CONTIFLO OD 0.4 mg

(Tamsulosin Hydrochloride Extended Release Capsules)
(For oral administration)

COMPOSITION

Conliflo 0D 0.4 mg

Aclive Ingredients

Each capsule contains

Tamsulosin Hydrochloride 0.4 mg

Excipienls

Microcrystafline cellulose, Magnesium stearate, Methacrylic acid-ethyl acrylate
copols dispersion, Mamaa ic acid-ethyl acrylate copolymer, Sodium

hydroxide, Triacetin, Titanium lﬁuxlde Purifiedtalc & Purified water”

1 ealait,

AAG, but i ad0%
overall hiphm‘ exposure (AUC) in subjects Cof age 5510 75 yeara compared to subjects
of age 200 32 years.

Effect on Urhlnngauhine operating ability - No data is available on whether
lamsulosin hydrachloride adversely affects the ability to drive or operale machines.
However, in this respect patients should be aware of the fact that drawsiness, blurred
vision, diziness and syncope can oceur.
THIS 15 A MEDICAMENT
" Medicament is 2 product wi Miehal'leusm Thealth and is consumption conlrary i
instructions is dangerous fof yau . Flrlnw strictly the doctors prescription, the method of
use and the who sold the |
The doctor and the pharmacist arelhl experts in medicines, their benefils and risks. l
Do not by yourself interrupl the period of trealment prescribed.
Do not repeal the same prascription without consuling your doclor
Keep all out of reach of childran.
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Conlifio 0D 0.4 mg: strip of 10 capsul DOSAGEANDADMINISTRATION

THERAPEUTIC CLASS/ACTIVITY For Benign prostate hyperplasia

The symplcms associaled with benign prostatic hyperpima [BPH) are related lo The usual recommended dose is one Gonliflo 00 0.4 mg capsule once daily. It should
bladder outlet which is one-half hour following the same meal each day. The
static and dynamic. i ..apsule shouid be swallowed whole and should not be crunched or chewed

The static 5 refated to an | late size caused, inparl, by & Fe: those patients who fail to rspmd to me 04 mg dose afler two to four weeks of
ﬂmﬂmﬁm!ﬂ smooth muscle cells in the prostatic stroma. However, the ssusﬂy dusmg the dose of d la 0.8 mg once daily. It

of BPH symptoms and the degrea of urethral ob ) il with

do not
the size of the prostate. The dynamic component is a function of an {ncrease in
smaoth muscle tone in the prostate and bladder neck lzading lo of the

errupted for several
days at euhe: |h= 0.4 mg or 0.8 mg dose, thunpy shmldbe stuted again withthe 0.4

bladder outiet. Smooth muscle lone is mediated by the sympathelic nervous
stimulation o @, adtenoceptors, which are abundant ln the prostate, prostalic
capsule, prostatic urethra, and bladder neck. Bl can

WiTHﬂI‘(AwM. EFFEI:TS, IFANY
‘The termination of ireatment with tamsulosin hydrochloride is unlikely to be associated

cause smooth muscles in the bladder neck and prostate to relax, resulting in an

with withd effects; hawever, reatment should be discontinued only on the advice

mmenlmunneﬂawr:te and :reduclmnlnsympims of BPH. :‘\::;t;'::g:ﬁ;”r:; MAMEEIJIEIIT
In, an @, q agent, exhibits ytor a, receptors
Should of ion (see WARNINGS
in the human prostate, Atlustmrae ciscrete a-adrenoceptor subl)tpls have been
and ADVERSE ItEM'.'HNIS} support of the cardiovascular system is of first
Identified: t,, .y & g: heit between human organs andlissue. importance. Restoration of blood pressure and normalization of heart rate may be
Apprwﬂmale'y?ﬂ% ulmert‘-(e:eplurs Fnhuma.npm&tateareqltheuusumym accomplis'=d by keaping the patient in the supine position. If this measure is
useas an g then of

THEMFEUT!C INDICATIONS
Contifio 0D capsules are indicated for the treatment of the signs and symptoms
of benign prostatic hyperplasia (BPH).

fluids should be considered. It

necessary, d and renal fi hould be monitorad

and suppﬂrted as needed. Laboratory data indicate that tamsulosin hydrochloride is

94% bound; therefore, dialysis is unlikely lo be of benefit.

One pauenl reported an overdose of thirty 0.4 mg tamsulosin llydrochlmrdehcapsules.
ntiplis iy skl % A

MISSED DOSE INSTRUCTIONS i

as soon as il it

thenext dose. If | i
ADVERSEREACTIONS

‘The incidence of treatment-emergent adverse events has been ascertained from six
short-term U.S. and European placebo-controlled clinical trials in which daily doses of
0.1 to 0.8 mg tamsulosin hydrochioride were used. These studies evaluated safety in
1783 patients treated with tamsulosin hydrochloride and 798 patients administered
placebo. Table below summarizes the lreatment emen adverse events that

beinlormed.

d, the pharmacisy

CONTRAINDICATIONS
Conlifio 0D capsules ar tients k I
tamw‘!os n hyd'ochluﬁd’e or to any of the inactive ingredients of the drug prcnum
ofor D
PRECAUTIONS
General
GonllanUI}cs.psules arenound]calediarlhe treanmerliu!hypefimmn
PH cause many of the
same symptoms. Thusz two diseases frequently co-exist. Patlents should be
to start therapy to rule out presence of
cm‘clnmnaolmepmsme
ug-Drug The inetic and i
interactions between in hydrochioride and other gic blacking

agents have not been detarmined. However, interactions may be expected and
tamsulosin hydrochioride capsules should NOT be used In cambination with
other a-adrenergic blocking agents.

The pharmacokinetic interaction between cimetidine and tamsulosin
hydrochloride was investigated. The resuilts indicate significant changes in
tamsulosin hydrochloride clearance (26% decrease) and ALC {44% increase).

Therefore,

‘with cimetidine, parlicularly at than 0.4 mg.

Results from Fmited in vitro and in vivo drug-drug interaction studies between
tamsulosm hydmchloeide and warfarin are mcmduswe Thefefue ::amkm

hydrochlaride.
2 No labs yte: fons with t: in nydrochloride
capsules are known Treatment wun tamsulusln nydrmhlm:le for up to 12
effect on prostat {PSA}L
WARNINGS

The signs and symptoms of orthostasis (postural hypotension, dizziness and
Twe detected more frequently in tamsulosin hydrochloride treated

pltmts than in placebo recipients. As with other a-adrenergic blocking agents

%herelsapuennalrlﬁcalsyncope[ueADFEIISEHEnI:TIDH ).

Palients “ nning lreatment loride should be cautioned

¥

Rarely (pmhahlylessthln one in fifty thousand patients), umsulnsin. like: cther

@, anltagonists, has been associated with priapism (persistent painful panile

erection unrelated to sexual activity). BEI:AU§! this condition can lead lo

P properly tr
seriousness of the conditien.
Drug Interactions - if tenofal, Enalapri: In three studies in
hypertensive suhjecls (age range 47 79 years) whose blood presswe was
led with stable doses of nifedipine, atenolol, or enalapril for at jeast three
months, tamsulosin hydrachloride 0.4 mg for seven days followed by
tamsulosin hydrochloride 0.8 mg for another seven days {n=8 per study)
resulted in no clinlcally significant elfects on blood pressure and puise rate
compared to placebo (n=4 per study). Thuetare «dosage adjustments are not
necessary when concemitantly with

> 2%of hydrochioride 0. 4 my, or 0.8
mg and at an ncidence numerically higher than that in the placebo group during two
13-week U.S. trials conductedin 1487 men.

Table. erse
UrPlacebo Patients In Two U8, Short- TmnPi:n:lha l:nmrnih: Ernlulstmlhs
[ Body

erse | Tamsy
events 0.4 mg Placebo
Body as whole
Headache 97 (19.3%) | 104 (21.1%) | 98(20.1%)
Intection 45(30%) | S53(108%) | 37 (7.5%)
Asthenia 39(7.8%) 42 (8.5%) | 27 (5.5%)
Back pain 35(7.08) | 41(8.3%) | 27(55%)
Chest Pain 20(40%) | 20(41%) | 18(37%)
Mervous syslem
Dizziness 75(149%) | 8407.1%) | 500101%)
153.08) | 21(43%) | 8(16%)
Insormia 12(24%) T (1 A) 3 (0.6%)
Libido Decreased 5(1.0%) 10 (2.0%) B(1.2%)
Tespiratory system
Rhinitls 86(131%) | Ba(17.9%) | 41(83%)
Pharynglis 20685 | 25(61%) | 2{4%
Cough Increased 17 (3.4%) 22 (4.5%) 12 (2.4%)
| Sinusis 11(22%) | 18(37%) | 8(1.6%)
‘Digesiive sysiem
Diarthea 3G | 2@3%) | 22(45%
Nausea 13 (2.6%) 19 (3.9%) 16 (3.2%)
_ ToomDisodsr | 6(12%) | 1020%) | 704%)
Urogenital sysiem
Abnormal Ejaculation | 42 (84%) | 89(18.1%) | 1(0.2%)
Special senses
1(0.2%) 10 [2.01-) 2(04%)
Atrealment defined ;

= The adverse ovent was presenl urlo(m or al the tlml uﬁnll-u dosing \ulﬂl l‘blﬂlh-ll\hﬂ study
megication and subsequently increasedin severily dus gmdu
-Tbe awme event was present pr!w to or at the time of initial dosing with dmlthlHnd study

Stgns and&)nwms of Orthostasis: In the two US. studies, symplomalic postural

ifeciping, atenol,or enalapi i md‘mﬁ‘uuawnﬁdm(ldﬁﬂﬂmmmmm04%d

ents inthe 0.8 mg group, 2
Warfarin: A derr;i‘r;\:a‘grug-dmg mlmcum siudy between lamsul.usln ol 502) inthe 0.4 mg group, 0.4% of patients (2 of 492) in the
in viva studies are Inconclusive. Therefare, caulfun should be exercised w‘lh uamggr:upandﬂ ot paierts (3of 433)inthe placebo group s Rastriedy

warfarin and rochloride.
Digoxin and Theophyliine: Intwo studies i healthy volunteers (1= 10 psi study, age
range 19-39 years) receiving tamsulosin hydrochloride 0.4 mg/day for two days,
followed by tamsulosin hydmchlnnde 0.8 mg/day for five to eight days, single
mmmmdomnfdgnm mgummphylhllimgfhg resulted in no change
in the ph ol uignnn nr hyline, Therefore, dosage adjustments

v.ilh digoxin or theophyliine.
e =

f pi and lion between

tamsulosin hydrochloride 0.8 mg/day (steady-state) and furosemide 20 mg

intraven {single dose) was evaluated in ten healthy volunteers {age range

21-40 years). TamsqusIn hydrnchlurlde had no effect on the
retion of lide. While furosemide

produced an 11% to 12% reduclion In lemiulu:in ‘hydrochloride C,., and AUC,

these dlmgu are expected lo be cinrc:l;y insignificant and do mx require

osage.

The effects of cimetidine at the high dose fdnomg

every ;i: hmn lu! six days) on the p of a single

mg d healthy

21-38 years). Treatment i ltedina dmﬂﬁnmtdeame (26%)
in the clearance of tamsulosin loride which fesulted in 2 moderale
increase In tamsulosin hydrochlorde AUC (44%). Therefore, tamsulosin
hydrochloride should be used with caution in combination with cimelidine,
partlcmnﬂyaldnsesh[gherman 0.4mg.

15% of patients (75 of 502) inthe 0.4 mg group, 17% of patients (84 of 492) inthe 0.8 mg
4roup, andw%dpanem (50 of 493) in the placebo group. Verigo was reported by 0.6% of
(30f502) inthe D.4mg , 1% of patients (5 0f 492) in the 0.8 mg group and by
0.6%ol patients (301493) in the mhngmup
Multiple testing for orthostatic hypotension was conducted in a number of studies,
Such a test was congidered posttive if it met one or more of the following eriterla: (1) a
dacrease in systolic blood pressure of >20 mmHg upon standing from the supine
position during the orthostatic tests; (2) a decrease in diastolic blood pressure
>10mmHg upon af.am‘m awam the standing diastolic Mnad pressure <65 mmHg

duringthe or pulserate of >2! with
a standing pulse rate >IOD bpm d.mng Ih; mmostmc test; lnd (l} the pressm:e of
clinical (Haintness, dtzmus. spinning
sensalion, verligo, or postural tanding duri test,

Following the rst dose of double-blind medication, a positive or hostatic test result at
4 hours post-dose was observed In 7% of patients (37 of 498) who received
tamsulosin hydrochioride 0.4 mg once dally and In 3% of the palients (8 of 253) who
received placebo. At 6 hours post-dose, a positive orthostatic test result was observed
for 6% of the patients (31 of 498) who recelved tamsulosin hydrochioride 0.4 mg once:
daily and 4% (9 of 250) whorecelved placebo.

At least one positive orthostatic test result was observed during the course of the
studies for 81 of the 502 patients (16%) in the tamsufosin hydrochloride 0.4 mg once
daily oroup, 92 of the 491 patients (19%) in the tamsuiosin hydrochlorida 0.8 mg once
daily group and 54 of the 493 patients (11%) in the placebo group.

Be:luse orthostasis was delected mare frequently In tamsulosin hyd'uchlmde Ireated

- Rats adminislered doses up to 43 mg/ g/day in

males and 52 mg/kg/day in females hadnoincreases in tumor Incidence with the
exception of a modest increase in the frequency of mammary gland
fibroadenomas in female rats receiving doses > 5.4 mg/kg (P<0.015). The
highest doses of tamsulosin hydrochioride evaluated in the ral carcinogenicity

syneep (see WﬂRN!NES]
bnormal Abnormal e includes fail
ﬂbmrdu rqurade qal:u!ﬂlm and e;lu.lllﬂun decreage. As shown in Yahla above,
abnormal ejacul
andwas dose-rel
Wlmdmwal frurn these cllnlcai studies of tamsulosin hydrochloride because of

study pruducedsyslmr. exposures EAUC)!- rats 3 times the in men
0.8mg/day.

Mice were administered doses up to 127 mnikgldny inmales & 158 mgknldly
in females. There were no significant tumor findings in male mice, Female mice
treated for 2 years wilh the two highest doses of 45 and 158 mgykg/day had
statistically significant Increases in the incidence of mammary gland
fibroadenomas (P< 0.0001) and adenocarcinomas (P < 0.0075). The highest
dose levels of tamsulesin hydrochioride evaluated in the mice carcinogenicity
study produced systemic exposures (AUC) in mice B times the exposures inmen
ﬁecdving memmi'nummgrapeuh‘c doseof 0.8 mgt‘dayz

le rals and mice
were considered ucnndary to tamsulosin  hydrochloride |nd'uced'
hyperprolactinemia. It is not know

with B of 452 patients {1.6%) inthe 0.8
muurnup and no patients In lhe 0.4 mg or placebo groups discontinuing reatment due
toabnormal ejaculation.

Fosl-Marketing Experience: Allergic-type reactions such as skin rash, pruritus,

angicedema of tongue, fips and face and urlicaria have been reported with positive

rechallenge In some cases,

Priapism has been reported rarely. Infrequent reports ofpawpitnlmns constipation and
i been received during

Expiry Date with Warning

The product should not be used after the expiry date mentionad onthe pack.

STORAGE

st ich 257, d

moisture.

in humans. The relevance for human risk of the ﬁ!ldings of profactinmediated

endocrine tumors in rodents is not known.

Tamsulosin hydrochloride produced no evidence of mutagenic mmm invitroin

the Ames reverse mutation test, mouse lymphoma kinase 2ssay,

unscheduled DNA repalr synthesis assay, and chromosomal aberration assays in
lymphocytes.

Chinese hamster ovary cels o human There were na mutagenic
in vivo sister micronucleus assay.

Use in Children - loride is not indi for use in pedi

populations.

Use in Pregnancy and Lactalion - in ide is not indicated for

usein women.

Use In Elderly - Cross-study ulosin hydrochloride overall

exposure (ALIC) and half-ife Indicate that Ihe pharmacakinetic mspusmnn of
ared

c
to young, healthy male vdunleus rnmnslc clearance Is mdmaml of

SHELF LIFE

24 Months

Date of Last Revision of Package Leaflel
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KEEP ALL MEDICINES OUT OF REACH OF CHILDREN
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