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LONRIIANALEN

VIAGRA®

NAME OF THE MEDICINAL PRODUCT

VIAGRA®

QUALITATIVE AND QUANTITATIVE COMPOSITION

VIAGRA 50 mg: Each tablet contains sildenafil citrate equivalent to 50 mg sildenafil.
VIAGRA 100 mg: Each tablet contains sildenafil citrate equivalent to 100 mg sildenafil.
For excipients, see section 6.1.

PHARMACEUTICAL FORM

Film-coated tablet.

Blue, rounded-diamond shaped film-coated tablets equivalent to 50 mg or 100 mg of
sildenafil for oral administration, marked “PFIZER” on one side, and “VGR 50, or
“YGR 100” on the other.

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.
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Posology and method of administration

Sildenafil tablets are for oral administration.

Use in adults
For most patients, the recommended dose is 50 mg taken, as needed, approximately

1 hour before sexual activity.

Based on effectiveness and toleration, the dose may be increased to a maximum
recommended dose of 100 mg or decreased to 25 mg. The maximum recommended dose

is 100 mg. The maximum recommended dosing frequency is once per day.

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

stable on alpha-blocker therapy prior to initiating sildenafil treatment. In addition, initiation



LPD Title: Sildenafil Citrate
LPD rev no.: 17.3
LPD Date: March 02, 2022

Country: Thailand
Reference CDS ver: 15.0; date: July 02, 2018

43

4.4

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.

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.

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.
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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.

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 PDES 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
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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 PDE5 inhibitors. PDES5 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,

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
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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,

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
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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
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.
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In healthy male volunteers, there was no evidence of an effect of azithromycin (500 mg
daily for 3 days) on the AUC, C., 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 puM).

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
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.
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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.

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.
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4.8

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 | =1/1000 to <1/100 | =1/10,000 to
2>1/10 <1110 <1/1000

Infections and Rhinitis

infestations

Immune Hypersensitivity

system

disorders

Nervous Headache | Dizziness Somnolence Seizure*;

system Seizure recurrence®;

disorders Syncope

10
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tissue disorders

System Organ | Very Common Uncommon Rare
Class Common | 21/100to | =21/1000 to <1/100 | =1/10,000 to
2>1/10 <1110 <1/1000
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;
Vomiting;
Abdominal pain
upper;
Dry mouth
Skin and Rash
subcutaneous

11
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System Organ | Very Common Uncommon Rare

Class Common | 21/100to | =21/1000 to <1/100 | =1/10,000 to
2>1/10 <1110 <1/1000

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.

4.9 Overdose

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.

12
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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 (PDE5),
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 PDES5.

It's effect is more potent on PDE5 than on other known phosphodiesterases (10-fold for

PDEG, >80-fold for PDE1, >700-fold for PDE2, PDE3, and PDE4, PDE7-PDE11).

13
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The approximately 4000-fold selectivity for PDE5 versus PDE3 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.

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

15
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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.

When sildenafil is taken with a high fat meal, the rate of absorption of sildenafil is reduced,
with a mean delay in T, of 60 minutes and a mean reduction in C,,, of 29%, however,

the extent of absorption was not significantly affected (AUC decreased by 11%).

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.

16
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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
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
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5.3

(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 C,.,
(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.

Preclinical safety data

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

6.2

6.3

6.4

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 tablet contains the following

inactive ingredients: microcrystalline cellulose, calcium hydrogen phosphate (anhydrous),

croscarmellose sodium, magnesium stearate, hydroxypropyl methylcellulose

(hypromellose), titanium dioxide (E171), lactose, triacetin, and FD & C Blue #2 aluminum

lake [indigo carmine aluminum lake (E132)].

Incompatibilities

Not applicable

Shelf-life

Please see details on carton.

Special precautions for storage

Store below 30°C

MARKETING AUTHORISATION HOLDER

Viatris (Thailand) Limited

Warnings (based on the Ministry of Public Health Announcement)

1. The drug is not aphrodisiac.

2. Administration to patients with cardiac disease who are concurrently using nitrates is

contraindicated because of possible fatal outcome.

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

renal dysfunction.
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4. VIAGRA must not be taken more than once a day.

5. Concomitant administration with other antiimpotent drugs is contraindicated.

6. 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.: 17.3
LPD date: March 02, 2022

Country: Thailand
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$90nY CYP3A4 inducer AfgN3Ws9 19 rifampin aadrasrilianadutuuas sidenafi

A &
Mwmama:mamamﬂmu
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lunsdinsmiadiin Tayandraaumaaslugiae uaaaliiduiinildn sidenafi
iawﬁ'wﬂumju CYP2C9 inhibitors (1% tolbutamide, warfarin), CYP2D6 inhibitors (b7t
selective serotonin reuptake inhibitors, tricyclic antidepressants), thiazide wazenTulaane
1uﬂ§jmamﬁ'u angiotensin converting enzyme (ACE) inhibitors, calcium channel blockers

LifinadaLnaraanaaasuad sildenafil

Tuarmadnimogunng lawudn azithromycin (500 n. Fuazais iuian 3 ) 4

NAA8 AUC, Craxs Trmax ANAIN128980TINNIANIALN BI0A1AIITIAVAY sildenafil ®I8L4A7
e o a a . .

valaringanluszuulnaioulaiavas sildenafi

Hauas sildenafil Aog1a%

ﬂ"l‘iﬁﬂii’ﬂ%‘lﬂaﬂﬂ‘ﬂﬂaﬂ\‘]:

sildenafil 1w dUd 30898819189 cytochrome P450 isoforms 1A2, 2C9, 2C19, 2D6, 2E1
wae 3A4 (IC 50 >150 lulasluans)

Lol sildenafil luaunaennuwzsin ﬁ]:vl,@i”mmLﬁuﬁugqq@hwmamﬂs:mm 1 lalasly
8135 39 bz dulylen sildenafil 321UABueN clearance 284 substrates a4 isoenzymes

&
AR

= a aqa
mMsAns lwFedizIn:
U, v & 1 . . A€ a o a .
vLG]flﬂ’]iLLﬁ@]x‘ll%mu’J’] sildenafil flf]‘ﬂmﬁillﬂ’liﬂ@]ﬂ’]’]ll@]%Iﬂ%@l‘lJEN acute LLaZ chronic
nitrates A9%WIINITNRIINAY nitric oxide donors, organic nitrates 738 organic nitrites

Tustuuvla glithandunilfdszdimiaduaisaritay (@waite 4.3 Tavuld)

TumsfnsnsuaInsensewinem 3 msanw laglien doxazosin G9iluen alpha-blocker (4
AN. a2 8 UN.) Uaz sildenafil (25 4n., 50 UN. ®38 100 XN.) iauﬁ'uuﬁ;jﬂwﬁﬂu‘[smiam
annannlazfialaifiouss (BPH) B9l@5um3nEee doxazosin aulsAAIALEY WUAIY
sulafiaasszmnslunsansinanic wnzagluriuausny anassnlasiads 7/7 mmHg,
9/5 mmHg 8z 8/4 mmHg LLazwuhmm@”ﬂaﬁmmzagﬂmhﬁua@mﬁﬂimmﬁlm 6/6
mmHg, 11/4 mmHg uaz 4/5 mmHg au&1ey (Jale sildenafil uaz doxazosin winunulug
B9ldsunsshmnee doxazosin anlsnagi ﬁi'mamvlsjﬂaU'ngﬂ'sUﬁmm‘smw@”ﬂaﬁmﬁ’]
\fawaaudsenun 5'1mmmmﬁifmﬁaﬁmma:jﬁﬂﬁ'ﬂma (lightheadedness) ua laiduas

wiila 3l sildenafil luwsaaruungihenldsunsinsean alpha-blocker a1avildifa
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4.6

o o

> a cl; U uﬂ' c!l 1 ca{ ad L%
ansanuaulafadludtheliimenlhdagnivess (@iade 4.2 awauazislo uas
W18 4.4 MLdaunaztaaisrididunawlunislsen)
lifauasnsendanuaslivediamilaly sildenafil 50 4n.370NULN tolbutamide (250 wn.)
w38 warfarin (40 an.) Tivsrassaiigninaueladlas CYP2CY

sildenafil (100 un.) LilnadalnaTaaueaasn steady-state 284 HIV protease inhibitor 2
s é = nﬂl 1
a1791du CYP3A4 substrates fia saquinavir W82 ritonavir (ANaUaILNauaAa sildenafil

ANUUW)

sildenafil 7 steady-state (80 un. Iuas 3 A39) FIHARUTN el ULABA (AUC) 284
AI J L s v v
bosentan LA3UU 49.8% WazIzAUANUTUTUFIFAVDILIMEADA (Cpal) VY bosentan

t:. &, v Qo Qq: tﬂ' 1 v
PANYY 42% (1% 125 UN. Uz 2 AY) (@ NEVBILNBUAD sildenafil AL ®)
sildenafil (50 4n.) lt&Sun13LAY bleeding time N3N aspirin (150 4n.)

a I~ o A o '
sildenafil (50 an.) lifinaiaugnidanazasluntsaaanuaulaialuaiaaias gunwd 7

fazdugegavesdanaganiuiiaalasiads 0.08% (80 adniuiadias)

\iial# sildenafil (100 un.) 39uAL amlodipine lugthsanuaularagslinuifliduninie
danu anuaulafavnzadlurimausiuanasdn lazads systolic 8 mmHg, diastolic 7

mmHg

a 6 v o v & 1 Al AN o . . o A A Al a
ﬂ?i’JLﬂS’]ZVVUE}Hﬂﬂ’J’]N‘UﬂE]@]J']EJLLE‘T@NI%L%%’JWE&‘]J’]EJ‘Y]VLG]T]J sildenafil @]’]L@]SJ’J%?E]I“ET]NT]‘USJ’]

@ a A ' ) a A a X
ﬂ@]ﬂ'ﬂ']&l@uIﬂ%@]vLNNﬂ'ﬂ']&lLL@ﬂ@]qdmaGNamqﬂLﬂﬂ\clqﬂl,ﬂ@“llu

[ S o a [ & A I3 ¥
m3lrnluaa3dandsanig dased uazliwayas

sildenafil lajfiTailBluiweani

ﬁnﬂmsﬁﬂ‘mwa@iaixuuﬁuﬁuﬁﬂwwm:mz@h gNNWeN sildenafil vLaqugﬂ?ﬂ%mam”aa’au
luas35 (teratogenic effect) mim%tyw”ufmws'am%awal,é?wiamsw”wmmam”mamm:

peri/postnatal
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4.7

4.8

| A =< Aa a a aa & A a9 o
vLNllﬂqiﬂﬂﬂqﬂllﬂqiﬂjUﬂ'N@LLazLW HIN ﬂl%a(ﬂi&lﬂiiﬂ%iﬂ a(ﬂil%%lllc!@]i

wa@iaﬂawmmszﬂunﬂ‘sﬁuﬁmuwmmLLazmuqum%af{i’n‘ma

A a = & a 4 o X =
L9 NTTILNUNL AN TH I ILAT TN A WAL RUw 1a1nn171T sildenafil Twn13@nEN
nwadin gihoasarwinialjisonvesauesdaldiy sidenafil dauiazdud
muwmuw?amqum%n‘“ﬂsﬂa g9luin13AnEINavaY sildenafil AanNENNNIDIWANT

m”uﬁmuwmu:ua:muquLﬂ%aoﬁ'ﬂiﬂa

Haow ANz aIAaIeN
Imﬁ";"lﬂmqmnﬁa”u"l&iﬁoﬂs:mﬁmaomﬁLﬁ@Lﬂmﬁmwa“ﬁ’msnLLa:ayﬂm:@”ummgmm
tasnatuwnans

=< A o A e & & @ | R & \ a &
lunsfnenlvamwiagasn qmmsmmaam@;ﬂﬁmau"l,wwaﬂs:aoﬂmaammaamammu

AMUVWINEN

= ni > ni (% J % v & =3 v ni ) (%
Tunsdne Ul fsuwsuaonle SI8zanlRiRBAILULLNWAT IR I U e N1 16

v A 1 6 o 1 R 6 = v = a = A o A
lﬂﬂLﬂUdﬂ’ﬂ Lﬂ@]‘ﬂﬁimauvllleﬂizﬁdﬂ?ladEl’“l&lﬂ’)’“l&lﬂﬂ’]Elﬂﬂdﬂﬂﬂ’]iﬂﬂﬁ’]ﬂiw’llu’mEl’]ﬂ\‘i“(]

Upisenauladialszasdnldiunonutesnae fe thadsse uazniiues

A aaa 1R [3 o [ 1 A
AN 1: ﬂgmmluwaﬂizmﬂmns.nmLmnma\lszuummwaas']an']mtazwmmﬂ'a'mn

CIOMS lagSa9a1auaINA2INI8UIINNIsUNNganNIntidnaanglwuaasnun

AMNARATIZUUBIYITVDISIINY

STUVBIYIE NUUBYNIN | NULDY wuladay NUWDY

2293 9NY >1/10 =>1/100 119 >>1/1,000 919 <1/100 | =>1/10,000 99
<1/10 <1/1,000

lsafairauas Lﬁawﬂé'mau

=) d‘;‘ =)

NMIAALTDYIRS

aNuNaUNaVDd ma:gﬁ"lmﬁu

JTUUDAFUAY

ANuAalnAvas | radsue AU WATIY J19nan Tn*

SeuvudsEan Jornsondn*

v A <)
ANa Lua
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STUUBIYY NULDYNIN | NULDY wulsag WUD Y
2293198 >1/10 >>1/100 119 >>1/1,000 919 <1/100 | =>1/10,000 019
<1/10 <1/1,000
ANURALUNATD CRIIoe PR e AUV (oedema)
@ anuAaundly | naduas AU (swelling)
AMINBIAUAIN | LAULRILIY AR
MINBIAUATN | NIRRT Wasag1LeN
& Ao A . & Ao
L URULIW (chromatopsia) NINBILAURI
A o = a
nzLAaaadluan NIRRT UR
VOILAUATNDN AR
(visual brightness) | 81N ABD BRLAS
ANUHNAUNGVRINN
A < A
nﬂazLaa@ﬂaluLuaq
@
ANNIITAULABIGN
ﬂaﬁuiﬁﬂﬁ@ﬂﬂaiu
@
“ ¥
wWaanauInin
aNVuHaUNGVD W laduStalna
wla lagu
aNVHaUNaVD %ﬁuguaﬂu ANUALLADAGN
AROALAAA AULA
ANNRaUNAVDY ﬁhagﬂ \Raaran na wibludna
JTULNILAY aﬂﬂﬂiﬁhluIWiaagﬂ agnufﬁ
wigla nyvan NI
LATEIBIZAK
2RI aa
aNuRaUNGva AR Tsanialviatan ﬂﬁﬂ%ﬁﬂaﬁujﬁﬂiﬁ
FZUUNILAH AT et 228 % NOURY
RLiar] U10NaIFIUL
YNAS
a a dl
ANNRaUNAVDY A

AR LA
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FEUVDIYIE WULBHXNIN | WULBY wulaias Wukae
2293198 >1/10 >>1/100 119 >>1/1,000 919 <1/100 | =>1/10,000 019
<1/10 <1/1,000

dq’ dl va

\haLtalain

aNuHaUNaVDd 1ranauLia

. &

naNLkalayg Yrauaun

NITANUAL

A A A o

WhaLdaLNaInG

aNyuHaUNGVD ANNZAIATIALD I

= v 6 (3
TTUURUNUTURE A9
LU AILTIAIVDI
2 ¥

AIATIALNNUU

ANNVRAUNG fﬁﬂi”au %gw%dw

mlluaznieg

=) dl v

UM RN

ANIATIING aavalaLdn

v a v QI J

#aaUJuans LN

aaa 1 R 6 e a o '
* UPisenlifsdszasdannenlaiunsszynainsdming

& v ' A o 6 o = 6 [ o A ' v 7 '
LJJE]VL@IEUF;l']iﬁdﬂ’?l’]“ll%’]@]ﬂLL%$%'] L%QﬂﬁiM@%ﬂ&leﬂiZﬂdﬂﬂlﬂdﬂﬁ"ﬂ&‘ﬂﬂ’]ﬂﬂﬂﬂﬂﬂﬁ’)ﬂ’]d@]% 149

inazlasusaaninin

NamﬁLﬂi’]zﬁmaamﬁﬁ'ﬂmmﬁﬁﬂLmuﬂﬂﬂmmﬂﬁh@iaEij”ﬂ'ml,l,az;g‘iﬁ'ﬂﬁﬁmmaaﬂLf’lmﬁ
muqui@sé’am@ﬂ’]imﬁluﬂ@jwmmaﬂ (placebo) mamqwmﬂﬂ’h 700 person-years wazli
mjuﬁvl,@'ﬁ'u sildenafil ¥11nN31 1300 person-years Vlajwui'lﬁm’mLmﬂ@hwaqqﬂ@mszﬁmaa

9 & o A A Aaa A Y A .
nauLiarialasne (Ml magtyLaﬂm@Luaamﬂ‘[iﬂmamlmawaamaa@ (cardiovascular

. CVR A v . . A = [ 1 AN v A 6 v d?

mortality) Iugﬂ’m‘nvl,mu sildenafil Lwamwﬂmqw"l,mummaﬂ puAnItkraINANLiLe
walamulugilenldsuen sidenafil uazléTuemaan vy 1.1 da 100 person-years

LN & A Aa A o A @ AN v i . A
QU@ﬂ’ﬁmgiyLﬁmj’mL%ﬂdﬁ]’]ﬂiiﬂﬁﬁdﬂ’ﬂﬁ]LLﬂ:%aa@]Laa@]lul}dﬂ’JEJ‘YIVL@WU sildenafil Lazn

1@3uswaantviniu 0.3 ¢ia 100 person-years

49  NSlASUYIARINIA
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5.1

=< o a LW e = < a > | R
ﬂ’]iﬂﬂﬂ’]lumma&lﬂiqﬂmw\m GITGVL@?]JU']"DHQG?]%']@I 800 UN.AILAYA L%@lﬂ’]imauvLNWO

i a X (Y o | [ ° ' " Aa g
ﬂiZﬁGﬁﬁlﬂdﬂﬁﬁLﬂ@%%ﬂﬂqElﬂ‘lJLﬁE’JvL(ﬂiiJilﬁ?l%’]@]@]’]ﬂ’!l’]l,l,@la@l‘i’m’]ﬂﬂ@]LLQZQQWNEHLLSG@EGT%
A Qs Aa v o ad A o
luﬂimvlﬂiﬂil’]l,ﬂ%"ll%'](ﬂ ﬂ']il%ﬂ'ﬁiﬂﬁ’](ﬂ']&]@'m’ﬁi@EI'J’E&I’]@I‘Sﬁ']%L&J@ﬁ]']Lﬂ%

M389La (renal dialysis) laifinaissn13inda sildenafil Liasanendawlnaaunulysdul
WANRN LLa:"l;igﬂﬁwﬁ'@aaﬂmoﬁama:

qmauﬁamamﬁﬁﬂ &

[ 4
AWANTANNLNTINAATAS
sildenafil {lugnTudszmuluziindediasa lfinmammdauaussnnwmanaluine
{ % % Aa a . . Ao & ' '
TENINTUTIAI89078NARALNR sildenafil ignTaudsatnaanizianzadaidn g

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

£
nalnn1seangns:
na lnneFsszInenlunsudsaivasatonsinasaineidasnunsuaadses luasn sanlos

' AaA )
(NO) aanalu corpus cavernosum IRINNUNIINIZQUNIILNA
NO a:"lﬂns:éjmﬁuvlmﬁ guanylate cyclase fnavinliszauves cyclic guanosine
AI &/ o v v dql/ a a (>

monophosphate (cGMP) LANUEITW MlanauialSsuusiom corpus cavernosum A81867

LLazLﬁa@vLﬂamT’lgj corpus cavernosum

sildenafil liinadanisaanuairvasnanutitalu isolated human COrpus cavernosum JETES

1 ) =) Q( L g é
udgeLasNgniues NO lasgudadwlal PDE 5 Geaa1s cGMP 1w corpus cavernosum
MINTTAUNLNA MlAd NO Uaadaasaanunil corpus cavernosum nN3eUs48% lesd
. . 0 1% o A X < [ ¥
PDE5 lag sildenafil ¥inl#szau cGMP 1w corpus cavernosum LWUUW Wuwalinauiite
Fuuaanuduaziien lnaidg corpus cavernosum

. . { o 1 v et v 1 v a g
sildenafil lumm@mﬁuu:u’mﬂml%Namiinmmvl,uﬁﬂﬁmz@umamenmu

msdnelunaaanaasiuaadin sildenafi ﬁmmmwmm:awiatﬁu‘lsnﬁ PDES
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sildenafil nadaLdn ol PDE5S unnidulas] phosphodiesterases mﬁﬂﬁuq (10 19N
#%3U PDE6, ¥1nn7I1 80 N wIL PDE1, ¥71n731 700 YiN&15U PDE2, PDE3 Waz
PDE4, PDE7 — PDE11)

{ =5 = ! :
37 sildenafil SnTianizianzasdatdwlasl PDES 81nnin PDE3 Uszanms 4,000 ind
anuddan inmzdulesd PDE3 insdasnunismugunsdudivesnduitariala

NMSANBINIIARTN
#ala
NMITULUTEN U sildenafil ATILALIAUDI 100 NN, 1ua'1mau°'m°mslq°nmwﬁ laiwunns

wiswwlaswasadwlWiinala (ECG) Nlanudmamneadin

M35 Tznuen sildenafil v1a 100 un. ¥irlkanuaulafia systolic lurinnauuanas

\RUFIFA 8.3 mmHg &% diastolic H1AaAY 5.3 mmHg

o V] oo . ' 1Y o a v & Vv a & @
Tugfthefld3u nitrates Srudrpaziianuaulafiaaassannniti udifiedudianusui (g

Wve 4.3 Tawwlduasiate 4.5 é’umﬁ%miwd’]w’nmﬂugﬂquﬁu)

= A a U A a . %
midnswamsiwalisulaialugialsanasaiiaanala (coronary artery disease) 326l
A a ! A A kg [ ) o
Juusd (@nsdiuunnnii 70% vaswaeaifeauasnliiaoaiala (coronary artery) atnivias 1
L) $1UI% 14 T8 1Wa lasL sildenafil BUI@ 100 NN, ATILALI WUINAIANNALLaRA
systolic e diastolic LARUVUSANAARI 7% WA 6% AUSAULNBLABUND baseline @in
pulmonary systolic blood pressure La&® aaad 9% WU sildenafil laifinada cardiac output
A ° o A A A X [ v Ao ~ o
wazlaifinarinlimsinavadlafariiunaaaiiaanadn liaeawa laldunauaaasazinayi
[ . . X & 6 o
1% adenosine-induced coronary flow reserve @4% (Uszanm 13 %79%aaalA0auasN 1S
v a A dld
81989UAzRRRALRDALAINGY)
=1 oqj 1 U v c.l' a I [ Y o
lunsdnsuoudnTaasnnsdegiouazgisuniomaanidudrnigy lugihedwmau
A a \ . o o i o o A
144 7o SafloanIndauanssnMwmManaIunuil stable angina laogtheudszmued
w1 angina ssiiawe (aniiuluiaie) ag uazeanmainmuolasdsuuaniu (treadmil
. a . g . ,§' 1 U d' a v Y n:l' s
exercise) AuLa limiting angina 4% wudnludthefisansndszidiueald {ihenldiue

sildenafil 4419 100 WN.ATILAE aanﬁwé’amUuumﬂwmvl,ﬁmuﬂd’ngﬂaUﬁ"l@'i’%'ummaﬂ
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AR ARBEIATY (19.9 TUIN; 95% confidence interval: 0.9-38.9 Ju17) LIAUARY
Pa4N130anNHNaINTY (UTLEMILAN baseline LLa1) AwLNa limiting angina W1t 423.6 LAz
403.7 331N §WIU sildenafil LAZENIRADNAINEIAL
= 1 ay eqj 1 U A @ d'd = L =1 d'
mmﬂmuuquﬂﬂﬂmmﬂmmagﬂ’;slLLazg'mswmmmamﬂummuquimwmnﬂaw
[ . . A 1Y ° A '
YA e (Vwaen sildenafil Jaitin 100 wn.) lugmmnmu 568 A% TINAINTREL D
FUITDATWNNSLNG i’mﬁuﬁmm@”u‘[aﬁmga wazIULsEmMusaaaNnNauagatiias 2
a J . . ) o v & s s d&’ a | = =) s
AHA WU sildenafil TV IRNNITUTI0I U090 ILWATILAD W AaLT 71% tSauLAguny
HARRAN 18% WAy AL T RUAMUFUSAIUNTTNATUNUT Aailn 62% 1uﬂ§juﬁvlﬁ%“um
sildenafil LUSsULASUNUENAREN 26% qﬂ'ﬁmmimaam@lmsmﬂlﬁwﬁm:mﬂﬁLmn@mfﬂfm
a 1 U d' =3 v dl a > a
msmmmﬂ’ﬁm‘luﬂquﬁizmm;ﬂmmauq saumlu;dmﬂwiuﬁi:wwumwa@ﬂawu@uiaﬁm
[ v = &/ v
atnatay 3 arvwliday

NINDILAK

MINAFBLANNENNTALUATUENFN83T Farnsworth-Munsell 100 hue AadlIUUTEN 1%
U@ 100 UN.UA2 60 Wil wueuAaUndldntesusztaasalunsuend (nder) Tu
RRNATLINY anuAaUndasnanazmelylalasmenad ldsuenua 120 wfl
sudsgwinalnfivnldanumunsalunuenfd Ao lUduwusiunsd sidenafi 1
553 PDE6 494A8709 LM SUaINaIuss (phototransduction) Lwlwiusiiamae
an (retina) M3AnsluManaNAnBILFAIIN sildenafil Tanisusadwlss PDE6 Haunin
PDES5 10 1 sidenafil laifiuadadfilaarnnmsiasaan (visual acuity) arallunaiug
AINNLANAIITBIANATNTEINN (contrast sensitivity) adwlWHNLSI 007
(electroretinograms) m’mm”un’lﬂugﬂm (intraocular pressure) HIDMTIAUTUAN

(pupillometry)

= % 1 = I (= C7 Aa o
Tuns@insuuulaings (crossover) lasfismaanidudaniugy ludile 9 Mefidnangu
T age-related macular degeneration luszozusn Qﬂ’;&lvl,@qﬁi_l sildenafil (¥¥1@ 100 yN.

& a A : o NI a aa | Ae o @ A
AFILNET) &lﬂ’)’]&mu(ﬂE]ﬁl’]vL(ﬂ(ﬂLLava&le@]LLﬁ(ﬂGNﬂﬂ’]iLﬂaU%LLﬂﬂdﬂ’Nﬂﬂ%ﬂaEJ’N&I%EIN’]QQJV L8
11 visual tests (visual acuity, Amsler grid, color discrimination, simulated traffic light,

Humphrey perimeter and photostress)

Usransua

15



LPD Title: Sildenafil Citrate

LPD rev no.: 17.3

LPD Date: March 02, 2022

Country: Thailand

Reference CDS ver: 15.0; date: July 02, 2018

5.2

Usz@nTratazanulaaanswes sildenafil losunsdsafinluns@nsinendfin 21
1a39n13 LLuuzfjuﬂﬂﬂma'mﬂ%@iapjﬂaULm:;ﬁﬁmﬂ‘%ﬂuLﬁsmﬁ'ummamﬂmwznmvlajl,ﬁu
6 Laau laalwen sildenafil LLﬁ;jﬂwmﬂﬂdﬂ 3,000 A% 81T 19-87 1 s’fjaﬁmm@gmaa
mwaiauammmwmomeﬁaw’mmm@;@ho 91% (N9NY (organic) NI
(psychologic) WaTWULKEN (mixed)) UsetinszAnTrHavassnannmInauuuugauaylay
global assessment question TUNNNITUTIAIVBIDTILLNG (diary of erections)
LL‘LI‘iJaa‘iJm&lLﬁmﬁ"u sexual function ﬁVL@T%'ums validate U&7 (International Index of

Erectile Function, IIEF) LL&:LL‘LI‘LIaa‘LIm&l@;maG

=2 & =2 Vo« v & &R
MIANENG 21 lassmsuazannmisansndaiduszozinaeniwn (1 J) uaasldiAui
UszAnBuavad sildenafil las3aa1naNuRINTa lUATUDIAIV0IILILINATIBULAZANTA

~ Q v o Qs = = Qs 6 = dl dl Q 1 U dld
udae ldwuwadmiunmsfiiwaduiius nsdnmluswmemnasndasiuasihond
1 s 1 o v s s &/
NowInmMIsnE s lrmsudsaivasalzsinamofinid 62% (25 Nn.), 74% (50 an.)
LAY 82% (100 un.) WisuAsuAUENraan 25% wanantialinisudsaivasalsizine
& [ a v & ' [ @ . e v X
TEFTUUED NNMTUATNEALA IIEF LR lRiARIN MIsnsaay sildenafil gat8lw@an

lw3asnsfisaagasan (orgasm) ananalalunisfiiwasunusuazanunalasiunvue

= & 2 L e, X Aa ! ad A v =
KaINNIANINIERNLIFEaE I uTIE eI snwiensdiuiield sidenafil § 59%
Tugftheimiu 43% lugdihufvii radical prostatectomy uaz 83% lugthafinszanaunas

farmsuaidy (s 16%, 15% waz 12% lufihofnldiuemasn anadiei)
AMANTANINTTIARAITAT

LNRTIRUAIRATVAILNITUUTENW sildenafil LTWFAFIWALUUIALINDDATIIVWIAN LIS

sildenafil gnindafiduidusgiulng (Fusnnlasidulsd cytochrome P450 3A4) LAswiiu

& a N o . .
LA QVLN‘YW]NL']V]'EQRW gny sildenafil
=
ﬂ'li(‘i;l‘ﬂﬁ&l

sildenafil gngafaldatnsmiainasiulszniue ddafds absolute bioavailability 41%

(883zWI9 25%-63%)
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=2 . . A CZK v & & 4
INNIANE lunaaanaaay sildenafil NAMNLTUTW 3.5 Wilwlua &NNIDEULILAW bra]
PDE5 maougwﬂﬁ 50% LuAWNIULTENY sildenafil A1@ 100 UN.ATILALT A TIzALAIY

\INTUFIFATa sildenafi AxszlunwazNaRLUIZI 18 W lwnIN/NE. ¥Ia 38 wilulua

mwm‘Tm‘Tumaomluwmama:ﬁﬁm‘”uqaq@msfl,u 30-120 w1l (AN3TE31% (median) 60

WIN) HRITUUTENM WY 11897319

Watulsznuen sildenafil W%ﬂ&lﬂ’?ﬁ’]iﬁﬁvhlﬁ’%gd 5@3’]?’]’]3@@1‘%&]?}80 sildenafil IL/ARY
dl =3 Q/ é/ dl = 1 v v
T,@mnmm:mimugoq@iuwmam (Trmax) '%3%’1%%%1@&%68 60 UIN LREAIANULVNYY

A A . = A . ) \ A
;;mqﬂmaamlumammmamam 29% g3 e lddnansznuadrsdnusandaliun
mﬁgﬂg@%wﬂﬂgiwﬂw (AUC 8984 11%)

NNINITYA
ALafe volume of distribution (V) 11172 steady state Va4 sildenafil LNy 105 8a3

LEAIINENANNINTZN LA Lﬁﬂ;jl,ﬁalﬁa

sildenafil uaziuaualaviddnnadluiondia N-desmethyl metabolite 93U plasma

protein Uszunmh 96%
o o . .é’ et v Y & A
ANIIUAL plasma protein MIARALAMNENTUNIRNAVBILN bR DA

luanmadnIgumwdan la3u sildenafil wuinkasni 0.0002% (1ade 188 w1luniu) vas
n:ll v :’ A‘d' 0/' >3 >4 £Z =
aflianzdingluiheginnaseanan wasaniudsenuenludy 90 wif

INANUDATH
sildenafil ﬁ]:gﬂﬁ'}i@ﬂ@UL5%1611&T‘1160L%&§@T1J (microsomal isoenzyme) CYP3A4 (Lflufshu

lwna)) uae CYP2C9 (usdutias)

woanua laridulnagneglunszumfaniinainns N-desmethylation 184 sildenafil Laza13

L&J@nua"l,aﬁﬁﬁlzgnLﬂﬁﬂuuﬂm@iav[ﬂﬁﬂ

nf 3 v [ . . al
N-desmethyl metabolite ﬁE]Vl'ﬁLOoW’I:Lm:ﬁ]ma PDE aa18ny sildenafil LLﬂ:ﬂﬂﬁiu%aa@

naaadsia PDE5 Uszunmw 50%a4 sildenafil
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lummaﬁmqﬂjmwﬁ ANNLTNTUDS N-desmethyl metabolite Tuwaaundszan 40%

Yy sildenafil

N-desmethyl metabolite 3zgniauutasdaly laadd1a3e3iagariy (terminal half-life)
sz 4 3.

N13N1AAYIBANAININNEY

@ total body clearance U84 sildenafil LN 41 AR/ T, ﬁﬂﬁﬁ@hﬂ%%%luﬁadq@ﬁw
(terminal phase half-life) 3-5 T3. #asNILUTEMURIa MM WNaaiand s19zgndL
sanlugtvawaualarinisganszidusiulng (80% POITUIALNATUL TN UazEIw

HounWUaa11e (13% 190w NIuLIznIm)

mﬁmaumam%‘l%ﬁﬂfmnémﬁmﬂ

W 1

Nilhagyaney

u u 9

o1anaiAIgInLdgunInG (211 65 niaunnin) den sildenafil clearance aaay ¥inlid
ANuTuTual sidenafil uaz N-desmethyl metabolite TuwaraangsnitluanaadiaInd
guMwWaALazagiaundt (18-45 1) dszanm 90% (Hasunannnmadununaaullsdud
anuuandanuluaunagdwiuinalianuidudusas sidenafil luwaraunlugudss:

b
qwuﬂizmm 40%

W o 1

Atelariuunnsas

luaanaunsn launwsadLanas (creatinine clearance=50-80 N&./417) LaztUNA1
(creatinine clearance=30-49 N&./W11) ANAFTINUAIEATVDY sildenafil (50 ¥N.) SULTZN U

avatden luiaswuilas

Iuawmaﬁmﬁvl,@mnwiaaazmgw,m (creatinine clearance %8831 30 U8./u11) sildenafil
clearance 8A8Y AWALWNAT AUC L% 2 1¥11 (100%) Uaz Cpay (88%) WaLNBUNLNRIFNAT

nilongwa 9 nuud liddaywlaunwies (@Wade 4.2 swmauazislden)

#anNAN% @1 AUC a2 Coaye U89 N-desmethyl metabolite luaanasinsn launwsasasng
‘3’ 1 @ o % o [ 4 % [ { o
gmmgwuamaﬁmmmﬁa 200% wae 79% anusauilaifsunuluanaaainInlarinan

a

Un@
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5.3

6.1

6.2

HilgauuNNIa9

TuanansdnInadauuds (Child-Pugh A and B) @1 sildenafil clearance aaad ¥inlwiAnen
AUC (85%) WAZAT Cpoax (47%) L?fiaLﬁﬁm_lLﬁﬂuﬁ'ummaﬁ'mﬁﬁmqwi']ﬁ'ml,@ihiﬁ@”mﬁa @
W18 4.2 vauazddlaen) g9ladinsAnsingraauaaasvad sildenafil lugﬂaﬂﬁﬁu
NIUUNNIBIBEIITULIY (Child-Pugh class C)

Y

ayaaulaaananawnIs@NYINARKN

laifinanguin sildenafil vil#iiauzi3s (carcinogenic) Lfialﬁ/mlm%}} (w3n) Luaan 24
waulumaengslaiiiv 42 wi’maammﬂmgaq@ﬁLm:ﬂ'ﬂﬁjl,ﬂuwwﬁ (Maximum
Recommended Human Dose (MRHD) ) tijat/Souifisuiin an/nn. uasiszanas 5 tiwes
MRHD watsauifisuidu an/asw. usndadinsudunm 18-21 waulaslinuniny
() lwamaegalaiiin 21 1viwes MRHD WawSeuioudu un/nn. @szanm 2 i
299 MRHD tlawsoutiteudn un./asw.)

mMInaseudisirasuuafiTouazdainasas linunana1uwus (mutagenicity)

"L&iﬁwa@iamnaﬁauﬁ%%agﬂs’wmaaaqﬁ wialwen sildenafil TUUTenIwluawIa 100 4N, A9

LAUAERUATFUNING

I1URLDYANSLATBNIIN

aBadwlsznavlnarsuen

UaNINAILIFATY sildenafil citrate ua2 81 1 1adstsznavldasasnlidgninmangs
A9 microcrystalline cellulose, calcium hydrogen phosphate ( anhydrous), croscarmellose
sodium, magnesium stearate, hypromellose, titanium dioxide (E171), lactose, triacetin,
indigo carmine aluminium lake (E132)

Y o o o A
ﬂ')'l&lv[,&llﬂl'lﬂ%ﬂﬂﬂ'lﬁ?a%

% -2
m"[wwa%m
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ALAaw (MNUIENIANITENITWEAIT1INE)
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W lTaAwIwas 1 A9

wulgenfisiunuenin lsand o UauTIAMWNUNADY 9

o g~ w0 DN

wINAa1n1IHaUNG 1w anuAeUndniIIgse Ua@ms:@ﬂ lWuninan lagw walatdn
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