SOFCARES5mg RElJE:
SOFCARE 10 mg REldlE!

Each film coated tablet contains:
Solifenacin succinate 5mg
Solifenacin succinate 10 mg

% PRODUCT DESCRIPTION:

5mg: Light yellow, round, biconvex, film coated tableitivengraved 5 on one side and plain on the oilder s
10 mg: Light pink, oblong, biconvex, film coated tablettiviengraved 10 on one side and plain on the ottler s

MECHANISM OF ACTION:

Pharmacology

Solifenacin is a competitive, specific cholinergézeptor antagonist.

The urinary bladder is innervated by parasympathektiolinergic nerves. Acetylcholine contracts thetrasor
smooth muscle through muscarinic receptors of wkhehM3 subtype is predominantly involved. Solifeinais a
competitive inhibitor of the muscarinic M3 subtypeceptor. In addition, Solifenacin showed to bepactic
antagonist for muscarinic receptors by displayiogy br no affinity for various other receptors aweh ichannels
tested.

Pharmacokinetics

Absorption

After intake of Solifenacin, maximum Solifenacirapina concentrations (&) are reached after 3 to 8 hours. The
tmax IS iNndependent of the dose. Thg,&and area under the curve (AUC) increase in prapotd the dose between
5 to 40 mg. Absolute bioavailability is approximgt@0%.

Food intake does not affect thg and AUC of Solifenacin.

Distribution

The apparent volume of distribution of Solifenafitiowing intravenous administration is about 6003olifenacin
is to a great extent (approximately 98%) boundagma proteins, primarily;-acid glycoprotein.
Biotransformation

Solifenacin is extensively metabolized by the ljvprimarily by cytochrome P450 3A4 (CYP3A4). Howeve
alternative metabolic pathways exist, that canrdautie to the metabolism of Solifenacin. The systechearance of
Solifenacin is about 9.5 L/h and the terminal H#gl of Solifenacin is 45-68 hours. After oral dogj one
pharmacologically active Rhydroxy Solifenacin) and three inactive metabslifg-glucuronide N-oxide and &-
hydroxyN-oxide of Solifenacin) have been identified in jphasin addition to Solifenacin.

Elimination

After a single administration of 10 mg [14C-labdlkSolifenacin, about 70% of the radioactivity waetected in
urine and 23% in feces over 26 days. In urine, @pprately 11% of the radioactivity is recoveredwhanged
active substance; about 18% asthexide metabolite, 9% as th&hydroxyN-oxide metabolite and 8% as thie-4
hydroxy metabolite (active metabolite).

Linearity/ non-linearity

Pharmacokinetics are linear in the therapeutic dasge.

Other special populations

Elderly

No dosage adjustment based on patient age is egquir have been shown that the exposure to Salifan
expressed as the AUC, after administration of 8oétin succinate (5 mg and 10 mg once daily) wadasi in
healthy elderly subjects (aged 65 through 80 yesmd)healthy young subjects (aged less than 55)€eBre mean
rate of absorption expressed as tvas slightly slower in the elderly and the ternihalf-life was approximately
20% longer in elderly subjects. These modest diffees were considered not clinically significant.

Children and adol escents

The pharmacokinetics of Solifenacin have not bestabdished on children and adolescents.

Gender

The pharmacokinetics of Solifenacin are not infleeeby gender.

Race

The pharmacokinetics of Solifenacin are not infleeeby race.
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Renal impairment

The AUC and Gaof Solifenacin in mild and moderate renally impdingatients, was not significantly different
from that found in healthy volunteers. In patiewith severe renal impairment (creatinine clearan@&® mL/min)
exposure to Solifenacin was significantly greatemtin the controls, with increases ip,(of about 30%, AUC of
more than 100% and, bf more than 60%. A statistically significant t&a&ship was observed between creatinine
clearance and Solifenacin clearance.

Pharmacokinetics in patients undergoing hemodisilyave not been studied.

Hepatic impairment

In patients with moderate hepatic impairment (GRilsgh score of 7 to 9) the & is not affected, AUC increased
with 60% and:t doubled. Pharmacokinetics of Solifenacin in pasemth severe hepatic impairment have not been
studied.

% INDICATION:
Symptomatic treatment of urge incontinence andhareased urinary frequency and urgency as may aocur
patients with overactive bladder syndrome.

% DOSAGE AND ADMINISTRATION:
Oral
Posology
Adults, including the elderly
The recommended dose is 5 mg Solifenacin succorate daily. If needed, the dose may be increasdd tmg
Solifenacin succinate once daily.
Pediatric population
The safety and efficacy of Solifenacin succinatehidren have not yet been established. Therefsoéifenacin
succinate should not be used in children.
Patients with renal impairment
No dose adjustment is necessary for patients with to moderate renal impairment (creatinine claaea> 30
mL/min). Patients with severe renal impairment garene clearance 30 mL/min) should be treated with caution
and receive no more than 5 mg once daily.
Patients with hepatic impairment
No dose adjustment is necessary for patients witld mmepatic impairment. Patients with moderate tiepa
impairment (Child-Pugh score of 7 to 9) shouldrieatied with caution and receive no more than 5 nog daily.
Potent inhibitors of cytochrome P450 3A4
The maximum dose of Solifenacin succinate shouldlitmted to 5 mg when treated simultaneously with
Ketoconazole or therapeutic doses of other pot&®3A4-inhibitors e.g. Ritonavir, Nelfinavir, Itranazole.
Method of administration
Solifenacin succinate should be taken orally armulshbe swallowed whole with liquids. It can bedakwith or
without food.

& WARNING AND PRECAUTION:
Other causes of frequent urination (heart failurerenal disease) should be assessed before trdatmign
Solifenacin succinate. If urinary tract infectiangresent, an appropriate antibacterial therapyldHme started.
Solifenacin succinate should be used with cautigmatients with:
- clinically significant bladder outflow obstructiat risk of urinary retention
- gastrointestinal obstructive disorders
- risk of decreased gastrointestinal motility
- severe renal impairment (creatinine clearan@® mL/min), and doses should not exceed 5 mgiese patients
- moderate hepatic impairment (Child-Pugh scoretof9), and doses should not exceed 5 mg for thatsenbs
- concomitant use of a potent CYP3A4 inhibitor, &gtoconazole
- hiatus hernia/gastroesophageal reflux and/or wh® eoncurrently taking medicinal products (such as
Bisphosphonates) that can cause or exacerbateaggtph
- autonomic neuropathy
Safety and efficacy have not yet been establish@aiients with a neurogenic cause for detrusoramtiwity.
Patients with rare hereditary problems of galaciosalerance, the Lapp lactase deficiency or gleegaslactose
malabsorption should not take this medicinal produc
Angioedema with airway obstruction has been regoitesome patients on Solifenacin succinate. lfiGegdgma
occurs, Solifenacin succinate should be discontirarel appropriate therapy and/or measures shoukkba.
Anaphylactic reaction has been reported in somesrmat treated with Solifenacin succinate. In pasewho
develop anaphylactic reactions, Solifenacin shbeldiscontinued and appropriate therapy and/or uneashould
be taken.
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The maximum effect of Solifenacin succinate canldermined after 4 weeks at the earliest.

Warning:

This preparation contains Sodium metabisulfite thay cause serious allergic type reactions in iterta
susceptible patients. Do not use if known to beshggnsitive to bisulfites.

% PREGNANCY AND LACTATION:

Pregnancy

No clinical data are available from women who beegregnant while taking Solifenacin. The potenisi for

humans is unknown. Caution should be exercised \whestribing to pregnant women.

Breastfeeding

No data on the excretion of Solifenacin in humalkrare available. The use of Solifenacin shoulddfae be
avoided during breastfeeding.

% SIDE EFFECT:
Summary of the safety profile

Due to the pharmacological effect of Solifenacinfcare may cause anticholinergic undesirable effett(in
general) mild or moderate severity. The frequerfagnticholinergics undesirable effects is doseteela
The most common adverse reaction with Sofcareyisnduth.

Tabulated list of adverse reactions

MeDdra Very Common Uncommon Rare Veryrare Not known
System common

Organ Class

Infections Urinary tract

and infection,

infestations Cystitis

Immune Anaphylactic

system reaction*

disorders

Metabolism Decreased

and nutrition appetite*

disorders Hyperkalemia

Psychiatric Hallucinations* | Delirium*

disorders Confusional

state*

Nervous Somnolence Dizziness*

system Dysgeusia Headache*

disorders

Eye Blurred Dry eyes Glaucoma*

disorders vision

Cardiac Torsade de

disorders Pointes*
Electrocardiogram
QT prolonged*
Atrial fibrillation*
Palpitations*
Tachycardia*

Respiratory, Nasal dryness Dysphonia*

thoracic and

mediastinal

disorders

Gastrointes- | Dry mouth | Constipation| GastroesophagealColonic lleus*

tinal Nausea reflux diseases | obstruction Abdominal

disorders Dyspepsia | Dry throat Fecal discomfort*

Abdominal impaction,
pain Vomiting*

Hepatobiliary
disorders

Liver disorder*
Liver function test
abnormal*
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Skin and Dry skin Pruritus*, Eythema Exfoliative
subcutaneous Rash* multiforme*, | dermatitis*
tissue Urticaria*,
disorders Angioedema?*
Musculo- Muscular
skeletal and weakness*
connective
tissue
disorders
Renal and Difficulty in Urinary Renal
urinary micturition retention impairment*
disorders
General Fatigue
disorders and Peripheral edema
administration
site onditions

*observed post-marketing

& EFFECTSONABILITY TO DRIVE AND USE MACHINES:
Since Solifenacin, like other anticholinergics n@ayuse blurred vision, and, uncommonly, somnolemckfatigue,
the ability to drive and use machines may be neglgtaffected.

& CONTRAINDICATION:
Solifenacin is contraindicated in patients withnary retention, severe gastro-intestinal condi{iocluding toxic
megacolon), myasthenia gravis or narrow-angle glaizcand in patients at risk for these conditions.
- Patients hypersensitive to the active substante amy of the excipients
- Patients undergoing hemodialysis
- Patients with severe hepatic impairment
- Patients with severe renal impairment or moderafgatic impairment and who are on treatment witlotemt
CYP3A4 inhibitor, e.g. Ketoconazole

% DRUG INTERACTION:
Pharmacological interactions
Concomitant medication with other medicinal produetith anticholinergic properties may result in mor
pronounced therapeutic effects and undesirabletsffén interval of approximately one week shouéddilowed
after stopping treatment with Solifenacin succipatefore commencing other anticholinergic therapye
therapeutic effect of Solifenacin may be reduceddaycomitant administration of cholinergic rece@gonists.
Solifenacin can reduce the effect of medicinal pits that stimulate the motility of the gastroititea tract, such as
Metoclopramide and Cisapride.
Pharmacokinetic interactions
Solifenacin is unlikely to alter the clearance nigk metabolized by CYP1A1/2, 2C9, 2C19, 2D6, o 8Azymes.
Effect of other medicinal products on the pharmauetics of Solifenacin
Solifenacin is metabolized by CYP3A4. Simultane@bninistration of Ketoconazole (200 mg/day), a pbte
CYP3A4 inhibitor, resulted in a two-fold increasktioe AUC of Solifenacin, while Ketoconazole at @sd of 400
mg/day resulted in a three-fold increase of the AbfGSolifenacin. Therefore, the maximum dose ofifSoacin
succinate should be restricted to 5 mg, when ugadltaneously with Ketoconazole or therapeutic doskother
potent CYP3A4 inhibitors (e.g. Ritonavir, Nelfinavitraconazole).
Simultaneous treatment of Solifenacin and a pd@af®3A4 inhibitor is contraindicated in patients lwitevere renal
impairment or moderate hepatic impairment.
The effects of enzyme induction on the pharmacdiis®f Solifenacin and its metabolites have narbstudied as
well as the effect of higher affinity CYP3A4 sulagas on Solifenacin exposure. Since Solifenacmatabolized by
CYP3A4, pharmacokinetic interactions are possibieéh vother CYP3A4 substrates with higher affinity.ge
Verapamil, Diltiazem) and CYP3A4 inducers (e.g.aRipicin, Phenytoin, Carbamazepine).
Effect of Solifenacin on the pharmacokinetics dfastmedicinal products
Oral Contraceptives
Intake of Solifenacin succinate showed no pharmaetk interaction of Solifenacin on combined oral
contraceptives (Ethinylestradiol/Levonorgestrel).
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Warfarin

Intake of Solifenacin succinate did not alter theanmacokinetics dR-warfarin orSwarfarin or their effect on
prothrombin time.

Digoxin

Intake of Solifenacin succinate showed no effecthenpharmacokinetics of Digoxin.

% OVERDOSE AND TREATMENT:

Symptoms

Overdosage with Solifenacin succinate can potéytiabult in severe anticholinergic effects. Thghest dose of

Solifenacin succinate accidentally given to a gruatient was 280 mg in a 5 hour period, resultingiental status

changes not requiring hospitalization.

Treatment

In the event of overdose with Solifenacin succirthie patient should be treated with Activated cbakcGastric

lavage is useful if performed within 1 hour, butwiting should not be induced.

As for other anticholinergics, symptoms can bet&é@as follows:

- Severe central anticholinergic effects such asubilations or pronounced excitation: Treat with &sfigmine
or Carbachol.

- Convulsions or pronounced excitation: Treat withzmiazepines.

- Respiratory insufficiency: Treat with artificialggiration.

- Tachycardia: Treat with beta-blockers.

- Urinary retention: Treat with catheterization.

- Muydriasis: Treat with Pilocarpine eye drops anghlace patient in dark room.

- As with other antimuscarinics, in case of overdgsapecific attention should be paid to patientkinown risk
for QT-prolongation (i.e. hypokalemia, bradycardi@d concurrent administration of medicinal produetswn
to prolong QT-interval) and relevant pre-existingrdiac diseases (i.e. myocardial ischemia, arrhighm
congestive heart failure).

% STORAGE:
Store at temperature of not more than 30°C.

% DOSAGE FORM AND PACKAGING AVAILABLE:
5 mg Tablet, Blister 3x10’s
10 mg Tablet, Blister 3x10’s

% DATE OF REVISION:
September 23, 2021

Manufactured by:
UNISON LABORATORIESCO,,LTD.
39 Moo 4, Klong Udomcholjorn, Muang Chachoengsao,
Chachoengsao 24000 Thailand

Product Registration Holder/ Importer:
MEDISPEC (M) SDN. BHD.
No. 55 & 57, Lorong Sempadan 2, (Off Boundary Road)
11400 Ayer Itam, Penang Malaysia
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