4 o . =2
LHHDIANN A TLINUNL DTN TR I IR NTN IR WAL AawlannITlT sildenafil Twn13@ne
nwadtn dihsaewindajitevesauwesdaldiy sidenafil nauiazdud
muwmu:%?amuquL@ﬁaaa‘"mna 9 1UANIANE AR sildenafil AaANNRINIIDIUNNT

°11°'1J°’f1'muwmu:LLa:muqmﬂ%aﬁmﬂa

uaonluNglszasRuaIe
o & o | R & A a = ~ o . v
lasldmemssisulifsseasdvasenifiaduivinatiasuazagluszauannuguus

v =
oIt wNand

A

=2 Aq o A & & o | R & ' A X
lumﬁﬁﬂﬂ’mlﬁﬂlummm‘ﬂ E;']J ﬂ’ﬁﬂflﬂla\‘]L%@lﬂ’ﬁmau‘l&l'w\‘]ﬂixaﬂﬂ?lQGUWUWGQUWGLWNﬂ]u

ANV N

=S A ot A v A v v & K v a Q v
luﬂﬁﬁﬂﬂﬂﬁﬂﬂiﬂtﬂﬂﬂuﬂluﬁﬂ ZI’WVLG] ‘HxﬁﬁxﬂaulﬂL‘ﬁ%ﬂ\‘iLL‘]J‘]JLLN%ﬂ’]‘ﬂ‘ﬁEl’ll%"ll%’]@ﬂl,l,uzu’]‘l@]

v a ! & o ] & a @ ) =2 A9 o A
1ﬂal,ml<1m’1 L‘Iﬁ@lmimauvl.uwx‘iﬂizadﬂ“nadm&lmﬁuﬂmﬂﬂadﬂuﬂﬁﬂnwﬂﬂiw‘nm(ﬂmm“n

Ugfismnaulinedszaidnlaiunenudesiiga fe thafme uazwiues
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{ aaa 1 3 [ o 1 {
A131971 1: 'iJg:] ﬂiﬂﬂ1&lﬁﬂﬂ5$ﬁdﬂ%’lﬂEI’]%’ILL%ﬂGI’I&JiﬁJiJB'J 82U ITWNLUATHNINAIND

o 6 1
CloMS Iﬂﬂlﬁiﬂdﬂ’]ﬂﬂﬂ’]&ﬂ?ﬁ&d%”lﬂLL‘NVI"I\‘lﬂ’]‘SLLW‘ﬂ Elﬁ]’lﬂ&J’lﬂvLﬂﬂ’lﬁa Elﬂ’lEl‘l%LL(ﬂaz‘Vi&l'Jﬂ

ANMNALALIZUUDIYIZTVDITWNNY

STUUBIYY NULDENIN | NUUBs wulsag WUTD Y
22931918 >1/10 =>1/100 99 =>1/1,000 919 <1/100 | =>1/10,000 99
<1/10 <1/1,000
Tsafairauas Lﬁawﬂﬁmau
a dQ/ a
NMIAAL T YIRS
aNyuHaUNGVD mazgﬁ"lmﬁu
JTUUDAFUAY
anuAaln@uas | thafve PHItRITE N KM% Tn*
S2uUUsERIN Jarnsondn*
v A =]
nde Luaw
ANURNALNATDY CRIIoe PR e AUV (oedema)
Ol anuAadndly | naduas AU (swelling)
AMINBIAUAIN | LAULRILIY AR
MINBIAUAN | MTLAUE Wasag18e
& As A . & Ao
L uEEILTY (chromatopsia) NIIUDILANRII
A o < & A
AzLAaanIluan 9INILA LT R
VOIAUATNDN AR
(visual brightness) | a1 atRwLduFULA
ANUHNaUNGVRINN
A [ A
m’;zl,aa@mlumaq
@
A1NNIITALLABIGN
mmjﬁnﬁ@ﬂnmu
a
“ ¥
wWaanauInin
aNVHaUNGVD i laduStalna
wla lagu
aNVuNaUNGVDY %augmm AINAULRDAGN
AROALAAN AULA
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STUUBIYIY NULDYNIN | NULDY wulsag WUD Y
2293198 >1/10 >>1/100 119 >>1/1,000 919 <1/100 | =>1/10,000 99
<1/10 <1/1,000
aNVHaUNGVD ﬂ”@agﬂ \Raafen ua LUwlE1Aa
FEUUNILAY mmsa"'\ﬂﬂwmwﬂ ﬁ]gml,ﬁa
wiala n3gan NIV
LAZDIEIZA
2RI Yaa
aNuRaUNGva AR Tsanialviatan mﬂ%'umwj?iﬂ"l,ﬁ
ITUUNILAH 2117 laigiag 2L38% DOHEK
IS U0 0IgIUH
YNAS
ANVAaLNAVag A
AIRTILAY
g dl va
\haLalain
aNVHaUNaVD 1anaunite
. &
naNLkalay Yrauaun
NITANUAL
A 4 A )
WhatdangIw
aNyuNaUNaVD ANIZBIATIALD I
= v 6 (3
TTUURUNUTURE A9
LYY ANILTIAIVDI
2 ¥
DINTIALNNDYY
ANNVRAUNG fﬁﬂi”au %gw%dw
mlluaznie
a dl v
VSNl
AIATIAN AN bALA
v a v QI é’
#aaUJuans LN

aaa 1 R 6 e a o '
* YPisenliRsdszasdanenlaiunssynaimsmiie

2 v . a o & o | 2 & @ o A v o \
LaJavLﬂjjJU']gﬂﬂ'J']Tu']@‘ﬂLL%:%'] L'ﬂ@lﬂqjmauvl,uwaﬂizﬁﬂﬂma\‘]ﬂ'ﬁ]zﬂaqUﬂu‘ﬂﬂﬁn'ﬂ]’m@u LL§)

1Nz l@TUIEIWANIN
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49

Namﬁmﬁ:ﬁmaaﬂwﬁ'ﬁ'ﬂmaﬂﬁﬁﬂLmuﬂﬂﬂmmﬂﬁ'wia;‘ifﬂasu,l,azgﬁﬁ'mﬁﬁmmaﬂ L@
muqﬂ@mé’ammmim‘lumjmm%aaﬂ (placebo) mallﬂqml’mﬂ’i’l 700 person-years uazlu

A v . . ! . A . YN &
nqw‘nvl,mu sildenafil 47NN31 1300 person-years Vl,u‘wmmmwLmn@mmaaqummimmaa

@ A o A A Aa A Y A .
naaLiarialasne (Ml %iagtyLET&I‘U’J@ILuadﬁ]'mIiﬂYl'mWﬂfﬂLLaz‘ﬁaamaa@](cardlovascular

. C AN v . . A a et 1 A o A 6 v ﬁ?

mortality) luwmwvl,mu sildenafil L&JE]LV]EJ]JmJﬂa&va@]S]JEI’maEm gu@myniyesnauLite
m‘l,wnsfl,uwﬂwﬂ"lmum sildenafil W&y ‘n"lmmrmaan WinAU 1.1 @@ 100 person- years
aummsmamLamnmmaamﬂ‘[mmamlmm mamaamlumﬂwﬂmu sildenafil uazf

Vlmumﬂaammﬂu 0.3 ¢ia 100 person-years

M3l sULIARINIA
=< v a A v =< & a & o | R
msfineluarmaiasgrnng ovlasusautiiawa 800 un.audsy ingnisniauline

o & o [ 4 va o ' @ Aa &
ﬂs:mﬁmaamﬁm@muﬂmﬂﬂmﬁavlmummm@mﬂ’mmamﬁmsm@LLa:m’mguLLsagwu
= QU a v 0/ ad d‘ o &
lunsdtldsugnfinawa arslimasnmaiwennslasisnnasgiulasndn

MIa9La (renal dialysis) laifinaisenisinaa sildenafil Wasanenaiwlnaaunulus@uly

WRIRN Lmzvl,&igﬂﬁﬁ'@aaﬂmaﬂam’;:

AMENUANIAFTINGT

AMFNLANINTTNAFAFAT

sildenafil {lunTudszmuluziindediasa lfinmammdauaussnnwmanaluine
MeRfnmIudesivasettisnalnung sidenafil Sanisusiainaanizianzasaaduwla

cyclic guanosine monophosphate (cGMP)-specific phosphodiesterase type 5 (PDE5)

<
nalnn1saangna:

d Aa & o A % [ ' a [
nalnmasdszinanlumsudiaivesatmnzwamaiiodasnunslaadsdesluadn aan'lyd

(NO) aananlu corpus cavernosum FeWINNAMINTZGUNILWe
NO az"l,ﬂmm:ul,ﬁuvlsnﬁ guanylate cyclase fnaviliszauves cyclic guanosine

AI g o v v ¥ a L
monophosphate (cGMP) LANUEITW MlanauialSuuusSiom corpus cavernosum A81867

LLazLﬁa@VL%aL“IT’lgj corpus cavernosum
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sildenafil lifinadanisaaiaalvasnanaiitaly isolated human Corpus cavernosum JEHERE

~a Qg G uq: $
uaTreEsNgNiuas NO lageusadwlysl PDE 5 G9aans cGMP lu corpus cavernosum

nmanszgunawariliil NO Uaaddanaananfl corpus cavernosum mydugaaw lmal
. . o v Rt QI &/ v v ¥
PDES5 law sildenafil ¥inl#3zal cGMP 14 corpus cavernosum iiadin unalinsiuiiie

SUUARIEAN LLazLﬁa@]"l,mnT’]aj corpus cavernosum
. . A o [l v Qs v 1 v a &/
sildenafil luawia srmLLu:mﬁ]:"Lulmamssﬂmmvl,wmm‘ms:qumameﬂ@mu
=1 1 . . = 1 =3 6
MNIANEN I URRANARAILRAIIN sildenafil FAULANIZIANZIIGaLAY b3l PDES

sildenafil nadatdulas] PDE5S unnnindulas] phosphodiesterases mﬁﬂﬁiue] (10 t¥in
%30 PDEG, 410731 80 ¥in& 113U PDE1, ¥1NN731 700 Yin&1wIU PDE2, PDE3 Waz
PDE4, PDE7 — PDE11)

A a ~N & ! A
37 sildenafil AgnTanizianzasdaidn ol PDES annni1 PDE3 Uszunmh 4,000 1ind

anuimAagan iwnzdwlod PDE3 inpdasnunsniuqunsfudizesndiuitenls

NIANBINIIARN
#ala
AN37UUTEN % sildenafil ATILALIARAI100 NN, Iuawaﬁaﬁ'ﬂsmﬂqmmwﬁ laiwuniy

wasuulaswasaawlWiinala (ECG) Nlanudmamnmaaain

MITUUTEMBEN sildenafil 219 100 un. ¥irlkanuaulafia systolic lurinuausuanad

1aAEE9EA 8.3 mmHg 87U diastolic IA1aaad 5.3 mmHg

X V] v . ) o (% A & Va & L @
Tugthenlasy nitrates Trudroazlnnuaulaiasasininniti udiiedudiasrisuiu (g
wata 4.3 davwlfuaziate 45 duainiesznimuaclugduuua)

= a a U A a . %
mdnswamsinaisulaialuginlianaaaiiaanala (coronary artery disease) 326
A A | A A X @ | @
U3t (Insdiuunnnii 70% vaswaeaifeauasnlidsanala (coronary artery) atnavias 1
VW) $11I% 14 T8 1le basU sildenafil TUa 100 AN, ATILASY WuIAIANNalaRa

systolic Lz diastolic LaREVUEWNANRT 7% WAE 6% ANS1ALLNaLAIBUNY baseline @1
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pulmonary systolic blood pressure Laf® aaad 9% WU sildenafil laifinada cardiac output
waz lidnarinldnsnaveslafacnunaeaiaauadf lidssnaladuifuaaasuazinari

y o X g i o
1% adenosine-induced coronary flow reserve AU (Uszanm 13 %NIaaaLRaauaIN |3

v a A Aa
D19DILACARDALRDALAINAL)

=2 A & . e, wn v Aa o oy °
1un’15ﬁn‘1&’nmuﬂnﬂm&’1nn@@agﬂaULLazaaﬁmmm%aamﬂummuqu 1u§ﬂwﬁnmu
A ' ' o . @y o {
144 3718 TINDNTREBURNITONINNLNATINNLL stable angina I@mgmmuﬂs:mumﬁ
N1 angina &3LEND (BNLTULULATA) ol wazaanfmaINulasIIUUELNI (treadmill
. a . g . J 1 U Ci =3 Y Y dl s
exercise) 3WLNA limiting angina U wmﬂu;dﬂammmsnﬂszmuwa% gﬂw‘nvlmum
sildenafil 4419 100 AN.ATILALN aanﬁwé’amﬂuumﬂwmvlﬁmuﬂ’hgij”ﬂmﬁ"l@‘f%’ummaﬂ
ALALIBENIAREEINTY (19.9 TUN; 95% confidence interval: 0.9-38.9 Ju171) LIALaRY
299nN1308NINAINTEY (UTUEMILAN baseline A1) 3wLAa limiting angina W1t 423.6 LAz
403.7 3N &RV sildenafil LAZHIRAANAINEIAL
=< ' P~ & . w, va v A & o P A
miﬂm:nLLuuquﬂﬂﬁmmﬂmmgmmm:awmummamﬂummuqui@yumuﬂayu
v 1 a v o & ]
1A le (uaen sildenafil laifin 100 un.) lugdmoduin ses au Fallammton
FUITDNINNILNG iqmﬁuﬁﬂqwu@”uiaﬁmga LLﬂx%’Uﬁizmuma@mm@”uag;asmﬁasl 2
a J . " ) o v I3 i Qs d&/ a [ = = s
TR WU sildenafil TAuviNIANNIUTIAIVI0TLILINATIOAD W AaLTln 71% SouNauny
P1RAAN 18% LazyinlwlszruanNa LTI UNTTNARNN LT aaLdln 62% sluna;uﬁvl,ﬁ%'um
sildenafil 1USoUABUALLENARRAN 26% qﬂ'&minimaam@;mmﬂ&iﬁaﬂimaﬂﬂLmn@mmﬂ
s 1 U di = U cll (>3 [ a
rmmLﬂ@ﬂﬁim‘luﬂquﬂizmﬂsﬁdmUauq mwmlu;dmﬂmuﬂszmuma@mm@ﬂaw

1 v Qs é/ U
Aty 3 adwllddae

NINDILAK

MINAFBUANNENITD INNTUENFNEAT Farnsworth-Munsell 100 hue Aa4ATULTZN U
snUI@ 100 UN.LA2 60 Wi wuawAaUndidntesusztaaralunsuend (ader) Tu
gaaNaILINe anuAadndasnanazneldldiesnmenaslasuaua 120 wif
duinguinalnivlienusainsalumausnf sl fmiusiunnsi sidenafil ld
559 PDE6 491A819 09 UuI %M suladnasuss (phototransduction) wlwiiusinmea
an (retina) M3enI lunaoaNAaaILEasi sidenafil Sanisudssules PDE6 tasnin
PDE5 10 171 sidenafil laifinadasnfildannmyiasnoan (visual acuity) anwhlunaiud
ANULANAIITEIAMUTNVBININ (contrast sensitivity) adwlWALS M8
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5.2

(electroretinograms) mm@ﬁsmﬂlugﬂm (intraocular pressure) NI0NTIAUTUAN

(pupillometry)

=S v 1 = [ [ U d'd o
Tuns@insunylaingy (crossover) landumaanidudiaiuqu ludihe 9 Nondnangiu
Tuiu age-related macular degeneration luszozusn Qﬂw"lﬁ%’u sildenafil (¥#1@ 100 yn.

< A A | vt WV v = aa | A e o @ A
AFLAET) Nﬂ’J’lN‘ﬂu@IaEJ’IVL@]@]LLE\]&VL&JVL@]LLﬁ@lx‘iNﬂﬂ’]iLﬂﬂﬂ%LLﬂﬂx‘]‘Yl’NﬂﬂuﬂﬂEJ’]G&J%EJET’]@EUU ($N ]
i1 visual tests (visual acuity, Amsler grid, color discrimination, simulated traffic light,

Humphrey perimeter and photostress)

13eaNn5Ha

UszAnTuanazaulaaanswad sildenafil losunsuszfinlunmsd@nsiniendfin 21
1a39n13 LLUUE:huJﬂﬂmmﬂwgwia;jﬂaULLazgﬁﬁ‘mﬁﬂmﬁﬂuﬁummamﬂm:mnaﬂmﬁu
6 Liaw laglwen sildenafil urigtloannnda 3,000 aw anyzwing 19-87 s’]‘}aﬁmm@;maa
mmsiauammmwmameﬁaamﬂmm@l@ha 9% (NINTY (organic) N9
(psychologic) WaTWULKEN (mixed)) Yreiludsz@nTruavassnannmineuuuusauaylay
global assessment question UWNANNTUTIAIVBIBILIZING (diary of erections)
LL‘LI‘LIaa‘LIm&JLﬁEI’Jﬁ"LI sexual function ‘ﬁlvl,@ﬁ_lmi validate LL§"2 (International Index of

Erectile Function, IIEF) LLa:LL‘]J‘]Jaa‘]JmSJ@;ﬂSE]d

=2 & =2 | p v & &R
MIANEING 21 lassnsuazannmsansndaiduszozinaews (1 J) uaasliinud
Usednuavad sildenafil lagiaananua N salunsudinue s8I tstNATIHUATANTAS

& o (Y ° o A v o ¢ =< A Ao @y Aa
udadn ldwuwadmmiumsiiwaduwus nsdnwluswesnasndasiusasihoni
' o ' ° [ & @ o P g
NeNwINMIThEtevin limsudsarvasattnsinasodini 62% (25 Wn.), 74% (50 Nn.)
Wae 82% (100 un.) WisuisuALeN®aan 25% wanantial¥nsudsairadalsizine

ad [ a v & o (Y . T v X

TBFUBULEY INNNTIATIZALAY IIEF UaadlilAuin mIsnueneae sildenafil §928lAaan

lw3asnsfisaagasaa (orgasm) ananalalunisfiiwasunusuazanunalasiunivue

=2 & 2 Ve X Aa ! ad A v .oA
HaINNIANINIRRNL IS IuBI eI enwiens@duiiald sidenafil § 59%
Tugfthoiuwanu 43% lugtenivia radical prostatectomy uaz 83% lugthonnizgndunas

flaamsuady (Aot 16%, 15% waz 12% lufihofnldTuemaan anadiei)

o s
@!ma&lﬁ@lﬂ'ﬁlﬂﬂﬁ%a%ﬁ'\ﬂmi
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LNRTIAUAIRATVAILNITUU =N sildenafil LTWEAFIWALUUIALINDDATIIVWIAN LIS

sildenafil gnindafiauidudiulng (dusnnlasdwlsd cytochrome P450 3A4) anuiilu

&a A N L . .
LAY E'JVLQY]V] Jdniaaneny sildenafil

nINAGA
sildenafil gnaaduldadnimiaiiimasiudzniue Sd1aie absolute bioavailability 41%
(883239 25%-63%)

=3 . . A % 2 o & I3 6
NNIIANEN L URAaaNaARd sildenafil NANULTUTH 3.5 WIlulua FINIIDLULILAL bl
PDE5 maaugmﬂ@” 50% huAWNIULIENW sildenafil B0 100 UN.ATILALT ATITALAINY

\TuTugIgazas sildenafi Arvclunwanzu et ulszanm 18 wiluwnIu/ua. wia 38 wilulua

m’mrﬁu‘*ﬁumaamluwmamazﬁai:ﬁugaq@mrflu 30-120 w11 (AN3IT831% (median) 60

WIN) RRITUUTENI UV U118 97319

nsdnsnsadfinlugdoiogunind a1y 45 O wIananndn 1u9u 36 an WudinIg

Judsenusuda sidenafil 50 an. sfauanailugeslin lagliduiiiudin S8suya

(bioequivalent) nUeLAa sildenafil 50 un. sRaARaUNAN wazlumsAnsuAsInUd Tainy

nadsuudasvestTuinueludan (AUC) uddnadoszauanuidudugigasaieluiian

(mean Cpyy) 38084 14% Llatudsenusnida sildenafil 50 un. shauanallugasuin
[ 3‘ A a a s & . . a A 6

Wit Waisunumysudsemuenida sildenafil 50 un. ThandauNaw

di ot =3 . . a s I [ [ dld L% [
Wasudsemusida sildenafil ﬁu@LL@]ﬂ@]’Jl%Ta\‘lﬂ'm‘WiaﬂJﬂllaﬁﬂqi‘ﬂwv[ﬂ.lll%g\‘i am’m’]sg@
. . . & o . { o
Faad sildenafil 8RS (Median Trg, W IUTUUITNM 3.4 T71U9 LALALRRETEALAINNY
Lﬁuiugaqmaamlmﬁa@ (mean C,,,) 3eaaadlszans 59%) talfiaunun1ysudsznuen

1@ sildenafil TRALANG lTaIUINY AT TBIT7
N1INILAYA7

fLade volume of distribution (V) 1N172 steady state Va4 sildenafil 1YL 105 861

LEAIINENEMINTZN6N Lﬁngl,ﬁal,ﬁa
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sildenafil wazuanUa lavisnanfatlnfanfa N-desmethyl metabolite 9:3UNY plasma

U

protein Uszainmh 96%
o o . .;&J et v Y & A
N133UNLY plasma protein vLNT%ﬂUﬂ?WNLTNT%WG%N@TaGEl’]&l,ul,aa@

luanaminsgunwdn a3y sidenafil wudiasndi 0.0002% (1@de 188 wiluni) vas

namflianzdingluieginnateanan nasansudsemueldudy 90 wfl

INATUDATH
sildenafil azgnii1dalasidunlmivasisasay (microsomal isoenzyme) CYP3A4 (1usu
lwia) uaz CYP2C9 (lusdrutias)

wanva laridulnagnaglunszumfeaiinainns N-desmethylation 184 sildenafil Laza3

mmuavl,aﬁﬁazgﬂLﬂﬁwl,mawiavl,ﬁﬁﬂ

=~ 1 v ot . . Al
N-desmethyl metabolite ﬁqwmawmm:m@a PDE @anany sildenafil Lm:qv}‘ﬁiu‘ﬂaa@

Neaaadsia PDE5S Uszunmh 50%2a4 sildenafil

TuananadnIgunnd anudutuses N-desmethyl metabolite luwanaunilszanm 40%

284 sildenafil

A | A, A Aaa o
N-desmethyl metabolite 3zgniasuudasdaly lasdd1a3a3iagariy (terminal half-life)

Useuo 4 1.

NNIN1VAL129NIINTNY

#n total body clearance 284 sildenafil LYiNAL 41 Aa3/T. ﬁﬂﬁﬁmﬂéﬁ%lumdq@ﬁw
(terminal phase half-life) 3-5 74, #a9NIUUTEMURIa KB IRABARAM 192Nl
aaﬂlugﬂmadLmn‘uavl,aﬁmaqﬁ]miufludmlmy (80% maamm@mﬁ%’uﬂi:mu) LRZEIU

%N 9Ra1E (13% VaIIwIaNIUUTENIW)

Wndzaneans i e nguies

U
T EHESRRE
u u qQ
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5.3

218 FinIgI0LilguN NG (818 65 nIaNNNTN) A6 sildenafil clearance aaad lW
AMNLTNT VDY sildenafil ez N-desmethyl metabolite luwaﬁamqaﬂ'jﬂummaﬁmﬁﬁ
gUAWALAzENYRBsNIN (18-45 1) tezanmk 90% laswnannssununaaanldsdiud
mmLL@ﬂ@iwoﬁ'uluﬂuﬁawq@hoﬁ'uﬁwasl,ﬁmwmimmmao sildenafil luwaaanluglaase

&
Qamuﬂszmm 40%

LR o 1

A lariuunnsas

luaaaansnlaunwsasiantias (creatinine clearance=50-80 N&./#111) LazU1unaid
(creatinine clearance=30-49 N8./W111) ALARTIRUAFATVRI sildenafil (50 uN.) TUUTZNIU

avaLaen L auwulag

o A . ' .. v ' = . .
Iummaumw"l@mﬂwmaamaguuﬁa (creatinine clearance #88n31 30 Y\./1N) sildenafil
clearance aaad ANALWNAT AUC LT 2 11 (100%) Ua2 Coay (88%) LilaLNI8LNUNERAIAT

nilongwa 9 nuud liddaywlaunwies (@Wade 4.2 swmauazislden)

#anNAN% @1 AUC ez Cpae U89 N-desmethyl metabolite luananasinsn launwsadasng
‘3’ 1 o o % o [ 4 % [ { o
gmmgwuamoﬁmmmﬁa 200% wae 79% ausauilaifsunuluanaaainIn larinan

a

Un@

U > 1

Wihaauunwsas

luaanaanINAdauuds (Child-Pugh A and B) @1 sildenafil clearance aaad v lAlANAN
AUC (85%) UAZAN Crrax (47%) WlalSouifisunivarsaiasndengivinnuud lidauuds (g
o @ adf) v £ 1A =S s 6 . . CR Ao
wWata 4.2 awnauaz3slEe) Selaidinmfnsindsasumaaiuad sildenafil lugthondu

NITUUNNIBIBEIITULIY (Child-Pugh class C)

ayaaulaaananawnIs@NYIMNARKN

laifinanguin sildenafil vildiiauzi39 (carcinogenic) Lﬂalﬁﬂ’lLLﬁ%H (w3) 1Juan 24
waulumaengslaiiiv 42 wi’maammﬂmgaq@ﬁLm:ﬂﬂﬂﬂuwwﬁ (Maximum
Recommended Human Dose (MRHD) ) tiiai/Sautfisudu wn/nn. uazdszanm 5 iives
MRHD tiow/Soufisuiiu an/asy. uasidadnwnduiia 18-21 anlanlwenuriny
() lwawaegalaiiin 21 1viwes MRHD WawSeuioudu un/nn. @Wszanm 2 i

284 MRHD latssunsuide un./asa.)
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6.1

6.2

6.3

6.4

mnageudsirasiuafiTouazdainasas linunsnauwus (mutagenicity)

Vl,u'ﬁwa@iamimﬁauﬁﬁagﬂiwmaaqﬁ \alwen sildenafil TUUTENIWILUUIA 100 UA. AT

LﬁmLLﬁmmaﬁmqmmwﬁ
SIYATLD YANLNFBNITN

sw%da%ﬂsznaﬂm‘h%’nm

wanan sildenafil citrate @adudipndAgus pudariauandrluteshnudandads
ﬂszﬂamiy’sUaﬂiﬁvlﬂaaﬂQﬂ%ﬂlﬁLLﬁ microcrystalline cellulose, silica hydrophobic colloidal |
croscarmellose sodium, magnesium stearate, indigo carmine aluminium lake (E132),
sucralose, mannitol, crospovidone, polyvinyl acetate, povidone, sweetness enhancer
flavouring (UJsznau@ie maltodextrin, flavouring, dextrin, residual water), natural special
compound flavouring (U3naueas maltodextrin, glycerol, propylene glycol, flavouring,
residual water), lemon flavouring (ﬂizna‘uéfw maltodextrin, flavouring, alpha-tocopherol,

residual water).
Y @ o ¥ .:I
ana W ueIa28%
s =K%
f1laidaya
21881
Iﬂi@gi’]yazlﬁmuuﬂﬁiaa
[ o @ A & o
Aaarvrziatiniitaslunisiiusnun

Lﬁuﬁqmﬁgﬁ@‘hﬂ'j'} 30 AIALTRLTER

= At v &a A A o &
LNy El’]%l%ﬂii?flmm L@Nﬂﬂiﬁﬁpﬂ LW aﬂadﬂuﬂﬂ&l"ﬁu

BadsuanaIakviadiaunwagiinnan lwszgarmians
6

a = a o a
USEn Busnsa (Uszinalng) 4 na
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8. RANTLL IBANTULN
wunzifoui 1C 44/62 (N)

9. i'uﬁvlﬁ’%'umgﬁ?muﬁﬂm‘h%'um
09 TUINAN 2562

10. fuﬁﬁm‘smﬂ%ﬂ%’uﬂ‘gatanaﬁ
07 JU1AN 2565

ALAak (ANNUILTNIANITENTWEIBITNE)

A0 9 o &
mﬂwhmm:@;umw NG

—_

o o A6 oA o Aq o A ' =2 o
%1&1%91%1%;&“{]Lﬂuiiﬂﬁ’ﬂ'imsl%ﬂ’ﬁlEl’]&lﬁaamaaﬂﬂ@]uvl,umi@l IWTzanan e e e
wauldendlwdnuazaas QﬁLﬂﬂﬁﬂ@Tﬂ%%Tﬁﬂ%

W lTe AN 1 A9

wulgenfisiunuenin lsarda UaUTTAMWNUNADY 9

o o & oD

a a A A = et o A
HaUn® twinaanuin wkasiduau I%EUN’]W‘ULLWWUV]%V]
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Country: Thailand
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