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™ with (30 5 CrCl < 70 mL/min/1.73 m?)
0.4 mg/6 mg or severe (< 30 mL/min/1.73 m?) renal impairment and 6 healthy subjects (CrCl >80 mL/min/1. 73m?). While a change n the overall plasma
MAxF L w- Tablet of was ob: "nlhemsull ufdlemdbnndnglnn,iud the unbound (active) ion of
(Tamsulosin HCl+Solifenacin Succinate) Patients withend l di: (CrCl < 10mL/min/1.73 m?) have not been studied.
- Hepatic impairment:
1-9—130“).0 Solifenacin / Tamsulosin:
w - Solifenacin / Tamsulosin can be used in patients with mild d hepatic impail buti indicated in patients with
COMPOSITION: lif in / T losin have not been studied in patients with hepatic impairment. The following statements
Each fil tad b dified rel blet contains: indivi e
Tamsulosin Hydrochloride 0.4 mgeq.to
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(Modified Release Layer) i
Solifenacin Succinate 6 mgeq_ to
i 45mg. I 1 Pugh Tio9)and8
(Immediate Release Layer) healthy subjects. Whil h, i the ll pl ion of in was ob d as the result of altered binding to a,-acid
glycoprotein, the unbound (al:lrve) eonemuam onammn did not d’nmge significantly vnIhody a modest (32%) change in intrinsic
Product Specs.: In-house
Pharmacodynamics:
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A fixed dose ination tablet two active sub: lif in and I These drugs have i and des/24 hours. i lrmma i significant s Imnhasnlmtn«!dﬂislnﬂfmﬁmm
complementary mechanisms of action in the treatment of lower urinary tract symptoms (LUTS) associated with BPH, with storage lacebointh i dj (IPSS)and T and on the
Symptoms. y urgency, it mean vmdnd valume p« mmmmmcn.alm umﬂng ndnmm IPSS storage
Solifenacin: is a and selective ist of and has no relevant affinity for various other b 1PSS quality of life (QoL), ive Bladd q) ith lity of Life (HRQoL)
ymes and ion channels tested. in has the highest affinity for inic My followed by ic M- and My- i (coping, concem, sleep and social)
receptors. life in/ losin sh d ior il d with ulosin OCAS on d Frequency Score, as well as
Tamsulosir |s=|ipha (AR) It binds ively and itively 1o ic alpha)-ARs, in parti to on micturitk mean voided volume per mictwition and IPSS Hmage by This was wpanied by signi
o ) it in lower urinary tract lissues. P inIPSS QoL and OAB-QHRGoL total including all sub lifenacin / Tamsulosi inferiorto
tamsulasin OCAS ontotal IPSS (p<0.001), as expected.
CLINICAL PHARMACOLOGY:
Pharmacokinetics: INDICATIONS:
Solifenacin / Tamsulosin: Treatment of moderate to severe storage (urgency, i d fr ) and voiding symp d with
i i pr ineti iple dosing in/ T in. A relative i i i i with
bi ilability study d that the ini: lion of Solif in / Ti slosin results in ble exp to that of the co-
i il '\f‘ﬂﬁaﬂhesameduse DOSAGE ANDADMINISTRATION:
After iple dosing of Solif in/ T in, the tmax of solify 4.27 hours and 4.76 hours in different Adult males, including older people: One Solifenacin / Tamsulosin tablet (6 mg/0.4 mg) once daily taken orally with or without food. The
studies; th f losi ied b 3.47 hours and 5.65 hours. The coresponding Cmax values of solifenacin varied between 26.5 maximum daily dose is one Solifenacin / Tamsulosin tablet (6 mg/0.4 mg). The tablet must be swallowed whole, intact without biting or

ng/mL and 32.0 ng/mlL, while the Cmax of tamsulosin varied between 6.56 ng/mL and 13.3 ng/mL The AUC values of solifenacin varied chewing. Do not crush the tablet.

belwemszsngrmetMEol MN«LlMofwnswosmbemeenWImmea\dzzzngNmmebmwlaMwol Patients with renal impairment: The effect of renal impail on the ph inetics of Solif in/ T in has not been studied.
solif while for mm?“" i However, the effect on the ph:; of the indivi active is well known. Solil in / T in can be used in
A single dose food effect study was perf with Solif slosin dosed under fasted conditions, after a low fal. low caloric patients with mild to mod renal impai ¢ inine cl > 30 mL/min). Patients with severe renal impairment (creatinine
bleaﬂastadaﬂ«al\oghm. rnyuﬂlonchm:klasl Mtaahlghfal.lng\ulnnnhuthn.asdtlmrunmm--lﬂthe 30 mL/min) i i d thy i daily i i i in/T. i

of Solif ‘I.nﬂu(mgdslmauhnhlhaAtl:measadbysa'LAhuhl.hnM (6mg/0.4mg).

did not affect inetie i of th were not y eith Patients with hepatic impairment: The effect of hepatic i on the inetics of Soli in / in has not been
alowfat, lori a high fat, high calori studied. However, the effect on the ph kinetics of the i i is well known. Solifenacin / Tamsulosin can be
C i i of i in OC/ allg and 1.24foldii inthe AUC in patients with mi icimpairment (Child <.
of i dtothe AUC of i inistered alone. Th P ion of an effect of dosi Patients with moderate hepatic impaimment: (Child-Pugh score 7-9) should be treated with caution and the maximum daily dose in these
the pharmacokinetics of solifenacin. patients is one Solifenacin / Tamsulosin tablet (6 mg/0.4 mg). In patients with severe hepatic impairment (Child-Pugh score > 9), the use of
Elimination: After a single inis ian of Soli in / the t% of solifs in ranged from 49.5 hours to 53.0 hours and of i in /T in i indi
tamsulosin from 12.8 hours to 14.0 hours. Modevate and strong inhibitors of h P450 3A4: The 1 daily dose of Solifenacin / T losin should be limited to one
Multiple d 240mgq.d. ini i / ina60% i da63%is tablet (6 mg/0.4 mg). Solifenacin / Tamsulosin should be used with caution in patients treated simultaneously with moderate or strong
in AUC for solifs in, while for HloSin Crmas i br1lsxmdﬁucbylmmammwwwcuemmsdend CYP3A4inhibitors, e.g. verapamil, ketoconazole, ritonavir, nelfinavir, itraconazole.
clinically relevant. Population pharmacokinetic analysis of the phase 3 data shawed that intra-subject in ic i indicati useof in/ T: hildren and
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Older people: in / in should il i inati strong i of CYP3A4 and it should not be
In the clinical and bi studies, the age of the subjects varied between 19 and 79 years. After Solifenacin / | used incombination with strong inhibitors of CYP3A4,e.g. who are of the CYP2D6 poor metaboli
Tamsulosin administration, the highest mean exposure values were found in elderly subjects, although there was an almost g q CYP2D6, e.g.
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cautios ¢ severe renalim . N . Solifenacin & mg | Tamsulosin 0.4 mg
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Anaphylactic reaction | Not known |
Metabolism and nutrition disorders
Decreased appetite [Notknown ]
Hyperkalaemia | Not known |
Psychiatric disorders
Hallucination Very rare
Confusional state Very rare
Delirium Not known
Nervous system disorders
Dizziness Rare Common
Somnolence Uncommon
Dysgeusia Uncommon
Headache Rare Uncommon
Syncope Rare
Eye disorders
Vision blurred Common Not known
Floppy Iris Synd: 15) Not known
Dry eyes Uncommeon
Glaucoma Not known
Visual impaimment Not known
Cardiac disorders
Palpitations Not known Uncommon
Torsade de Pointes Not known
Electrocardiogram QT prolongation Not known
Atrial fibrillation Not known Nol known
Arthythmia Not known
Tachycardia Not knawn Not known
Vascular disorders
Orthostatic hypotension | | uncommen
thoracic and mediastinal di
Rhinitis Uncommon
Nasal dryness Uncommon
Dyspnoea Not known
Dysphonia Not known
Epistaxis Nol known
Gastrointestinal disorders
Dry mouth Very common
Dyspepsia Common
Constipation Common Uncommon
Nausea Common Uncommon
Abdominal pain Common
Gastro-cesophageal reflux disease Uncommen
Diarrhea Uncommon
Dry throat Uncommon
Vomiting Rare Uncommon
Colonic obstruction Rare
Faecal impaction Rare
Heus Not known
Abdominal discomfort Not known
Hepatobiliary disorders
Liver disorder I Not known [
Liver function test abnormal | Notknown |
Skin and subcutaneous tissue disorders
Pruritus Rare Uncommaon
Dry skin Uncommon
Rash Rare Uncommon
Urticaria Very rare Uncommon
Angioedema Very rare Rare
Stevens-Johnson syndrome Very rare
Erythema multiforme Very rare Not known
Exfoliative dermatitis Not known Not known
e akeletal and &
Muscular weakness I Not known I
Renal and urinary disorders
Urinary retention* Rare
Difficulty in micturition Uncommon
Renal impairment Not known
ductive system and breast disord
lation di Common
ejaculation and ejaculation failure
Priapism Very rare
General and
Fatigue Uncommon
Peripheral oedema Uncommon
Asthenia Uncommon

SPECIAL POPULATIONS:
Oider people: In the clinical gy and bi studies, the age of the subjects varied between 19 and 79 years. After
ifenacin / Tamsulosi inistration, the highest mean exposure values were found in elderly subjects, although there was an almost
il i L subjects.
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Solifenacin: The AUC and Cmax of solifenacin in patients with mild or moderate renal impairment were not significantly different from that
lcu'\d in healthy nlumen In patients wnhsevefe luul impairment (creatinine clearance < 30 mL/min), exposure to snilenaun was
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of severe (< 30 mL/min/1.73 m?) renal impairment and 6 healthy subjects (CrCl > 90 mL/min/1.73 m?). Muha:hangammmlphﬂm
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i i ini: ith inhibif CYP3A4, such ritonavir, y
increased exposure to both soli in and i in / T used with caution with strong
CYP3A4inhibitors.

Solifenacin / Tamsulosin should nol be given logether with strong CYP3A4 inhibitors in patients who are also CYP2D6 poor metaboliser
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trong CYP2D6 inhi i a/day) i and AUC
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The effect of enzyme i ion on the inetics of solif in and in has not been studied. Since solifenacin and

tamsulosin are metabolised by CYP3A4, pharmacokinetic interactions are possible with CYP3A4 inducers (e.g., nifampicin) which may
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cisapride.
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