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FLOTRAL

(Alfuzosin Hydrochloride Modified Release Tablets)

COMPOSITION

FLOTRAL

Each Modified Release Tablet conlains:
Alfuzasin Hydrochloride Ph.Eur. ............10mg

DESCRIPTION

FLOTRAL TABLETS contain alfuzosin hydrochloride, which s a seieclive antagonist of post-synaplic alpha-adrenorecepiors, which are located in the prostate,

biadder base, bladder neck, prostatic capsule, and prostatic urethra. Alfuzosin hydrachloride is designated as {RS)--(3-[(4-amino-5, 7-cimethoxyguinazolin-
i 2 ide hydrochioride. The empirical formula of alfuzosin hydrochloride is C19H28CINS04 and its molecular

weightis 425.9,
NH,
i n e,
CHy H
B STRUCTURAL FORMULA
PHARMACOLOGY

*  Mechanism of action

The symploms associated with benign prostatic hyperplasia (BPH ) such as urinary frequency, nocturia, weak siream, hesitancy and incomplete emptying are
related to two components, anatomical (static) and functional (dynamic). The static component is relaled to the prostate size. Prostate size alone does not
correlate with symptom severity. The dynamic component is a function of the smooth muscle one in the prostate andits capsule, the bladder neck, and the bladder
base as well as the prostatic urethra. The smoath muscle tone is reguiated by alpha-adrenergic receptors. Alfuzosin Hydrochloride is a seleciive antagonist of
post-synaptic alpha1-adrenoreceptors, which are located in the prostate, biadder base, bladder neck, prostatic capsule, and prostatic urethra, Blockade of these
adrenoreceptors can cause smooth muscle in the bladder neck a.d prostate to relax, resulfing in an improvement in uring fiow and a reduction in sympioms of
BPH.

= Pharmacokinetics
The ph ics of alfuzosin hyd: ide healthy maie volunteers alter single and/or multiple administration with daily doses
ranging from 7.5 mg to 30 mg, and in patients with BPH at doses fram 7.5mg to 15 mg. %

The absolute bioavailability of alfuzosin hydrochloride 10 mg tablats under fed conditions is 49%. Following multiple dosing of 10 mg alfuzosin hydrochicride
tablets under fed conditions, the time to maximum concentration is B hours. Cmax anc AUCO-24 are 13.6 (SD = 5.6) ng/Mi and 194 {SD = 75) ng.vmL,

pectively. Aliuzosir i ibits linear kinetics following single and muliple dosing up 1o 30 mg. Steady

by with the second dose of alfuzosin hydrochloride 10 mg tablets administration. Steady-state alfuzosin plasma concentrations are 1.2- to 1.6-old higher than
those observed after a single administration.

The extentof absorption is 50% lower under fasting conditions. Therzfore alfuzosin by

The volume of distribution following i istration in healthy male m;ddIngﬂ volunteers was 3.2 L/kg. Results of in vitro studies indicate that
alfuzosin is moderately bound to human plasma proteins (82% to 90%), with linear binding over a wide concentration range (505,000 ng/mL).

Aliuzosin extensive metabolism by the liver, with only 11% of the administered dose excreied in the urine. Alfuzosini ized by three
metabolic pathways: oxidation, O-demethylation, and N-dealkyfation. ars not phar jcally active. CYP3A4 is the principal hepatic enzyme
isoforminvolvad its metabalism.

Following oral administration of 14C-labeled alfuzosin solution, the recovery of radioactivity after 7 days asa 1ge of the i
was 63% in feces and 24% in urine. Following oral i of alfuzosi hiorids 1 L elimi half-fifeis 10 hours.

ed dose)

9 , the app:

; 3 e 7
Geralrics: In apharmacokinetic assessment during phase 3 clinical Studies in patients with BPH, there was no relaionship b peak plasma i
of alfuzosin and age. However, trough levels were positively correlated with age. Th lions in subject's =75 years of ag i 35% oreater
thaninthose below 65 years of age.

Renal i The inetic p of alfuzosin 10 mg tablets in subjects with normal renal function (CLCR> 80 mL/min), mild impairment (CLCR 60
f0 80 mL/min), moderate impairment (CLGR 30 to 59 mL/min), and severe impairment (CLCR <30 mL/min) parad. These were

by the Cockerofi-Gault formula. Relative to subjects with normal renal function, the mean Cmax and AUC values were increased by approximately 50% in patients
with mild, moderate, or severe renal impairment.

Hepatic Insufficiency: In patients with moderate or severe hepatic Insufficiency (Child-Pugh categories B and C), the plasma apparent clearance (CL/F) was
reduced to approximately one-third to one-fourth that abserved in healthy subjects. Tnis reduction in clearance results in three to four-fold higher plasma
concentrations of alfuzosin in these patients compared to heanr!y subjects. Therefore, zifuzosin is contraindicated in patients with moderate to severe hepatic

The pl if alfuzosin has not b y
INDICATIONS ** i
FLOTRAL (Alfuzosin hydrochloride prolonged release) Tablels is indicated for the treatment of the signs ms of benign prostatic ia (BPH).

FLOTRAL Tablet is notindicated for the treatment of hypertansion

DOSAGE AND ADMINISTRATION™*
FLOTRAL Tablets should be swallowed whale.
The recommended doseis one FLOTRAL 10 mg Tablet o be taken once daly after a meal.

PRECAUTIONS'?

= General

Prostatic Carcinoma: Carcinoma of the prostate and BPH cause many of the same symptoms. These two diseases frequently coexist. Therefore, patients thought
to have BPH should b ined prior to starting iy with alfuzosin to rule out the presence of carcinoma ofthe prostate.

Drug-Drug Interactions: The pharmacokinetic and pharmacodynamic interactions between alfuzasin and ofher alpha-blockers have not besn determined.
Howaver, ineracti yb , and i NOT be usedi ination with other

Coronary Insufficiency: If symptoms of angina pactoris should newly appear orworsen, alfuzosin should be discontinued.

Hepalic Insufficiency: Alfuzosin should nat be given to patients with moderate or severe hepatic insufficiency. The pharmacokinetics of alfuzosin has not been
studied in patients with mild hepatic insufficiency.

fRenal Insufficiency: Systemic exposure was ii by i ly 50% in phar inetic studies of patients with mild, moderate, and severe renal
insufficiency phase 3 studies, the safety profile of patients with mild or moderate renal impairment was similar to the patients with normal renal function in those
studies. Safety data are available in only a limited number of patients with creatinine clearance below 30 mL/min; therefore, caution should be exercised when
alfuzosinis administeredin patients with severe renal insuificiency.

Patients with Congenital or Acquired QT Prolongation: Ina study of QT effect in 45 healtny males the QT effect appeared less with alfuzosin 10 mg than with 40 mg,
i in atits ap i This . h

and the effect of alfuzosin 40 mg did not appear as large as that of the active control L vation should b
clinical decisionstop Ilfuzosin for pafients with a istory of QT ion or pati o are takr ications known to prolong QT,
there has been no signal of Torsades de Pointe in the extensive post ] i ith alfuzosin, There are no known PK/PD studies of the effects of other

alpha-blockers on cardiac repolarization.

= Coniraindications

FLOTRAL (Alfuzosin hydrochioride prolonged release) Tablets should not be used in patients with moderate or severe hepatic insufficiency, (Childs-Pugh
iesB and C) since alfuzosin blood levels are i

FLOTRAL should not be co-administered with potent CYP3A4 inhibitors such as ketcconazole, itraconazole, and ritonavir, since alfuzosin blood levels are

increased,

FLOTRAL s contraindicated in patients known to be hypersensitive o alfuzosin hydrochloride or any component of alfuzosin tablets.

*  Pediatric Use
FLOTRAL is notindicated for use in children.

= (Geriatric Use
Of the total number of subjects in clinical studies of aliuzosin, 48% were 65 years of age and aver, whareas 11% were 75 and over. No overall differences in safely
oreffecliveness were observed between these subjects and younger subjects.

+ Carci Mut i irment ol Fartility
There was no evidence of a drug-relatedincrease in the incidence of tumors in mice following dietary administration of 100mgykg/day alfuzosin for 98 weeks (13
and 15 times the level of exposure o h by AUC drug) in females and mal ively. The highest dose tested in female mice may not

have constituted amaximally tolerated dose.

Likewise, there was no evidence of a drug-relatad increase in the incidence of tumors in rals following dietary administration of 100mg/kg/day alfuzosin far 104
weeks (53and 37 times te level of exposure to humans based on AUC of unbound drug) in females and males, respectively.

Alfuzosin showed no evidence of mutagenic effect in the Ames and mouse lymphoma assays, and was free of any clastogenic effects in the Chinese hamster
ovary cell and in vivo mouse micronuicleus assays. Alfuzosin treatment did notinduce DNA repait ina human cellfine.

There was no evi i rep i W viere given alfuzosin at daily oral {gavage) doses of up to 250 ma/kg/day for 26 weeks, which £3
1o levels of imes that in humans. No impairment of fertility was observed following oral (gavage) adminisiration to male €
7ats atdoses of up to 125 mg/kg/day for 70 days. Estrous cycling wasinhibited in rals anc dogs at doses of 25 mg/kg and 20 mg/kg, ively

cor
levels of systemic exposure {based on AUC of unbound drug) 12- and 18-foid higher, respactively, than in humans, although this did nat result inimpaired fertility in
rats




*  Pregnancy

Teratogenic Effects, Pregnancy and Lactation. Miuzosin is not indicated for use in women. There was no evidence of teratogenicity or embryotoxicity in rats at
maternal (oral gavage) doses up to 250 mo/ka/day, corresponding Lo systemic exposure levels 1,200-fold higher than in humans. In rabbits, up o the dose of 100
: i ) ai Ty (v i o

ity was seen.

w

unbound drug) 12 times higher than human exposure levels, but there were no difficulties with parturition

b Lactation
Alluzosins not indicated for use in wom

= DrugInteractions
Metabolic inieractions

en.

CYP3A4 isthe principal hepatic enzyme isoform involved in the metabolism of alfuzosin.

Fatent CYP3A4 inhibitors

P R LAY { y Y 1y Sui s Y gel el
3 Gestation was slightly prolongad in rals with a maternal dose >5 ma/kg/day {oral gavage), which corresponds to systemic exposure levels (based an AUG of

Repeated administration of 400 mg of ketoconazole, a potentinhibitor of CYP3A4, increased alfuzosin Cmax 2.3-fald and AUClast 3.2-fold following a single 10

mg dose of alfuzosin. Therefore, alfuzosin should not be co-administered with

firaconazole, or ritonavir).

Moderate GYP3A4 inkibifors

notent inhibitors of CYP3A4 because exposure is increased, {e.0., ketoconazole,

Diltiazern: Repeated co-administration of 240 mg/day of dilliazem, a moderately potent inhibitor of CYP3A4, with 7.5 mg/day (2.5 mg three limes daily) alfuzosin
(equivalentio the exposure with alfuzosin 10ma) increased the Cmax and AUC0-24 of alfuzosin 1.5-and 1 3-fold, respectively. Alfuzosin increased the Cmax and

AUCO-12 of ditiazem 1.4- fold. Although

has

if alfuzosin

same patients.

Inhuman liver microsomes, at concenlrations that are achieved at the therapeutic ';!use. alfuzosin 4id not inhibit GYP1A2, 2A6, 2
i In primary cult ifuzosin didnot induce CYP1A, 2AB or 3Ad ispenzymes.
Other interactions

no changes in blood pressure were observed in this study, diltiazem is an antihypertensive medication and the

9, 2C19, 206 or 3A4

Warlarin: Multiple dose adminisiration of an immediate release tablet formulation of alfuzosin 5 mag twice daily for six days fo six healthy male volunteers did not
affect the pharmacological response lo a single 25 mg oral dose of warfarin.

Digoxin: Repeated co-administration of alfuzosin 10 mg and digoxin 0.25 mg/day for 7 d

did sigady-state

Cimelidine: Repeated admini f 1 g/day cimetidi increased both alfuzosin Cmax and AUG vaiues by 20%.

Arenalol: Single administration of 100 mg atenolol with a siag
increased atfuzosin Cmax and AUC values by 28% and 21%, respectivel

study, the combination of alfuzosin with

atenolol caused significant I d in mean heart rate.

drug.

le dose of 2.5 myg of an immediate release alfuzosin tablet in eight healthy young male volunteers
ly. Alfuzosin increased atenolol Cmax and AUG values by 26% and 14%, respectively. In this

in400 mg),

Hy i Single lion oi 25 mg hydroch i did not modify the p of alfuzosin. There was no evidence of
Eleclrophysiology
The effect of 10 mg and 40 mg alfuzosin on QT interval was evaluated in 2 i laced

crossover single dose study in 45 healthy white male subjects aged 19 to 45 yea'rs, The QT interval was measured at the time of peak alfuzosin plasma
concentrations. The 40 mg dose of alfuzosin was chosen because this dose achieves higher blood levels than those achieved with the coadministration of
alfuzosin and ketoconazole 400 mg. The mean change of heart rate associated with 2 10 mg dose of alfuzosin in this study was 5.

beats/minutz with 40 mq alfuzosin. The change in heart rate with moxifloxacin was 2.8 beats/minute, Mean QT and QT (95%C1)

2 beats/minute and 5.

‘Tmax (relative to placebo) wilh different methodologies to correct for effect of heart rate. The 0T efiect appeared greater for 40 mg comp:

The effect of the highest alfuzosin dose (four times the therapeu

ared to 10 mg alfuzosin.

tic dose) studied did not appear as large as that of the active control moxiﬂnxag:in atits therapeutic

dose. This study, however, was not designed o make direct p ugs or the dose levels. There has b

Pe

*  Adverse Reaclions

ithalfuzosin.

ignal of Torsades de

The incidence of treatment-emergent adverse events has been ascertained from 3 placebo controlled clinical trials involving 1,608 men in which daily doses of 10
and 15 mg alfuzosin werz evaluated. In these 3 trials, 473 men received alfuzosin hydrochioride 10 mg extended release tablets. n these studies, 4% of patients

taking alfuzosin hydrochloride extended release 10 mg tablets withdrew from the study due to adverse events, compared with 3% in the placebe group. Following
o events ted in 2% of pa il i
Table. Treatment Emergent Adverse Events reported in 2% of Patienls receiving Alfuzosin hydrochloride

AdverseBvent | Placebo (n=67) | _Alfuzosin (n=473
Dizziness _ g 19(2,8%) [ 27(5.7%)

| Upper respiratory tract infection 4 (0.6%) 14{3.0%)
Headache 12(1.8%) 14(3.0%)
Faligue | 12(1.8%) 13(2.7%)

The 1oilqwing adverse events, reported by between 1% and 2% of palients receiving alfuzosin and occurring more frequently than with placebo, are listed

'y Oy D0gy Dy
Body as awhoie: pain

e

i y within body system:

system:
Reproductive systen. impolence

Respuatary system: bronchitis, sinusiti

1S, and pharyngitis

The following adverse events h 150 been reportedin post experience: rash, tachycardia, chest pain, and priapism,
Signs and Symptoms of Orthostasis in Clinical Studies: The adverse events related o orthastasis that occurred in the double-bli
10'mg are given intable below. Approximately 20% to 30% of patients inth lies were i tensive
Tabie. Number (%) of Patienis with Possibly A i with Orth is in
a 3-Month Placebo-Conlrolled Clinical Studies
[Symptoms Placebo (n=678} | _Alfuzosin (n=473]
Dizziness 19(2.8%) 27{5.7%)
Hypotension or postural hypotension 1] 2{0.4%)
Syncope 0 140.2%)
Multiple testing for blood pressure changes or orthostatic ion was condt in the thi siudies at each

56, and 84). Patients wilh a decrease in
These lests were considerad positive f

baseline, and/or (2) supine diastolic blood pressure was <50 mmHg,

orthostatic hypotension if there was a

3 studies with alfuzosin

clinic visit (Days 14, 28,

systolic bload pressure of >20 mmHg after 2 minutes standing following being suping were excluded from the three trials,
or blood pressure decrease if (1) supine systolic blood pressure was <90 mmHg, with a decrease =20mm Hg versus

mamalsmHgmMM.mhﬁsmcmmm

decrease in systolic blood pressure of =20 mmHg upon standing from the supine position during the orthostatic tests.

19 o these

patients. Decreased diaslolic biood pressure was observed in 3 (0.4%) of the placebo patients and in 4 (0.9%) of the alfuzosin 10

orthostatic testwas seen in52 (7.7%) of

Na vital sign measurements were oblained following first dose ad

fplacebo patients andin 31 (6.6%) of the alfuzosin 10 mg patients.

patients showed a positive test for systolic, diastolic or orthostatic bicod pressure change.

OVERDOSAGE'?
Should overdose of alfuzosin hydroch

systalic biood pressure was observed in none of the 674 placebo patients and 1 (0.2%) of the 469 alfuzosin 10 mg

mg patients. A positive

ministration in the phase 3 sludies, except for a subset of patients in study 1 who had blood

pressura measurements 12 to 16 hours afler the lirst dose to assess liie potentiai 10 produce orthoslatic hypotension. None of these 35 alfuzosin 10 mg treated

of

blood pressure and normalization of heart rate may be accompfished by lmepinn. the patient in the supine posilion. If this measure is inadequate, then the

administration of intravenous fluids sh

! ) lead to ion, support of the system is of first i

ould be considered. If necessary, vasopressors should then be used, and the renal function s|

supported as needed. Alfuzosin is 82% to 80% protein-bound; therefore, dialysis may not be of bensfit.

STORAGE : Store al led room

(15-25°C),

KEEP ALL MEDICINES OUT OF REACH OF CHILDREN

SUPPLY :Blister of 10's.
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