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2 Clinical Geriatrics ™

Powerful BPH symptom relief
regardless of age or prostate size

Benign prostatic hyperplasia (BPH) is one of the most co
mon health conditions among older men. According to t
National Institutes of Health, BPH affects more than 50% of m

Figure 1

over age 60 and as many as 90% of men ovet age 70. Symptoms improved regardless of prostate size®
BPH is not a life-threatening condition, so treatment ofte
focuses on controlling symptoms. Symptoms can be either irrit <30 mL 30-40 mL >40 mL

(eg, frequency, nocturia) or obstructive (eg, weak stream, strair
Symptom severity is subjective, being based on the pat
reported experience. However, the International Prostate Symy
Score* (IPSS) can be a useful evaluative tool since it provi
means to measure symptoms on a scale from 1 to 35. A score (
7 is classified as mild symptoms, 8 to 19 signifies moderate g
toms, and a score from 20 to 35 signifies severe symptoms.
As for managing symptoms, alpha-blockers have been a1
stay of BPH therapy for many years. UROXATRAL" (alfuzos
HCI) is an alpha-blocker with proven experience since 20
UROXATRAL works by relaxing the muscles of the prostate a
bladder neck to relieve BPH symptoms regardless of age or
prostate siZe. When treating older patients, such as men with BPH
With the BPH population covering a wide range of ages, theasodilatory safety is an important concern. UROXATRAL i
fact that UROXATRAL delivers powerful relief regardless of ageoven to have a good safety profile. In the 3 pivotal, 3-mont
is a great asset for physicians. In a randomized, double-blipldcebo-controlled studies of UROXATRAL vs placebo, there wa
placebo-controlled clinical trial of BPH patients aged 51 to 86w incidence of vasodilatory adverse events: dizziness (5.7¢
years (mean age, 65 years), 81% of patients experienced sympi®¥); hypotension/postural hypotension (0.4% vs 0%); a
relief, which was defined as an improvement of !3 points in IPS&ncope (0.2% vs 0%). Also, in a 2-year, open-label trial, the incid
after 3 monthsH=.002 vs placeb8). of vasodilatory adverse events (dizziness, hypotension/post
In this same trial, UROXATRAL was effective in improvinghypotension, and syncope) with UROXATRAL was comparab
both irritative and obstructive symptoms, by 2.6 points and 3fr men whether they were younger or older than 65 yea
points, respectively, after 3 monisE5 vs placebt). (<65, 3.1%; 165, 5.29P=NS)*
Prostate size can also vary greatly among patients with BPHOIder men often have concomitant medical conditions alon
In a pooled analysis of the 3 pivotal randomized, double-blinside BPH, such as hypertension, ischemic heart disease, anc
placebo-controlled trials, UROXATRAL was shown to delivebetes. UROXATRAL has been proven safe even in men wi
powerful relief regardless of prostate size. In this trial, patieth®se comorbidities. In a 6-month, open-label trial, there was
were stratified by prostate size into 1 of 3 groups (<30 mL, 30-4atistically significant difference in the incidence of vasodilatc
mL, and >40 mL). UROXATRAL demonstrated a consistentadverse events* among patients with hypertension, ischemic h
symptom improvement in all 3 groups (see Figure 1). disease, and diabetes vs copatints (see Figure'?).

Mean improvement in IPSS* at 3 months

2 Nordling: Results of a randomized, double-blind, placebo-controlled, 3-month sttitdytung et al: Results based on a 6-month, open-label study examining the imp
evaluating the efficacy and safety of UROXATRAL 10 mg or alfuzosin 15 mg orage, cardiovascular comorbidity, and comedication on the tolerability and effic:
daily vs placebo and tamsulosin 0.4 mg once daily vs placebo in 625 men WROXATRAL in men with LUTS suggestive of BPH. The mean symptom score
symptomatic BPH. The mean symptom score at baseline for patients receibasgline for patients receiving UROXATRAL was 17.3.

UROXATRAL was 18.0.

® Roehrborn et al: Results based on a pooled analysis of 3 parallel, randorhiatsinational Prostate Symptom Score (IPSS) = AUA Symptom Score.
double-blind, placebo-controlled, 3-month studies that assessed the efficacyDazihess/postural dizziness, hypotension/postural hypotension, headache, n
safety of UROXATRAL in 473 patients with lower urinary tract symptoms (LUTS)and syncope.
associated with BPH. The mean symptom score at baseline for patients receiving
UROXATRAL was 18.7.

¢ Elhilali et al: Results based on a 2-year, open-label study examining the efficacy and
safety of UROXATRAL in 839 European men with LUTS suggestive of BPH. The

mean symptom score at baseline for patients receiving UROXATRAL was 15.5. P|ease see accompanying full prescribing information.
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blockers, there is a potential for syncope. Patients should be warned

This same trial also stratified men according to concomitanf the possible occurrence of such events and should avoid situations
medications. UROXATRAL (alfzosin HCI) was well toleratedwhere injury could result should syncope occur. There may be an
regardless of medication as the incidence of vasodilatory adviarseased risk of hypotension/postural hypotension and syncope
events was comparable among men who took antihypertensiven taking UROXATRAL concomitantly with antihypertensive
medication and control subjects who did not (see Figlire@).  medication or nitrates.
most common adverse events were dizziness/postural dizzine&$ROXATRAL should be used with caution in patients with
severe renal insufficiency (Cr Cl <30 mL/min). Caution should
be exercised when prescribing to patients with a known history of
QT prolongation or to patients who are taking medication
known to prolong QT.

Patients should be assessed to rule out prostate cancer prior to

Figure 2

beginning treatment with UROXATRAL.
Patients (%) with vasodilatory adverse events* The most common side effects are dizziness, upper respiratory
by comorbidity and comedication tract infection, headache, and fatigue.
Comorbidities Comedications f
2 P=NS vs control P=NS vs control R e e re n CeS
% 10 5.4% 59% 6.4% 519 74%  55% 6.7% 15% 5oy
= ot B W T TT T T
Hypertension Ischemic  Diabetes Diuretics ~ Beta- ACE' Angiotensin Calcium- 1 Natlor.]al Kldney and Ur0|oglc Dlsea.ses |nf0rmat|0n
heart blookers. - infibitors infibitrs - charnel Clearinghouse. Prostate enlargement: benign prostatic hyper-
plasia. Available at: http:/kidney.niddk.nih.gov/kudiseases/
pubs/prostateenlargement/index.htm. Accessed May 18, 2009.
(4.8%), headache (2.4%), and asthenia/fatigue’(1.7%). 2. Rosenberg MT, Staskin DR, Kaplan SA, MacDiarmid SA,

In addition to having a low incidence of vasodilatory adverse Newman DK, Ohl DA. A practical guide to the evaluation and
events, UROXATRAL is also well tolerated with regard to sexu- treatment of male lower urinary tract symptoms in the primary
al side effects. In the pooled analysis of the 3 pivotal, placebo-coreare setting.Int J Clin Pract. 2007;61:1535-1546.
trolled trials, patients taking UROXATRAL fared similarly to
patients receiving placebo in the incidence of erectile dysfuncioiroxatral” (alfuzosin HCI extended-release tablets) package
(1.5% vs 0.6%) and ejaculatory dysfunction (0.6%%s 0%). insert. Bridgewater, NJ: sanofi-aventis US LLC; 2008.

UROXATRAL is dosed once daily and does not require titra-
tion. However, it is important to remind patients to take UROX-4. Nordling J. Efficacy and safety of two doses (10 and 15 mg) of
ATRAL immediately after the same meal each day. alfuzosin or tamsulosin (0.4 mg) once daily for treating symp-

UROXATRAL has much to offer: powerful relief regardless tomatic benign prostatic hyperplasia. B/U Int. 2005;95:1006-
of age or prostate size, a proven safety profile, and simple oncae12.
daily dosing.

5. Roehrborn CG, van Kerrebroeck P, Nordling J. Safety and effica-

UROXATRAL is indicated for the treatment of the signs cy of alfuzosin 10 mg once-daily in the treatment of lower uri-
and symptoms of benign prostatic hyperplasia. nary tract symptoms and clinical benign prostatic hyperplasia:

a pooled analysis of three double-blind, placebo-controlled

UROXATRAL is not indicated for the treatment of hyper- studies. BJU Int. 2003;92:257-261.
tension.

6. Elhilali M, Emberton M, Matzkin H, et al, for the ALF-ONE
IMPORTANT SAFETY INFORMATION Study Group. Long-term efficacy and safety of alfuzosin

UROXATRAL is contraindicated in patients with moderate or 10 mg once daily: a 2-year experience in Oreal-lifeQ practijél
severe hepatic insufficiency (Childs-Pugh categories B and C) antht. 2006;97:513-519.
therefore should not be used in these patients. UROXATRAL
should not be administered with potent CYP3A4 inhibitors and. Hartung R, Matzkin H, Alcaraz A, et al, for the ALF-ONE Study
therefore should not be used in combination with drugs such asGroup. Age, comorbidity and hypertensive co-medication do
ketoconazole, itraconazole, or ritonavir. Postural hypotension withnot affect cardiovascular tolerability of 10 mg alfuzosin once
or without symptoms (eg, dizziness) may develop within a few hourslaily. J Urol. 2006;175:624-628.

foIIowmg administration of UROXATRAL. As with all alpha- * Dizziness/postural dizziness, hypotension/postural hypotension, headache, malaise,

and syncope.
No hypertension, ischemic heart disease, diabetes, or antihypertensive medication.
# Angiotensin-converting enzyme.
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U ROXATRAL impairment (Clz 60 to 80 mL/min), moderate impairment ¢gI130 to  Qinical Studies
59 mL/min), andevere impairment (g4<30 mL/min)verecompared. These Three randomizeglacebo-controlled, double-blind, parallel-arm, 12-week
(alfuzosinHCI extended-release tablets) clearances were calculated by the Cockcroft-Gault formula. Relstibjeéts — studies were conducted with the 10 mg daily dose of alfuzosin. In these three

with normal renal function, theean G, and AUC values were increased bgtudies,1,608 patients [mean age 64.2 years, range 49-92 years; Caucasian
approximately 50% in patients with mild, moderate, or severe renal impg6.1%), Black (1.6%), Asian (1.1%), Other (1.2%) were randomized and
DESCRIPTION ment.(See PRECAUTIONRnal Insufficiency). 473 patients received UROXATRAL 10 mg daily. Table 1 provigssitise
Each UROXRPAL (alfuzosin HCI extended-reletadiets) tabletontains  Patients with Hepatic Insufficiency: In patients with moderate or seweféhe three studies that evaluated the 10 mg dose.
10 mg alfuzosin hydrochloride as the activgredient. Alfuzosihydro- hepaticinsufficiency (Child-Pugh categoriearl C), the plasma apparentThere weretwo primary efficacy variables in these three studies. The
chloride is a white to off-white crystalline powder that melts 8learancgCL/F) was reduced to approximatetg-third to one-fourth that International Prostate Symptom Score (IPSS, or AUA Symptom Score) con-
approximately 240iC. It is freely soluble in water, sparingly solubleoiRerved irhealthy subjects. This reduction in clearance resuttwée sists of seven questions that assess the severity of both irritative (frequency,
alcoholand practically insoluble in dichloromethane. to four-fold higherplasma concentrations of alfuzosin in these patienisgency, nocturia) and obstructive (incomplete emptying, stopping and start-
Alfuzosin hydrochloride is (R,S)-N-[3-[(4-amino-6,7-dimethoxy-2-quil pared to healthy subjects. Therefore, URRXATs contraindicated ing,weak stream, and pushing or straining) symptoms, with possible scores
zolinyl) methylamino] propytétrahydro-2-furancarboxamide hydrochloriden patients with moderate to severe hepatic impairmentGS8E RAINDI- ranging from 0 t@5. The second efficacy variable was peak uritoary
The empiricalformula of alfuzositydrochloride is GH,NsO¥HCI. The CATIONS The pharmacokinetics of UROXATRAL have not been studited The peak flow rate was measured just prior to the next dose in study 2
molecular weight of alfuzodigdrochloride is 425.9. in patients with mild hepatic insufficiency. (See PRECAUTIONS, Hepadion average at 16 hours post-dosing in studési13.
Its structural formula is: Insufficiency). There was a statistically significant reduction from baseline to last assessment
Drug-Drug Interactions (Week 12) in the IPSS versus placebo in all three studies, indicating a reduc-
tionin symptom severity éble 2and Figures 2, 3, and 4).

NH, Metabolic interactions
CYP3A4 ighe principal hepatic enzyiseform involved in the metabolismTaple 2 {l Mean Change (SD) from Baseline to week 12 in International
CH,0 NN o) * HCI of alfuzosin. Prostate Symptom Score in Three Randomized, Controlled, Double Blind
B Repested adminiitaion of 400 mg of inhibitor 20t
P> epeated administration o mg of ketocor 1t inhibitor
CH;0 N NN o of CYP3A4, increased alfuzosip,C2.3-fold and AUG, 3.2-fold Study 1 Study 2 Study 3
| H following a single 1éng dose of alfuzosiTherefore, UROXRAL should UROXATRAL UROXATRAL UROXATRAL
CH, not be co-administered with potent inhibitors of CYP3A4 becalse Placeboj  10mg | Placeb 10mg| Placgbo 10 m:
exposure isncreased, (e.g., ketoconazateaconazole, or ritonavir). (See{Symptom Score (n=167) (n=170) (n=182) (n=13f) (n=150) (n=1p1)
Thetablet alsocontains the following inactive ingredientsloidal silicon CONTRAINDICATIQNS Total symptom
dioxide (NF), ethylcellulose (NF), hydrogenated castor oil (NF), hydwoderate CYP3A4 inhibitors score
propyl methylicellulose (USP), magnesium stearate (NF), mannitol (UBMjazemRepeated co-administration of 240 mg/day of diltiazem, a moder-Baseline 182 | 18.2(6.3)| 17.7 17339 17 18.0 (5.4)
microcrystalline cellulogdlF), povidone (USP), and yelfewic oxide (NF). ately-potentnhibitor of CYP3A4yith 7.5 mg/day (2.5 mg three times daily, (6.4) 4.2) (5.0
CLINICAL PHARMACOLOGY alfuzosin (equivalent to the exposure with URQXATRAL) |n_creaseqxthe C Changé* -1.6 | -3.6(4.8) -4.9 -6.9 (4.9 46 -6.5(5.9)
The symptoms associatedth benign prostatic hyperplasia (BPH) such d ::fﬁ? f al%fzgiigié?r’] ?"f_%%’fﬂﬁﬁzs’): ﬁg‘ﬁ‘grﬁlgzﬁfﬁ Aggre?eseg rhee 58) 9) 8)
urinary frequencyjocturia, weaktream, hesitancy and incompletepty- ax 61z g - g ges Pressyre p-vaiue 0.001 0.002 0.007

: were observed in this study, diltiazem is an antihypertensive
ing arerelated to two componentsnatomical(static) and functional ombination of UROXATRAL and antihypertensive medications had giiference between baseline value and last value

(dynamic). The static component is related to the prostate size. Prostat %ﬁé%nal to cause hypotension in some patients. (BRBNINGS

alonedoes not correlate with symptom severity. @yramic component is . y " 0B — - =
a function of the smooth muscle tone in the prostate and its capsule‘{ﬂ'é:;n;i?ich\éigermg(fﬂi%ﬁ'"?T'?ﬁﬁzag?(”;lx‘za‘ 2”}12 Zg‘éevfglgl gr:‘ 4 [ - PLACERO (i-ter) 8 UROXATRAL (170
bladder neck, and the bladder basevai as theprostatic urethra. The pe! . : g N i S T
- . .~ or 3A4 isoenzymes. frimary culture ohuman hepatocytes, alfuzosin did
smooth muscle tone igulated by alpha-adrenergiceptors. Alfuzosin ot induce CYPLA. 2A6 or 3A4 isoenzymes 2 a
eThii\lzsel?cﬁivigﬂfor alppadrenergic receplorsr\]n the |(I)Wel' L'J]ringlr):jgac ther interactions ymes. 8,
Blockade of thesarenoreceptors can causmooth muscle in the bladder rérin:Multipledose administration of ammediate release tablet formu- ‘:‘ 2
pee(jc:;?‘;jnr;;o:}lli;\rt]emg)mrzl%xﬁzesulnng in an improvement in urine flow an ation of alfuzosin 5 migvice da_ily for six days to six healthy male voluntee % * d
UROXATRAL ‘(alfuzusm HCI extended-rglease) is a se_lectlve antag%gag?i(néﬁea theharmacological response siagle 25 mg oral dose of N
of post-synaptic alphadrenoreceptors, which are locatedtie prostate, - pjgoxinRepeated co-administration of UROXATRAL 10 mg tablets and dig °
bladderbase, bladder neck, prostatic capsate] prostatic urethra. 0.25 mg/day for 7 days did not influence the steady-state pharmacokinetic 7
Pharmacokinetics either drug.
Thepharmacokinetics of UROX®L havéveen evaluated in adult healthyCimetidii d admini; ion of 1 g/day cimetidine increased b N N 2 o 5
male volunteerafter singleand/or multiple@dministratiorwith daily doses alfuzosin ¢, andAUC values by 20%.
ranging from 7.5 mg to 30 mg, and in patients with BPH at @iases Atenolol-Single administration df00 mg atenolol with a single dose of ARSI
7.5mg to 15 mg. 2.5 mg of an immediate release alfuztaitet in eight healthy young male N )
Absorption: The absolute bioavailability of UROXATRAL 10 mg tablets wotietteers increased alfuzosip,Cand AUC values by 28% and 21%, Figure 2 N MeanChange from Baseline
fed conditions i49%. Following multiple dosing of 10 mg UROXATRAdspectively. Alfuzosincreased atenolol,G and AUC values by 26% and in Total Symptom Score, by Visit: Study 1
under fed conditions, the time to maximum concentratiohdsigs. 14%, respectively. In this study, tbembination of alfuzosin wititenolol o
GCrax @nd AUG,, are 13.6 (SD = 5.6) ng/mL and 194 (SD = 75himL, caused significameductions in meablood pressure and in mean heart rate [ & - PLACEBO (N=152) —B— UROXATRAL (N=137)
respectively. UROXATRAL exhibits linear kinetics following single @etWARNINGS -1
multiple dosing up to 30 mg. Steady-stalesma levels are reached withHydrochlorothiazideSingle administration of 25 mg hydrochlorothiazic N
the second dose of UROXATRAL administration. Steady-state alfuztidimot modify the pharmacokinetic parameterslfofzosin. There was ;
plasma concentrations are 1.2- to 1.6-fold higher than those observed afterevidence of pharmacodynamic interaction between alfuzosin £ AL
a single administration. hydrochlorothiazide in theptients in this study. E .
Effect of FoodAs illustrated in Figure 1, the extent of absorption is 50 ectrophysiology E .
!ower gnder fasn_ng conditions. Therefore, UROXATRAL should be t: effect of 10 mg and 40 mg alfuzosin orif@fvalwas evaluated in ..;.,5
immediatelfollowing ameal. (See DOSAGE AND ADMINISDRAT a double-blind, randomized, placebo and active-controlled (moxiflox. |
400 mg), 4-way crossover single dose study in 45 healthy white n
= subjects aged 19 to 45 years. TQ€ interval was measured at the time ¢ 7
14 _e— FED ¢ !
£ - FASTED peak alfuzoslmlasma concentrations. The 40 mg dose of alfuzm " |
212 chosen because this dose achievigher blood levels than those achieve o 2 56 84
< with the co-administration of UROXATRAL and ketoconazole 400
% 10 Table 1summarizes the effect amcorrected QT and mean correcte: mvsgrgfiﬂmsm
£ QT intervalQTc) with different methods of correction (Fridericia, population- Figure 3 K MeanChange from Baseline
3 g specific, and subject-specificorrection methods) at the time of peak \n'lg' tal Symptom S rg by Visit: Study 2
s alfuzosin plasma concentrations. No single one of these correction otalSymptom Score, by Visit: Study
‘_j 6 methodologies i&known to be more valid. The mean change of heart r~*~
£ associateavith a 10mg dose of alfuzosin this study was 5.2 beats/minute [ -PLaceso (=150 —m= UROXATRAL (N=151)
8 and 5.8 beats/minute with 40 mg alfuzo%ime change in heart rate with w2
s 4 moxifloxacin was 2.8 beats/minute. 2, A
B =71 N e
§ 2 Table 1. Mean QT and QTc changes in msec (95% CI) G4 AL
£ from baseline at fax (relative to placebo) with different E 5
0 methodologies to correct for effect of heart rate. =
0 2 4 6 8 10 12 14 16 18 20 22 24 Population- Subject- 7 "
TIME (h) Fridericia specific specific 8
Figure 1 EMean (SEM) Alfuzosin Plasma Concentration-Time Profile Drug/pose oT methad methad methoy ¢ * * BA
after aSingle Administration of UROXRAL 10 mg tablets to Bealthy | Alfuzosin 58 4.9 18 1. DAYS OF TREATMENT
Middle-Aged Male Vlanteers in Fed and Fasted States 10 mg (-10.2,-14) (0.9.8.8) (-1.4, 5.0 (-1.3,5.0) ~
Alfuzosin -4.2 7.7 4.2 4.3 Figure 4 N MeanChange from Baseline
Distribution: The volume distribution following intravenous administration 40 mg (-8.5,0.2) | (1.9, 13.5) (-0.6, 9.0) (-0.5,9.2) in Total Symptom Score, by Visit: Study 3
in healthy malemiddle-aged volunteers was 3.2 L/kg. Resultsnofitro i . . S, .
studies indicate that alfuzosin is moderabelynd to humaplasma proteins Eﬂfgg‘gﬁcm (2_36f1,5) (8.é2i76.8) (7.101.25.0) (7:.l2“i5. ) Pelak urinary flow ra\ll\e; w:sllzncreased sllaususgtynca_mlylfrcm bzas_?lmle
(82% to 90%), with linear binding ovemade concentration range (5 to J d J i tolast 1t (Week 12) versus placebo in studies 1 and 2 (Table 3 and
5,000 ng/mL). * Active control Figures 56, and 7).

Metabolism: AIfu_zpsm undergoes extensive metaboh_sm by the liver, with O"I.Yhe QT effect appeared greater for 40 mg compared to 10 mg alfuzdakle 3 N Mean (SDfrom Baseline in Peak Urine Flow Rate (mL/sec) in
11% of the administered dose excreted unchanged in the urine. Alfuzosif,iSefrors of the highest alfuzosin dose (four times the therapeutic dose) shifée Randomized, Controlled, Double-Blind Studies

metabolized by three metabolic pathways: oxidation, O-demelhylalion.i@&\ id not ay " i i i

ppear as large as that of the aatorerol moxifloxacin at its Study 1 Study 2 Study 3
N-dealkylation. The metabolites are not pharmacologictie. CYP3A4 is therapeutic doseThis study,however, wasiot designed tanake direct UROXATRAL UROXATRAL UROXATRAL
the prn_-u:\pal hepat_lc enzyme |soforrr_1 involved in its _me(abollsm. statisticacomparisons between the drugs or the dose levels. There has been Placebo| ~ 10mg | Placeyo ~ 10mg| Placgbo 10 mg
Excretion and Elimination: Following oral administration‘@fabeled |, signal of Torsade deointes in the extensive post-marketing experience. (n=167)] (n=170) | (n=14]) (n=136) (n=140) (n=13§)
alfuzosin solution, the recovery of radioactivity after 7 days (expressed g5 21 1z osiroutside the UniteStates. Mean Poak flow rats
percentagef the administered dosejas 69% in feces and 24% in urine. A y T d luated the effe f th Baseline 102 (4p) 99(39) 92(20) 94(Lp) 93(26) 95(30)
Following oral administration BROXARAL 10 mg tablets, the apparent separate post-marketinQT study evaluated the effect of the cq- o 0o 02(35)| 17(42)| 143p 23@E6 0930 1533
eliminatiorhalf-life is 10 hours. administration 010 mg alfuzosiwith adrug of similaQT effect size. In this pvalue 0.0004 0.03 022

study,the mearplacebo-subtracted @ increase of alfuzosin @ alone -
Special Populations was 1.9 msec (upperbound 95% Cl, 5.5 ms&w.concomitartdministra- aDifference between baseline value and last value
Elderly: In a pharmacokineéssessment during phase 3 clinical studiesion of the two drugs showeah increase@T effect when comparedth
in patients with BPH, there was no relationship between peak plagifiger drug alone. This QTcF incrgsmsec (UB 95% Cl, 9.4 msec)] was
concentrations of alfuzosin and age. However, trough levels were positiyetynore than additive. Although this study was not designed to make direct
correlated with age. The concentrations in subjeEfsyears of ge were statisticalcomparisons between drugs, the QT increase with both drugs
approximatel@5% greater than in those below 65 years of age. iven together appeared to be lower than the @@afase seen with the
Patients with Renal Impairment: The Pharmacokinetic profiles of UROXAB4ikivecontrol moxifloxacin 400 mg [10.2 msec (UB 95% Cl, 13.8 msec)].
10 mg tablets in subjects with normal renal function.¢€80 mL/min), mild  The clinical impact of these QTc changes is unknown.
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ok - PLACEBO (N=167) _ —B— UROXATRAL (N=170]

Hepatic Insufficiency: UROXATRAL should not be given to patients with

UROXATRAL

moderate or severe hepatic insufficiency. (See CONTRAINDICATIQNEe (alfuzosin hycrochioride extendedrelease tablets) Paﬂg]tolxnk){g;t:?n + are a child under the age of 18 UROXATRAL
25 phiadrr?]aco:ﬂnepcsﬁqf UROX/;TRACLLItm\éeAED;Hb:;r’zn;gjgll_%iey Ea{[en{s w!m v (Alfuzosin hydrochioride « are allergic to UROXATRAL. The active ingredient is alfuzosin ded-release tablets)
A wl ti eqa \cﬁlnsu iciency (See » patients wi The following adverse events, reported by between 1% and 2% of patients extended-release tablets) _hydroc_hlorlqe. See the end of this leaflet for a complete list of
E 2 epatic Insufficiency). _ ) . . g ingredients in UROXATRAL. Howdo | store UROXATRAL?
wi Renal Insufficiency: Systemic exposure was increased by approximately ~ 'eceiving UROXATRAL and occurring more frequently than with placebo, Read the Patient Inf tion that ith UROXATRAL bef
2 50% in pharmacokinetic studies of patients with mild, moderate, and severe & listed alphabetically by body system and by decreasing frequency within eac the Fatient_nformation inat comes wi clore ; Store UROXATRAL between 59°F and 86°F (15°C and 30°C).
g8 renal ingufficiency (See CLINICAL EHARMACOLOGY’ Special Populations),  DOdY systern: you start using it and each time you get a refill. There may be  Before taking UROXATRAL, tell your doctor: Protect from light and moist
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Figure 6 N Mean Change from Baseline
in Peak Urine Flow Rate (mL/s), by Visit: Study 2
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DAYS OF TREATMENT

Figure 7 N Mean Change from Baseline
in Peak Urine Flow Rate (mL/s), by Visit: Study 3
Mean total IPSS decreased at the first scheduled observation at Day 28 and
mean peak flow rate increased starting at the first scheduled observation at
Day 14 in studies 2 and 3 and Day 28 in study 1.

INDICATIONS AND USAGE
UROXATRAL (alfuzosin HCI extended-release tablets) is indicated for
the treatment of the signs and symptoms of benign prostatic hyperplasia.
UROXATRAL is not indicated for the treatment of hypertension.

CONTRAINDICATIONS

UROXATRAL should not be used in patients with moderate or severe
hepatic insufficiency, (Childs-Pugh categories B and C) since alfuzosin
blood levels are increased in these patients. (See CLINICAL PHARMACOLOGY,
Patients with Hepatic Insufficiency subsection.) UROXATRAL should not
be co-administered with potent CYP3A4 inhibitors such as ketoconazole,
itraconazole, and ritonavir, since alfuzosin blood levels are increased. (See
CLINICAL PHARMACOLOGY).

UROXATRAL (alfuzosin HCI extended-release tablets) is contraindicated
in patients known to be hypersensitive to alfuzosin hydrochloride or any
component of UROXATRAL tablets.

WARNINGS

Postural hypotension with or without symptoms (e.g., dizziness) may
develop within a few hours following administration of UROXATRAL
(alfuzosin HCI extended-release tablets). As with other alpha-blockers, there
is a potential for syncope. Patients should be warned of the possible occur-
rence of such events and should avoid situations where injury could result
should syncope occur. There may be an increased risk of hypotension/
postural hypotension and syncope when taking UROXATRAL concomitantly
with anti-hypertensive medication or nitrates. Care should be taken when
UROXATRAL is administered to patients with symptomatic hypotension or
patients who have had a hypotensive response to other medications.

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 be examined prior to starting therapy
with UROXATRAL (alfuzosin HCI extended-release tablets) to rule out the
presence of carcinoma of the prostate.
Intraoperative Floppy Iris Syndrome (IFIS): IFIS has been observed during
cataract surgery in some patients on or previously treated with alpha-1 block-
ers. This variant of small pupil syndrome is characterized by the combination
of a flaccid iris that billows in response to intraoperative irrigation currents,
progressive intraop miosis despite p ive dilation with standard
mydriatic drugs, and potential prolapse of the iris toward the phacoemulsifi-
cation incisions. The patient’s ophthalmologist should be prepared for
possible modifications to their surgical technique, such as the utilization of
iris hooks, iris dilator rings, or viscoelastic substances.
There does not appear to be a benefit of stopping alpha-1 blocker therapy
prior to cataract surgery.
Drug-Drug i The phar inetic and phar ly i
interactions between UROXATRAL and other alpha-blockers have not been
determined. However, interactions may be expected, and UROXATRAL
should NOT be used in with other alpha-bl!
Coronary Insufficiency: If symptoms of angina pectoris should newly appear
or worsen, UROXATRAL should be discontinued.

to postural hypotension, such as dizziness, when beginning UROXATRAL,
and they should be cautioned about driving, operating machinery, or per-
forming hazardous tasks during this period. UROXATRAL should be taken
with food and with the same meal each day.

Patients should be advised not to crush or chew UROXATRAL tablets.

Laboratory Tests

No laboratory test interactions with UROXATRAL tablets are known.
Pediatric Use

UROXATRAL is not indicated for use in children.

Geriatric Use

Of the total number of subjects in clinical studies of UROXATRAL, 48% were
65 years of age and over, whereas 11% were 75 and over. No overall differ-
ences in safety or effectiveness were observed between these subjects and
younger subjects. (See CLINICAL PHARMACOLOGY, Elderly subsection.)
Carcinogenesis, Mutagenesis, and Impairment of Fertility

There was no evidence of a drug-related increase in the incidence of tumors
in mice following dietary administration of 100 mg/kg/day alfuzosin for
98 weeks (13 and 15 times the level of exposure to humans based on AUC of
unbound drug) in females and males, respectively. The highest dose tested
in female mice may not have constituted a maximally tolerated dose.
Likewise, there was no evidence of a drug-related increase in the incidence of
tumors in rats following dietary administration of 100 mg/kg/day alfuzosin for
104 weeks (53 and 37 times the 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 micronucleus assays. Alfuzosin treatment did not induce DNA
repair in a human cell line. There was no evidence of reproductive organ
toxicity when male rats were given alfuzosin at daily oral (gavage) doses of
up to 250 mg/kg/day for 26 weeks, which corresponds to levels of exposure
several hundred times that in humans. No impairment of fertility was
observed following oral (gavage) administration to male rats at doses of up
to 125 mg/kg/day for 70 days. Estrous cycling was inhibited in rats and dogs
at doses of 25 mg/kg and 20 mg/kg, respectively, corresponding to levels of
systemic exposure (based on AUC of unbound drug) 12- and 18-fold higher,
respectively, than in humans, although this did not result in impaired
fertility in rats.

Pregnancy

Teratogenic Effects, Pregnancy and Lactation Category B. UROXATRAL 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 mg/kg/day, corresponding to systemic expo-
sure levels 1,200-fold higher than in humans. In rabbits, up to the dose
of 100 mg/kg/day (approximately 3 times the clinical dose by body surface
area) given orally (via gavage), no evidence of fetal toxicity or teratogenicity
was seen.

Gestation was slightly prolonged in rats with a maternal dose >5 mg/kg/day
(oral gavage), which corresponds to systemic exposure levels (based on
AUC of unbound drug) 12 times higher than human exposure levels, but
there were no difficulties with parturition.

NursingMothers

UROXATRAL is not indicated for use in women.

ADVERSE REACTIONS

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 were evaluated. In these 3 trials, 473 men
received UROXATRAL (alfuzosin HCI 10 mg extended-release tablets). In
these studies, 4% of patients taking UROXATRAL (alfuzosin HCI extended-
release tablets) 10 mg tablets withdrew from the study due to adverse
events, compared with 3% in the placebo group.

Table 4 summarizes the treatment-emergent adverse events that occurred
in 1 2% of patients receiving UROXATRAL, and at an incidence numerically
higher than that of the placebo group.

In general, the adverse events seen in long-term use were similar in type and
frequency to the events described below for the 3-month trials.

Table 4 N Treatment-Emergent Adverse Events Occurrind 2% o

UROXATRAL-Treated Patients and More Frequently than with Placebo in

3-Month Placebo-Controlled Clinical Studies

Adverse Event Placebo

(n=678) (n=473)
Dizziness 19 (2.8%) 27 (5.7%)
Upper respiratory tract infection 4 (0.6%) 14 (3.0%)
Headache 12 (1.8%) 14 (3.0%)
Fatigue 12 (1.8%) 13 (2.7%)

Clinical Geriatrics ™

Hg, with a decrease ! 20 mm Hg versus baseline, and/or (2) supine diastolic
blood pressure was " 50 mm Hg, with a decrease ! 15 mm Hg versus base-
line. The tests were considered positive for orthostatic hypotension if there
was a decrease in systolic blood pressure of ! 20 mm Hg upon standing from
the supine position during the orthostatic tests. According to these defini-
tions, decreased systolic blood pressure was observed in none of the 674
placebo patients and 1 (0.2%) of the 469 UROXATRAL patients. Decreased
diastolic blood pressure was observed in 3 (0.4%) of the placebo patients
and in 4 (0.9%) of the UROXATRAL patients. A positive orthostatic test was
seen in 52 (7.7%) of placebo patients and in 31 (6.6%) of the UROXATRAL
patients.

No vital sign measurements were obtained following first dose administra-
tion in the phase 3 studies, except for a subset of patients in study 1 who
had blood pressure measurements 12 to 16 hours after the first dose to
assess the potential to produce orthostatic hypotension. None of these 35
UROXATRAL treated patients showed a positive test for systolic, diastolic or
orthostatic blood pressure change.

Post-Marketing Adverse Event Reports:

The following adverse reactions have been identified during post approval
use of UROXATRAL. Because these reactions are reported voluntarily from a
population of uncertain size, it is not always possible to reliably estimate
their frequency.

General disorders: edema

Cardiac disorders: tachycardia, chest pain, angina pectoris in patients with
pre-existing coronary artery disease
Gastrointestinal disorders: diarrhea

! iliary disorders: and

cases with jaundice leading to drug discontinuation)
Respiratory system disorders: rhinitis

Reproductive system disorders: priapism

Skin and subcutaneous tissue disorders: rash, pruritis, urticaria, angioedema
Vascular disorders: flushing

During cataract surgery, a variant of small pupil syndrome known as
Intraoperative Floppy Iris Syndrome (IFIS) has been reported in some
patients on or previously treated with alpha-1 blockers (see PRECAUTIONS

OVERDOSAGE

Should overdose of UROXATRAL (alfuzosin HCI extended-release tablets)
lead to support of the i system is of first impor-
tance. Restoration of blood pressure and normalization of heart rate may be
accomplished by keeping the patient in the supine position. If this measure
is i then the inistration of fluids should be
considered. If necessary, vasopressors should then be used, and the renal
function should be monitored and supported as needed. Alfuzosin is 82% to
90% proteinbound; therefore, dialysis may not be of benefit.

DOSAGE AND ADMINISTRATION
The recommended dosage is one 10 mg UROXATRAL (alfuzosin HCI extended-
release tablets) tablet daily to be taken immediately after the same meal each
day. The tablets should not be chewed or crushed.

HOW SUPPLIED
UROXATRAL (alfuzosin HCI extended-release tablets) 10 mg is available as a
round, three-layer tablet: one white layer between two yellow layers,
debossed with X10. UROXATRAL is supplied as follows:

ic liver injury (including

Package NDC Number
Bottles of 30 0024-4200-30
Bottles of 100 0024-4200-10
Hospital Unit Dose (blister packs containing 10 cards of

10 tablets each) 0024-4200-20

Rx only.

Store at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see
USP Controlled Room Temperature].

Protect from light and moisture.
Keep UROXATRAL out of reach of children.
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of benign prostatic hyperplasia (BPH). UROXATRAL may help to
relax the muscles in the prostate and the bladder which may
lessen the symptoms of BPH and improve urine flow.

Before prescribing UROXATRAL, your doctor may examine
your prostate gland and do a blood test called a prostate specific
antigen (PSA) test to check for prostate cancer. Prostate cancer
and BPH can cause the same symptoms. Prostate cancer needs a
different treatment.

UROXATRAL is not for use in women or children.

Some medicines called “alpha-blockers” are used to treat
high blood pressure. UROXATRAL has not been studied for the
treatment of high blood pressure.
Whoshould not take UROXRAL?
Do not take UROXATRAL if you:

« have liver problems

e are taking antifungal drugs like ketoconazole or HIV drugs
called protease inhibitors

eare already taking an alpha-blocker for either high blood
pressure or prostate problems

*are a woman

alpha-blocker.

How do | takdJROXATRAL?
* Take UROXATRAL exactly as your doctor prescribes it.

« Take one UROXATRAL tablet after the same meal each day.
UROXATRAL should be taken just after eating food. Do not take
it on an empty stomach.

« Swallow the UROXATRAL tablet whole. Do not crush, split, or
chew UROXATRAL tablets.

« If you take too much UROXATRAL call your local poison
control center or emergency room right away.
What are the possible sideffects of UROXATRAL?
The most common side effects with UROXATRAL are:
« dizziness
« headache
« tiredness
Call your doctor if you get any side effect that bothers you.

These are not all the side effects of UROXATRAL. For more
information ask your doctor or pharmacist.
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(NF), hydrogenated castor oil (NF), hydroxypropyl methylcellu-
lose (USP), magnesium stearate (NF), mannitol (USP),
microcrystalline cellulose (NF), povidone (USP), and yellow
ferric oxide (NF).
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