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AZERBAIJAN

WMHCTPYKUMS MO NPUMEHEHMIO NEKAPCTBEHHOM MPOAYKTa
(ons naumeHToB)

TAMO3WUH AYO 0,5 mr/ 0,4 mr TBepAble kancynbl
TAMOZIN DUO

MexgyHapooHoe HenaTeHTOBaHHOE Ha3BaHue:
OyTtactepug + TamcynosuH

CocrtaB

AxkmueHoe sewecmso: 1 kancyna cogepxut 0,5 mr
aytactepuga un 0,4 Mr TamcynosuHa rmgpoxnopuvaa
akBmBaneHTHoro 0,367 Mr TamcynosuHa.
BcriomozamernbHbie sewecmsa: Ob6oroyka
meepdol Karicysibl: okcua Xenesa 4yepHoii (E172),
okcua kenesa kpacHbin (E172), tutaHa puokcup
(E171), okewmp xenesa xentbli (E172), xxenatuH.
Msekue kancynsl dymacmepuda

Codepxxumoe Karncynbl: MOHoKanpunar
nponuneHrnukona, 6ytunrugpokcutonyon (E321).
Ob6osoyka Kancysnbl: XenaTuH, TMUUEepVH, TuTaHa
anokeng (E171).

lNennemsi mamcynosuHa:
METaKpUIoBOM KWCMOTbl - 9dTunakpunata 1:1,
ancnepcua  30%  (cogepxut  naypuncynbdar
HaTpus, nonucopbat 80), MUKpoKpucTannmyeckas
uenntonosa, aubytuncebauuHat, nonucopbat 80,

cononuvep

The instructions on use of medicinal product
(for patients)

TAMOZIN DUO 0,5 mg/ 0,4 mg hard capsules

International non-proprietary name: Dutasteride +
Tamsulosin

Composition

Active ingredient: 1 capsule contains 0,5 mg of
dutasteride and 0,4 mg of tamsulosin hydrochloride
equivalent to 0,367 mg of tamsulosin.

Excipients: hard capsule shell: black iron oxide
(E172), red iron oxide (E172), titanium dioxide (E171),
yellow iron oxide (E172), gelatin.

Dutasteride soft capsules

Capsule contents: propylene glycol monocaprylate,
butylhydroxytoluene (E321).

Capsule shell: gelatin, glycerol, titanium dioxide
(E171).

Tamsulosin pellets: methacrylic acid - ethyl acrylate
copolymer 1:1 dispersion 30 per cent (contains sodium
laurylsulfate, polysorbate 80), cellulose
microcrystalline, dibutyl sebacate, polysorbate 80,
silica colloidal hydrated, calcium stearate.

Black ink: shellac, black iron oxide (E172), propylene
glycol, strong ammonia solution, potassium hydroxide.
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TAMOZIN DUO 0,5 mq/ 0,4 mq bark kapsullar
TAMOZIN DUO

Beynalxalq patentlasdirilmamis adi: Dutasteride
+ Tamsulosin

Tarkibi

Tasiredici madds: 1 kapsulda 0,5 mq dutasterid,
0,367 mq tamsulozina ekvivalent 0,4 mq tamsulozin
hidroxlorid vardir.

Kémoekgi maddaler: bark kapsulun qabigi: qara
damir oksidi (E172), qirmizi demir oksidi (E172),
titan dioksid (E171), sari demir oksidi (E172), jelatin.
Dutasterid yumgaq kapsullari
Kapsulun  terkibi:  propilenglikol
butilhidroksitoluol (E321).
Kapsulun qgabigi: jelatin, qliserin, titan dioksid
(E171).

Tamsulozin pelletlori: metakril tursusu — etil akrilat
sopolimeri (1:1) dispersiya 30% (tarkibinde natrium

monokaprilat,

laurilsulfat, polisorbat 80 vardir), mikrokristallik
selllloza, dibutilsebasinat, polisorbat 80,
hidratlasmis kolloidal silisium dioksid, kalsium
stearat.




ONOKCUO KPEeMHUS  KONMouaHO-rMApaTUPOBaHHbIN,
Kanbuus cTeapar.

YepHas 4YepHuna: wennak, YepHbI okcug xenesa
(E172), nponuWneHrnukonb, KPenkumi  pacTBop
amMmMuaka, rmapokcua Kanus.

OnucaHue

MpogonroeaTble TBepAble kancynbl Homepom OEL ¢
KOPVUYHEBLIM KOPMYCOM UK OEXeBOW  KPbILLKOW,
HaneyaTaHHOM YepHbIMK YepHunamu CO01.

Kaxpgast TBepgas kancyna CoaepXuT OAHY MSATKYHo
XKenaTUHOBYHO Karncyny gdyTtactepuga v nennethbl
TamcyrnosuHa c MOOUULMPOBAHHBLIM
BbICBOOOXAEHNEM.

dapmakoTepaneBTUYeckas rpynna
BrnokaTopbl a-aapeHopeLLeNTOpPOB.
ATX kon: G0O4CA52

dapmakonormyeckme CBOMcTBa
®PapmakoOuHaMuKa

[yTtactepug-tamcynosvH  npegcraensieTr  cobon
KoMbuHaumMo OBYyX MpenapartoB: AytacTepuaa,
OBOViHOro wuHrnbutopa 5-a-pegyktasbl (5 ARI), un
TamcyrnosnHa rmapoxnopuaa, aHTaroHucta ala- u
al1d-agpeHopeuentopoB. O6a mexaHuama gencTBms
OOMONHSAT Apyr Apyra, ynydwasi CAMNTOMbI, OTTOK
MOYM N CHMXKAsA PUCK OCTPOM 3agepkn moun (O3M)
N NOTPeBGHOCTb B XMPYPrm4yeckoM BMeLLATENbCTBE,
cBsi3aHHom ¢ A TPK.

Oytactepug  WHrMOupyeT  u3odepmeHTbl  5-a-
pedykTasbl kak 1-ro, Tak 1 2-ro Tuna, KOTopble
OTBETCTBEHHbI 3a MpeBpalleHne TecTOoCTepOHa B
anrmgportectoctepoH  (OrT). AT saBnsetcs
aHOpOreHoMm, rnaBHbIM 00pa3oM OTBETCTBEHHbIM 3a
pocT npeacrartenbHon xenesbl n passutmne OITHK.

TamcynosuH UHIrMGUpyeT O1A 7 a1
agpeHopeLenTopbl B MafKMX MbIlLAX CTPOMbI
npeacTatenbHoW Kenesbl M LWEeWKn MOYEeBOro

ny3bips. lMpubnusmntensHo 75% ai-peuentopoB B
npocTate OTHOCATCS K MOATMNY O1a. TamcCynosuH

Description

Oblong hard capsules number OEL with brown body
and beige cap printed with C001 in black ink.

Each hard capsule contains one dutasteride soft
gelatin capsule and modified release tamsulosin
pellets.

Pharmacotherapeutic group
a-Adrenoreceptor antagonists.
ATC code: G04CA52

Pharmacological properties

Pharmacodynamics

Dutasteride-tamsulosin is a combination of two drugs:
dutasteride, a dual 5-a-reductase inhibitor (5 ARI) and
tamsulosin hydrochloride, an antagonist of ala and
ald adrenoreceptors. Both mechanisms of action are
complementary to improve symptoms, urinary flow and
reduce the risk of acute urinary retention (AUR) and
the need for BPH related surgery.

Dutasteride inhibits both type 1 and type 2, 5-a-
reductase isoenzymes, which are responsible for the
conversion of testosterone to dihydrotestosterone
(DHT). DHT is the androgen primarily responsible for
prostate growth and BPH development. Tamsulosin
inhibits a1a and aip adrenergic receptors in the stromal
prostatic smooth muscle and bladder neck.
Approximately 75% of the ai-receptors in the prostate
are of the aia subtype. Tamsulosin binds selectively
and competitively to the postsynaptic ai-
adrenoceptors, in particular to subtypes aia and aip. It
brings about relaxation of prostatic and urethral
smooth muscle.

Qara mdrskkab: sellak, qara demir oksidi (E172),
propilenglikol, tind ammonium msahlulu, kalium
hidroksid.

Tosviri

OEL élgula, gashvayi rengli gévdasi ve lizerine gara
mirakkab ile C001 ¢ap olunmus bej rangli gapagdi
olan uzunsov bark kapsullardir.

Har bark kapsulun daxilinds bir dutasterid yumsaq
jelatin kapsulu ve tasiredici maddasi modifikasiya
olunmus sekilde xaric olan tamsulozin pelletleri
vardir.

Farmakoterapevtik qrupu
a-Adrenoreseptorlarin blokatorlari.
ATC kodu: GO4CA52

Farmakoloji xtisusiyyatlori

Farmakodinamikasi

Dutasterid-tamsulozin iki preparatin
kombinasiyasidir: ikigat 5-a-reduktaza inhibitoru (5
ARI) olan dutasterid ve adrenergik aia ve aip-

reseptorlarin antaqonisti olan tamsulozin
hidroxlorid. Har iki tesir mexanizmi bir-birini
tamamlayib, simptomlari, sidik axinini

ylngullesdirir, keskin sidik langimasi (KSL) riskini ve
PVXH ila slagali carrahi midaxileya olan ehtiyaci
azaldir.

Dutasterid 5-a-reduktazanin testosteronu
dihidrotestosterona (DHT) ¢ceviran ham 1, ham da 2
tip izofermentlerini inhiba edir. DHT asas etibarile
prostat vezinin béyimesi ve PVXH inkisafini temin
eden androgendir. Tamsulozin prostat vazin
stromasinin saya oazslelerinde ve sidik kisasinin
boynunda yerlesen adrenergik aia ve daip-
reseptorlari inhibs edir. Prostat vezids yerloeson ai-
reseptorlarin taxminan 75%-i aia alt tipine aiddir.
Tamsulozin postsinaptik ai-adrenoreseptorlarla,
xususen aia vo aip tipleri ilo segici va ragabatli




n3bvpatenbHO W KOHKYPEHTHO CBS3bIBAETCA C
NMOCTCMHaNTMYECKUMUN  Q1-afpeHopeLenTopamMun, B
YaCTHOCTU C noAaTuvnamu OiA U Aip. ITO BbI3bIBAET
paccnabnexue rnagkon MyCKynaTypbl
npencraTernbHOM enesbl U ypeTpsbl.

Lymacmepud e kombuHayuu ¢ mamcyi03UHOM
KnuHnyeckve wccnegoBaHusi, paccmartpuBarolimne
KOMOMHMPOBaHHYIO Tepanuio  MHrMbuTopom 5a-
pedykTasbl OyTacTepugoM W aHTarOHUCTOM  O1-
afpeHopeLenTopoB  TaMCyrio3VHOM,  MoKasanu
3HauuTeNnbHOE YryylleHne MO CpPaBHEHU C
MCXOOHbIM YPOBHEM MO CPaBHEHUID C KaxdbiM
npenapaTom Mo oTAENbHOCTW.

B 4-neTHeMm, MHOTIOL,EHTPOBOM,
MHOrOHaLMOHaNbHOM, paH4OMMW3NPOBAHHOM,
OBOWHOM Crenom nccrefoBaHnm ¢ napannenbHbIMU
rpynnamm y My>XYMH C YMEPEHHbIMU U TsKenbiMu
cumntomamum ANTK ¢ npoctaton 230 mMn 1 ypoBHEM
NCA B pgmanasoHe 1,5-10 Hr/mMn oueHuBanucb
Bo3gencTBua aytactepuga 0,5 mr/oeHb (n=1623),
TamcynosmHa 0,4 wmr/geHb  (n=1611)  wunum
coBMecTHOro npuema pytactepyga 05 wmr c
TamcynosumHom 0,4 wmr (n=1610). MpubnuantensHo
53% cybbekToB paHee nogBepranvcbk BO3OENCTBUIO
WHrMbutopa 5-a-pegykTasbl WKW aAHTaroHWcTa oi-
agpeHopeuenTopoB. MepBUYHOM KOHEYHOW TOYKOM
3PPEKTUBHOCTN B TEYEHME NEPBLIX 2 NET feveHnst
Obllo  M3meHeHve no MexayHapoaHowW Likane
cumnTomoB npoctathl (IPSS), wkanbl 13 8 nyHkKTOB,
ocHoBaHHon Ha AUA-SI, ¢ pononHuTenbHbIM
BOMPOCOM O Ka4yeCTBE >KU3HM.

BTOpWYHbIE KOHEYHbIE TOYKM 3FEKTUBHOCTM B 3TU
2 roga BKIOYaNM MaKkCUMarbHYH CKOPOCTb MOTOKA
Moum (Qmax) M 0OBbEM nNpeacTaTenbHOM Xemnesbl.
KombuHauma gocturna sHayumoctn ang IPSS ¢ 3-ro
MecsiLla Mo CPaBHEHMIO C AyTacTepuaoMm U ¢ 9-ro
Mecsila Mo CpaBHEHWID C Tamcyrno3uHoMm. [ns
KOMOMHauMM Qmax 3Ha4YeHWe pocTuranocb C 6-ro
MecsiLia No CpaBHEHMIO Kak C AyTacTepuaoMm, Tak U C
TaMCY03MHOM.

Dutasteride in combination with tamsulosin

Clinical studies reviewing the combined therapy with
the 5a-reductase inhibitor dutasteride and the as-
adrenergic antagonist tamsulosin have shown
significant improvements from baseline compared with
either drug alone.

Dutasteride 0.5 mg/day (n=1,623), tamsulosin 0.4
mg/day (n=1,611) or the co-administration of
dutasteride 0.5 mg plus tamsulosin 0.4 mg (n = 1,610)
were evaluated in male subjects with moderate to
severe symptoms of BPH who had prostates =30 ml
and a PSA value within the range 1.5 - 10 ng/mL in a
4 year multicentre, multinational, randomized double-
blind, parallel group study. Approximately 53% of
subjects had previous exposure to 5-a reductase
inhibitor or ai- adrenoceptor antagonist. The primary
efficacy endpoint during the first 2 years of treatment
was change in International Prostate Symptom Score
(IPSS), an 8-item instrument based on AUA-SI with an
additional question on quality of life.

Secondary efficacy endpoints at 2 years included
maximum urine flow rate (Qmax) and prostate volume.
The combination achieved significance for IPSS from
Month 3 compared to dutasteride and from Month 9
compared to tamsulosin. For Qmax combination
achieved significance from Month 6 compared to both
dutasteride and tamsulosin.

The combination of dutasteride and tamsulosin
provides superior improvement in symptoms than
either component alone. After 2 years of treatment, co-
administration therapy showed a statistically
significant adjusted mean improvement in symptom
scores from baseline of - 6.2 units.

The adjusted mean improvement in flow rate from
baseline was 2.4 ml/sec for co-administration therapy,
1.9 ml/sec for dutasteride and 0.9 ml/sec for
tamsulosin. The adjusted mean improvement in BPH

olaraq birlasir. Bu prostat vazinin ve sidik kanalinin
saya azalasinin bosalmasina gatirib ¢ixarir.

Dutasterid tamsulozinle kombinasiyada
5a-reduktaza inhibitoru  dutasterid ve  ai-
adrenoreseptorlarin ~ antaqonisti  tamsulozinle
kombina olunmus terapiyani tedgiq edsan Kklinik
tedqigatlar ayri-ayriigda har bir preparatla
migayisada ilkin veziyyats nazaran ahamiyyatli
yaxsilasma geyde almisdir.

Paralel qgruplarda apariimis 4 illik g¢oxmarkazli,
coxmillatli, randomize olunmus, ikigat kor
tedgiqatlarda dutasterid 0,5 mag/gin (n=1623),
tamsulozin 0,4 mg/gin (n=1644) ve ya dutasterid
0,5 mqg ve tamsulozin 0,4 mqg kombinasiyasinin
PVXH orta va agir simptomlari misahida olunan,
prostat vazi hacmi 230 ml ve PSA gdstaricisi 1,5-10
ng/mi olan kisi subyektlerda tosirlori
giymatlandirilmisdir. Subyektlerin taxminan 53%-i
daha avval 5a-reduktaza inhibitoru ve ya ai-
adrenoreseptoru antagonistinin  tasirine mearuz
galmisdir. ilk 2 il erzinde effektivliyin birincili son
néqtesi AUA-SI asasinda 8 hissali, hayat keyfiyyati
baresinds slave suallan ézunds saxlayan Prostat
Vazi Simptomlarinin Beynalxalg Skalasi (IPSS)
Uzre dayisikliyin geyda alinmasi olmusdur.
Effektivliyin ikincili son négtslarine 2 il arzinds sidik
axininin maksimal slrati (Qmax) va prostat vazinin
hacmi aid olmusdur. Kombinasiya IPSS (gln
shamiyyatli naticeye dutasterid ile miigayisads 3-cl
aydan ve tamsulozinle migayiseds 9-cu aydan
etibaran catmisdir. Kombinasiya grupunda ham
dutasterid, ham de tamsulozinle mugayiseds 6-cl
aydan etibaren Qmax ®hamiyyatli gbstericiye
catmisdir.

Dutasterid va tamsulozin kombinasiyasi ayri-ayri
komponentlarin istanilen biri ile miqayisada
simptomlarin yaxsilagsmasini daha ylUksak temin




KombuHauua  gytactepuga UM TamcynosumHa
obecneynBaeT 6onee BbIpaXeHHOe YrnyylleHune
CMMNTOMOB, 4em mobo M3 KOMMOHEHTOB B
oTgenbHocTw. lMocne 2 neT neyeHus COBMeECTHas
Tepanusa nokasana CTaTUCTUYECKM  3HaA4YMMOe
CKOpPPEKTUPOBaHHOE cpefHee yry4lleHune Mo Lwkane
CMMNTOMOB MO CPaBHEHWIO C UCXOAHBbIM YPOBHEM -
6,2 eQMHNLbI.

CKkoppeKTpoBaHHOE cpefHee yny4lleHne CKOpoCcTH
KPOBOTOKa@ MO CPaBHEHWIO C WUCXOAHBbIM YPOBHEM

coctaBuno 2,4 wmn/cek nNpu  OLHOBPEMEHHOM
NPUMEHEHNM, 1,9 Mn/cek npu nevyeHun
aytactepugom u 0,9 wmn/cek npu  npueme
Tamcyrno3uHa. CkoppeKkTUpoBaHHOEe cpenHee

ynyqywenue WHpgekca Bnunanua OITDK (MBO) no
CPaBHEHWIO C UCXOOHLIM YPOBHEM cocTaBuso -2,1
eQVHUUbl ONsi OQHOBpPEMEHHOW Tepanuu, -1,7 ons
aytactepuga v -1,5 gna TamcynosvHa.

OTn ynyyweHns ckopoctu notoka u VB 6binm
CTaTUCTUYECKM  3HAYUMbIMM  MPU  COBMECTHOM
NMPUMEHEHMN MO CpaBHEHUO ¢ oboumMu BUuaaMu
MOHOTEepanuu.

YMeHbLUeHne obuwero obbema npeacTaTenbHON
xenesbl U 06bema nepexoHON 30HbI Yepes 2 roaa
neyeHusi ObINO CTATUCTUYECKM 3HAYUMBIM MpU
COBMECTHOM MPUMEHEHMM MO CPaBHEHUID C
MOHOTEepanuen TaMmcyno3MHOM.

lMepBMYHOM KOHEYHOM TO4YKOM IPPEKTUBHOCTU
yepe3 4 roga neyeHus ObINO BPeMs OO MEPBOro
anmnsoga O3M unu onepauun, ceasaHHon ¢ OMTDK.
Uepes 4 roga neyeHnsi KOMOMHUPOBaHHas Tepanus
CTaTUCTMYECKN 3Ha4uMMo cHusmna puck O3M wmnu
CBSI3@aHHOro c OrmmK XUPYPrnyeckoro
BMeLLATENbCTBA (CHMXeHMe pucka Ha 65,8%,
p<0,001 [95% OWN 54,7% po 74,1%)]) no cpaBHEHUIO
C MOHOTepanuen TamcynosmHom. Yactota O3M mnnm
onepaTtMBHOro BMeLLaTenscTea no nosogy AOMXK k
4-my roagy coctasuna 4,2% Ans KOMOGMHUPOBAHHOM
Tepanum n 11,9% ana tamcynosuHa (p<0,001). Mo
CPaBHEHWIO C MOHOTepanuen aytactepuaom,
KOMOUHMPOBaHHasi Tepanus cHkana puck O3M vnum

Impact Index (BII) from baseline was -2.1 units for co-
administration therapy, -1.7 for dutasteride and -1.5 for
tamsulosin.

These improvements in flow rate and BIl were
statistically significant for co-administration therapy
compared to both monotherapies.

The reduction in total prostate volume and transition
zone volume after 2 years of treatment was statistically
significant for co-administration therapy compared to
tamsulosin monotherapy alone.

The primary efficacy endpoint at 4 years of treatment
was time to first event of AUR or BPH-related surgery.
After 4 years of treatment, combination therapy
statistically significantly reduced the risk of AUR or
BPH-related surgery (65.8% reduction in risk p<0.001
[95% CI 54.7% to 74.1%)]) compared to Tamsulosin
monotherapy. The incidence of AUR or BPH-related
surgery by Year 4 was 4.2% for combination therapy
and 11.9% for tamsulosin (p<0.001). Compared to
dutasteride monotherapy, combination therapy
reduced the risk of AUR or BPH-related surgery by
19.6% (p=0.18 [95% CI -10.9% to 41.7%]). The
incidence of AUR or BPH-related surgery by Year 4
was 5.2% for dutasteride.

Secondary efficacy endpoints after 4 years of
treatment included time to clinical progression (defined
as a composite of: IPSS deterioration by =4 points,
BPH-related events of AUR, incontinence, urinary tract
infection (UTI), and renal insufficiency) change in
International Prostate Symptom Score (IPSS),
maximum urine flow rate (Qmax) and prostate volume.

edir. 2 illik mdaliceden sonra kombinaolunmus
terapiya simptom skalasi (zre baslangic
saviyyadan statistik shamiyyatli korrekte edilmis
orta yaxsilasma géstermisdir — 6,2 vahid.

Qan axini sirstinin  korrekte olunmus orta
yaxsilasmasi baslangic seaviyys ile miqayisade

kombinsolunmus gsbul zamani 2,4 ml/san,
dutasterid ile muialice zamani 1,9 ml/san ve
tamsulozin gabulu zamani 0,9 ml/san teskil

etmisdir. PVXH tesir indeksi (PTI) korrekta olunmus
orta yaxsilasmasi baslangic saviyyas ile miqayisade
kombinsolunmus terapiya Gg¢in 2,1 vahid,
dutasterid Gg¢ln 1,7 ve tamsulozin tgun 1,5 vahid
toskil etmisdir.

Axin surati va PTI yaxsilasmalari kombinaolumus
istifade zamani  ayri-ayri  ferdi maddaslerla
miqayisads statistik shamiyyatli olmuslar.

2 il mbalicedan sonra prostat vezin imumi hacminin
Vo kecid zonanin hacminin azalmasi
kombinsolumus istifade zamani tamsulozin ile
monoterapiya ile miqayisade statistik ahamiyyatli
olmuslar.

4 illik moaliceden sonra effektivliyin birincili son
néqtesi ilk KSL epizoduna ve ya PVXH ile slagali
amaliyyata gadsr olan muiddst olmusdur. 4 il
middatinde aparilan kombinsolunmus mialice KSL
ve ya PVXH ile elagadar cerrahi midaxila riskini
tamsulozinle monoterapiya ile migayiseds statistik
olaraq azaltmisdir (65,8% riskin azalmasi p<0,001
[95% Cl 54,7%-dan 74,1% kimi]). KSL ve ya PVXH
ile elagadar carrahi mudaxile hallarinin tezliyi
muoalicenin 4-cl iline kombinaoclunmus terapiya
0cln 4,2% ve tamsulozin G¢in 11,9% toskil etmisdir
(p<0,001).

Dutasteridle  monoterapiya ile  miqayisada
kombinaolunmus miualice KSL ve ya PVXH ile
alagadar carrahi midaxile riskini 19,6% (p=0,18
[95% CI -10,9%-dan 41,7% kimi]) azaltmisdir. KSL
va ya PVXH ile alagadar cerrahi midaxils hallarinin
tezliyi maalicenin 4-cu ilinde dutasterid G¢ln 5,2%
toskil etmisdir.




cBsazaHHoro ¢ [INMXK onepaTtmBHOro BMelatenscTea
Ha 19,6% (p=0,18 [95% OW oT1 -10,9% pno 41,7%)]).
Yactota O3M wnmn cBasanHoro ¢ OFTDK
XUPYPruyeckoro BmeluaTensctBa K 4-my roay
cocTtaBuna 5,2% ans gyracrepvaa.

BTOpUYHbIE KOHEYHbIE TOYKN 3P EKTUBHOCTH NOCHe
4 neT nedeHus BKIOYanu BpeMs A0 KITMHWYECKOro
nporpeccupoBaHus (onpegensiemoe Kak
COBOKYMNHOCTb: yxyawenue |PSS Ha 24 6Ganna,
ceazaHHble ¢ OITIK snmsogbl O3M, HepepxaHus
MOYN, MHAEKLMM Mo4deBbIBOAAWMX nyTen (MMI1) n
MOYEYHOW  HEeJOCTATOYHOCTW)  M3MEHEHMe Mo
MexgyHapoaHOW Likane CUMMNTOMOB MpocTaThl
(IPSS), makcMmanbHasi CKOPOCTb MOTOKa MOuYU
(Qmax) 1 06beM npocTaThl.

BrniusiHue Ha nonosyto ¢hyHKUUIO

BnusHue komMGuHaumMM pyTacTepua-TamcyrnosvH C
(PUKCMPOBaAHHBIMM  [03aMW  Ha  CeKCyaslbHYH
dYHKUMIO OLleHMBanNu B ABOWHOM crnenom nnaweobo-
KOHTPONMMPYEMOM  UCCregoBaHUM € y4acTuem
CeKkcyanbHO akTuMBHbIX MyxumH ¢ AMTDK (n=243
KoMbuHaumm  gyTacTepua-TamcyrnosuH, n=246
nnaue6o). Cratnctmyeckn 3Hadmmoe (p<0,001)
CHUWXeHue (yxyaweHue) nokasatene AHKeTbl
Myxckoro  CekcyanbHoro  3gopoBbs  (MSHQ)
Habnoganoch yepes 12 MecsiLeB B
kKOMBuHMpoBaHHOW rpynne. CHWxeHne Oblo B
OCHOBHOM CBS13aHO C YXYALIEHMEM MNoKasaTenen
KynALUMM U obLero yOoBnNEeTBOPEHUS, @ He C

nokasatenamu  spekumn. ITM  3ddeKkTbl  He
NOBNUSANN Ha BOCMpUsiTUE y4yacTHMKaMU
nuccnegoBaHuss  KOMOMHauukn,  KoTopasi  Obina

OlLleHeHa CO CTaTUCTUYECKM 3HAYMMbIM OonbLINM
yOOBNETBOPEHNEM Ha NPOTSKEHUN BCEro
nccregoBaHusi No cpaeBHeHuto ¢ nnauebo (p<0,05).
B 3TOM nccnenoBaHun cekcyarbHble
HeXenaTenbHble SIBMEeHUs BO3HUKanNn B TedyeHne 12
MeCsILeB Nle4YeHns, U1 NPUMEPHO MONOBMHA M3 HUX
paspeluunnach B TedeHme 6 MecsiLeB Nnocrie fieYeHusl.
M3BecTHO, yTOo KoMOMHaLuus aytactepua-
TaMCYMNoO3MH WM MOHOTepanusi  AyTacTepuaom

Effects on sexual function

The effects of dutasteride-tamsulosin fixed dose
combination on sexual function were assessed in a
double-blind, placebo-controlled study in sexually
active men with BPH (n=243 dutasteride-tamsulosin
combination, n=246 placebo). A statistically significant
(p<0.001) greater reduction (worsening) in the Men's
Sexual Health Questionnaire (MSHQ) score was
observed at 12 months in the combination group. The
reduction was mainly related to a worsening of the
ejaculation and overall satisfaction domains rather
than the erection domains. These effects did not affect
study participants' perception of the combination,
which was rated with a statistically significant greater
satisfaction throughout the duration of the study
compared with placebo (p<0.05). In this study the
sexual adverse events occurred during the 12 months
of treatment and approximately half of these resolved
within 6 months post-treatment.
Dutasteride-tamsulosin combination and dutasteride
monotherapy are known to cause sexual function
adverse effects.

As observed in other clinical studies, including
CombAT and REDUCE, the incidence of adverse
events related to sexual function decreases over time
with continued therapy.

4 illik moaliceden sonra effektivliyin ikincili son
négtalerine klinik progress (IPSS lzre 24 balliq
agirlasma, PVXH ile slagsli KSL epizodlari, sidik
gagirma, sidik yollari infeksiyalar (SYI) ve boyrak
catismazhgini 6zinds cemlesdiren anlayisdir),
Prostat Vezi Simptomlarinin Beynalxalg S$kalasi
(IPSS) tizra dayisiklik, sidik axininin maksimal siirsti
(Qmax) vo prostat vazin hacmi daxildir.

Cinsi funksiyaya tesiri

Dutasterid-tamsulozin ~ kombinasiyasinin  fikse
olunmus dozalarinin cinsi funksiyaya tasiri PVXH
(n=243 dutasterid-tamsulozin kombinasiyasi,
n=246 plasebo) olan cinsi aktiv kisilar istiraki ilo
aparilmis ikigat kor, plasebo nazarastli tedgigatda
giymatlandirilmisdir. Kombinaolunmus qrupda 12
aydan sonra Kisi Cinsi Saglamlig Sorgusu (MSHQ)
Uzre gobstaricilerin statistik shemiyyatli azalmasi
(zeiflamasi) mlisahida edilmisdir. Zsifloma ereksiya
deyil, esasan eyakulyasiya va Umumi mamnunluq
gOstericilerinde qeyda alinmisdir. Bu effektlar
kombinasiya grupundaki istirakcilarin hissiyyatina
tasir etmamisdir ki, bitin tadgigat boyu plasebo
grupundaki istirakgilarin statistik shamiyyatli ylksak
mamnunluqg hissi ilo mugayisada
giymatlandirilmisdir (p<0,05). Bu tadgigatda cinsi
arzuolunmaz hallar mialicenin 12 ayi arzinde amala
gelmis ve mdialice dayandirildigdan sonra 6 ay
muddatinde onlarin texminan yarisi kegmisdir.
Melumdur ki, dutasterid-tamsulozin kombinasiyasi
ve dutasteridle monoterapiya cinsi funksiyaya
arzuolunmaz effektlarin yaranmasina sabab olur.
CombAT ve REDUCE da daxil olmagla digar klinik
tedqgigatlarda da bu geyd olunmusdur, cinsi funksiya




BbI3bIBaAKOT HexxenaTesnbHble
ceKkcyanbHYo YHKLUIO.

Kak 6blno  oTMe4eHO B ApPYrMX  KIUMHUYECKUX
uccrnepoBaHusix, Bkrnovas CombAT u REDUCE,
YacToTa HexenaTernbHbIX SBMEHUN, CBA3aHHbIX C
CeKcyanbHON (YHKLUNEN, CHUXKAETCA C TedeHuem
BPEMEHM NP NPOAOCIPKEHUN Tepanuu.
Lymacmepud

BnusHue Ha ' T/TecmocmepoH

BrnvsiHne cyTouHbIX [O3 gyTacTepuaa Ha CHWXKeHue
JOr'T 3aBucuT OT J03bl U HabntogaeTca B TeveHue 1-
2 Hegenb (cHwkeHne Ha 85% u  90%
COOTBETCTBEHHO).

Y naumeHTtoB ¢ OITDK, nonyyaBwux gytactepus B
nose 0,5 wmr/cyt, cpegHee cHwxeHne [OI'T B
CbIBOpOTKE KpoBU cocTaBurno 94% uyepes 1 rog u
93% uyepes 2 roga, a cpeaHee NoBblILUEHNE YPOBHS
TECTOCTEPOHA B CbIBOPOTKE cocTaBuno 19% vepes 1
n 2 roga.

BnusiHue Ha ob6bem npocmamel

3HauntenbHoe YMEHbLUEHNE obbema
npeacTaTenbHON enesbl ObIIo 0DHAPYXXEHO YXKe
yepes MecsAl Mocfe  Havana JievyeHuss U
npogomkanocb B TeuyeHne 24 mecsaueB (p<0,001).
OdyTtactepug npvBen K CpegHEMY YMEHbLUEHUIO
obuero obbema npeacrtatensHoOn xenesbl Ha 23,6%
(c 54,9 mn B Hauvane uccnegoBaHua o 42,1 mn)
yepe3d 12 mecsUeB MO CpPaBHEHUIO CO CPEaHUM
ymeHblieHnem Ha 0,5% (¢ 54,0 mn po 53,7 mn) B
roynne  nnaue6o.  3HaunTenbHoe  (p<0,001)
YMEHbLUEHNE obbema nepexogHomn 30HblI
npeacTaTenbHON Xenesbl Takke Habnaanoch yxe
Yepes Mecsl, npogoskatolleecs Ao 24-ro mecsaua,
CO CpedHMM YMeEHbLUEHMEM O0bemMa nepexonHom
30HbI NpeacTaTenbHom xenesbl Ha 17,8% (c 26,8 mn
B Hauvane wuccrnegosaHus o 21,4 mn) B rpynne
gytactepuga. MO  CPaBHEHWKO CO  CPELHUM
yBenuyeHnem Ha 7,9% (c 26,8 mn go 27,5 mn) B
rpynne nnauebo yepes 12 mecsaueB. YMeHblUeHNE
obbema npocrtaTtbl, HabnwogaBlIeecs B Te4YeHue
nepBbix 2 1NeT [ABOWHOIO Crenoro  Je4yeHus,

ahbdexThl Ha

Dutasteride

Effects on DHT/Testosterone

Effect of daily doses of dutasteride on the reduction on
DHT is dose dependent and is observed within 1-2
weeks (85% and 90% reduction, respectively).

In patients with BPH treated with dutasteride 0.5
mg/day, the median decrease in serum DHT was 94%
at 1 year and 93% at 2 years and the median increase
in serum testosterone was 19% at both 1 and 2 years.
Effect on Prostate Volume

Significant reductions in prostate volume have been
detected as early as one month after initiation of
treatment and reductions continued through Month 24
(p<0.001). Dutasteride led to a mean reduction of total
prostate volume of 23.6% (from 54.9ml at baseline to
42.1ml) at Month 12 compared with a mean reduction
of 0.5% (from 54.0ml to 53.7ml) in the placebo group.
Significant (p<0.001) reductions also occurred in
prostate transitional zone volume as early as one
month continuing through Month 24, with a mean
reduction in prostate transitional zone volume of
17.8% (from 26.8ml at baseline to 21.4ml) in the
dutasteride group compared to a mean increase of
7.9% (from 26.8ml to 27.5ml) in the placebo group at
Month 12. The reduction of the prostate volume seen
during the first 2 years of double-blind treatment was
maintained during an additional 2 years of open-label
extension studies. Reduction of the size of the prostate
leads to improvement of symptoms and a decreased
risk for AUR and BPH-related surgery.

Clinical efficacy and safety of dutasteride

Dutasteride 0.5 mg/day or placebo was evaluated in
4,325 male subjects with moderate to severe
symptoms of BPH who had prostates 230ml and a
PSA value within the range 1.5 - 10 ng/mL in three
primary efficacy 2-year multicenter, multinational,

ile alagali arzuolunmaz tasirlerin tezliyi maalicanin
davaminda vaxt ke¢dikce azalir.

Dutasterid

DHT/Testosterona tosiri

Dutasteridin sutkaliq dozalarinin DHT migdarinin
enmasina tasiri dozadan asilidir ve 1-2 hefts
muddatinda izlenilir (mivafiq olaraq 85% ve 90%).
Gindelik 0,5mq dozada dutasterid gebul edean
PVXH olan pasiyentlerde gan zerdabinda DHT-nun
orta azalmasi 1 ilden sonra 94% ve 2 ilden sonra
93%, testosteron saviyyesinin zerdabda orta
ylksalmasi iss 1 ve 2 ilden sonra 19% teskil
etmisdir.

Prostat vazin hacmine tasiri

Prostat vezi hacminin ahamiyystli deracade
azalmasi muoalicenin baglanmasindan artig 1 ay
sonra musahida olunmus ve 24 ay muiddatinds do
davam etmisdir (p<0,001). Plasebo qrupundaki
0,5% (54 ml-den 53,7 ml qader) azalma ils
miqayisads dutasterid gebul edan pasiyentlarde 12
aydan sonra prostat vazinin Gmumi hacminin 23,6%
orta azalmasi (tedgigatin avvalinds olan 54,9 ml-
dan 42,1 ml qadar) musahide olunmusdur.
Tadgigatin artiqg 1-ci ayindan prostat vezin kecid
zonasinin hacminin shamiyyatli dereceds azalmasi
misahids olunur ve 24 ay davam edir, dutasterid
grupunda prostat vazin kegid zonasinin hacminin
azalmasi orta hesabla 17,8% (tadgigatin avvalinds
26,8 ml-dan 21,4 ml-a qgedar) tagkil etdiyi halda,
plasebo qgrupunda 12 aydan sonra orta 7,9%
béyima (26,8%-den  27,5%-dak) mdisahids
olunmusdur. Ikigat kor muialicanin ilk 2 ili zamani
musahida olunan prostat vezi kigilmasi névbati 2 il
arzinde aparilan aciq etiketli, genislandirilmis




COXPaHSANOCb B TeYEeHWe OOMNONMHUTENbHbIX 2 neT
OTKPbITOrO -  paclUMpeHHero  uccrnenoBaHus.
YMeHblUeHe pasmepa npeacTaTeslbHOM Xenesbl
NPVMBOAUT K YMYYLIEHUO CUMMTOMOB U CHWDKEHUIO
pucka O3M n onepauun, cesasaHHoun ¢ ANTHK.
KnuHuveckasi agpgpekmugHocmeb U 6e3ornacHoCmb
dymacmepuda

Oytactepug B pose 0,5 mr/geHb vy nnaue6o
oueHmBanucb y 4325 Myx4mH ¢ cumntomamm OMHK
OT YMEpPEeHHOW A0 TSKEeNon CTeneHu, Yy KOTOPbIX
o6bem npeacratenbHou xenesbl 230 M U YpOBEHb
MNMCA Haxogunca B guanasoHe 1,5—-10 Hr/mn B Tpex
NnepBUYHbIX OBYXNETHMX, MHOFOLIEHTPOBBIX,
MHOrOHaLMOHasbHbIX, Nnauedo KOHTPONUpyeMbIX,
OBOWHbIX cnenbix nccneaoBaHusX. 3arem
nUccneaoBaHUs  MPOAOSHKUMNCL  C  OTKPbITbIM
npoaneHnem go 4 net, npu 3TOM Bce MaUWEHTbI,
ocTaBLUnecs B nccnengoBaHum, nony4anm
ayTtactepup B Tor xe gose 0,5 mr. 37% nauuneHToB,
nepBoHayanbHO PaHOOMM3MPOBAHHbLIX B Ipynmny
nnaue6o, n 40% nauneHToB, paHAOMU3MPOBAHHLIX B
rpynny gytactepuaa, octaBanuvcb B MCCegoBaHUM
yepes 4 roga. bombwwuHcTBO (71%) w3 2340
YYaCTHMKOB OTKPbITOrO pacLUMPEHUst 3aBepLumnm 2
AONOSHUTENbHbIX roAa OTKPbITOrO NeYeHus.
Hanbonee BaxHbIMW MNapameTpaMn KINMHUYECKON
3hPEKTUBHOCTH Obinn WHOEKC  CUMMMNTOMOB
AmepukaHckon yponorudeckon accouuwauun (AUA-
Sl), makcMmanbHbI NOTOK MoYM (Qmax) M YacToTa
OCTPOW 3a0epPXXKM MOYM U onepauumn, CBA3aHHbIX C
OrmmK.

AUA-SI npegcrtaBnset cobow aHkeTy K3 cemu
NyHKTOB O CUMMMTOMaX, cBa3aHHbix ¢ [OIMTDK, c
MaKcumarnbHbIM 6annom 35. B Havane
nccnenoBaHus cpegHuin 6ann coctaBnan NPUMEpPHO
17. MNocne wectn MecsiueB, OOHOrO W ABYX neT
neyenus rpynna nnauebo wumena cpegHee
ynydweHue 2,5, 2,5. n 2,3 6anna cooTBETCTBEHHO, B
TO Bpemsi Kak rpynna JyTtactepuga ynydwwuna
nokasatrenm Ha 3,2, 3,8 u 45 6Ganna
COOTBETCTBEHHO. Pasznunumsa mexagy rpynnamu 6uinm

placebo controlled, double-blind studies. The studies
then continued with an open-label extension to 4 years
with all patients remaining in the study receiving
dutasteride at the same 0.5 mg dose. 37% of initially
placebo-randomized patients and 40% of dutasteride-
randomized patients remained in the study at 4 years.
The majority (71%) of the 2,340 subjects in the open-
label extensions completed the 2 additional years of
open-label treatment.

The most important clinical efficacy parameters were
American Urological Association Symptom Index
(AUA-SI), maximum urinary flow (Qmax) and the
incidence of acute urinary retention and BPH-related
surgery.

AUA-SI is a seven-item questionnaire about BPH-
related symptoms with a maximum score of 35. At
baseline the average score was approximately 17.
After six months, one and two years treatment the
placebo group had an average improvement of 2.5, 2.5
and 2.3 points respectively, while the Dutasteride
group improved 3.2, 3.8 and 4.5 points respectively.
The differences between the groups were statistically
significant. The improvement in AUA-SI seen during
the first 2 years of double-blind treatment was
maintained during an additional 2 years of open-label
extension studies.

Qmax (maximum urine flow)

Mean baseline Qmax for the studies was approx. 10
ml/sec (normal Qmax = 15 ml/sec). After one and two
years of treatment the flow in the placebo group had
improved by 0.8 and 0.9 ml/sec respectively and 1.7
and 2.0 ml/sec respectively in the Dutasteride group.
The difference between the groups was statistically
significant from Month 1 to Month 24. The increase in
maximum urine flow rate seen during the first 2 years
of double-blind treatment was maintained during an
additional 2 years of open-label extension studies.
Acute Urinary Retention and Surgical Intervention
After two years of treatment, the incidence of AUR was
4.2% in the placebo group versus 1.8% in the
Dutasteride group (57% risk reduction). This

tedgigat middstinds de saxlaniimisdir. Prostat vezi
Olgulerinin azalmasi simptomlarin ylngullesmasinae,
KSL ve PVXH ile bagh amsliyyat riskinin
azalmasina gatirib gixarir.

Dutasteridin klinik effektivliyi ve tahliikssizliyi
Gindelik 0,5 mqg dozada dutasterid ve ya plasebo
gruplarinda orta ve ya agir daraceli PVXH
simptomlari olan, prostat vezinin hacmi =30 ml, PSA
miqgdari 1,5-10 ng/ml araliginda dayisen 4325 kisi
Uzerinde 3 adad 2 illik, coxmarkazli, coxmillatli,
plasebo nazarstli, ikigat kor tedgigatda tasir
giymatlandirilmisdir. Daha sonra tedgigatlar aciq
etiketli sakilde, 4 ile gadsr middestde davam
etdirilirdi ve daha avvel dutasterid gebul etmis
pasiyentlar eyni 0,5 mq dozani qgsabul edirdi.
Plasebo grupuna randomiza olunmus pasiyentlarin
37%-i ve dutasterid grupuna randomize edilmis
pasiyentlarin  40%-i névbsti 4 il middstina
tadgigatda qgaldi. Agiq etiketli genislenmada yer
alan 2340 istirakg¢inin bdyuk gismi (71%) daha 2 illik
alave muialicads istirak etdilor.

on vacib klinik effektivliik paramatrleri Amerika
Uroloji Assosiasiyasin Simptom indeksi (AUA-SI),
sidik axininin maksimal sirati (Qmax), kaskin sidik
langimesi vo PVXH ile slagali carrahi midaxile
hallarinin tezliyi olmusdur.

UAU-SI maksimum 35 ballig, PVXH ile bagh
simptomlar barasinda 7 bandli sorgudur. Tedgigatin
avvalinds orta bal texminan 17 idi. MUalicadan 6 ay,
1 il, 2 il sonra plasebo grupunda orta yaxsilasma
muovafiq olaraqg 2,5 bal, 2,5 bal va 2,3 bal olmusdur,
bununla yanasi dutasterid qrupu gostaricileri
muovafiq olaraq 3,2, 3,8, 4,5 bal yaxsilasdirmisdir.
Qruplar arasindaki ferq statistik shamiyyatli idi.
Ikigat kor tadgiqgatin ilk 2 iki ili middstinde AUA-S
gOstericilarinin yaxsilasmasi aciq etiketli
geniglonmis tedgigatin slave 2 ili muddstinde
saxlaniimisdir.

Qmax (maksimal sidik axini)

Tadgigat G¢ln orta baslangic Qmax dayari taxminan
10 ml/san (normal Qmax = 15 ml/san) taskil edir. Bir




CTATUCTMYECKM 3Ha4YUMbIMWU. YnydweHue AUA-SI,
Habngaemoe B Te4eHue nepsbix 2 neT ABOWHOro
CNenoro neyveHusl, COXpaHSANocb B  TeYeHue
OOMNONHUTENbHBIX 2 NEeT OTKPbITbIX PaCLUMPEHHbIX
nccnegoBaHum.

Qmax (MakcumaribHbIlG MOMOK MOYU)

CpegHee  ucxogHoe  3HadyeHne  Qmax AN
nuccnegoBaHum coctaenano npubn. 10 mn/cek
(HopmanbHast Qmax = 15 mn/cek). MNMocne ogHoro n
OBYX IeT nevyeHuss MnoToK B rpynne nnauebo
ynyudwwunca Ha 0,8 n 0,9 mn/cek COOTBETCTBEHHO U
Ha 1,7 n 2,0 mn/cek COOTBETCTBEHHO B rpynne
aytactepuga. PasHvua wmexagy rpynnamu  6bina
CTaTUCTUYECKM 3Ha4mMmon ¢ 1-ro no 24-n mecsu.
YBenuyeHne MakcuMaribHON CKOPOCTM NOTOKA MOYMU,
Habnogaemoe B Te4eHue nepsbiX 2 neT ABOWHOro
CNenoro neyveHusl, COXpaHSANocb B  TeYeHue
OOMNOSNHUTENbHBIX 2 NEeT OTKPbITbIX PaCLUMPEHHbIX
nccrnegoBaHun.
Ocmpasi  3adepxka
emewiamersibCcmeo
Mocne aByx net neyenuns yactora O3M cocTtaBuna
4,2% B rpynne nnauebo no cpaBHeHuto ¢ 1,8% B
rpynne gytactepuaa (CHWKeHue pucka Ha 57%). 31o
pasnuumMe SIBNSETCS CTaTUCTUYMECKU 3HA4YUMbIM U
O3HauvaeT, 4to 42 nauueHta (95% [OWN: 30-73)
HY>XOaloTCA B NTEYEHUN B TeYeHMEe OBYX NeT, 4Tobbl
nsbexatb ogHoro criyqas O3M.

Yactota onepaumn no nosogy AITPK uepes aBa
roga coctaeuna 4,1% B rpynne nnaue6o un 2,2% B
rpynne gytactepuaa (CHwkeHue pucka Ha 48%). 3to
pasnuumMe SBNSAETCS CTaTUCTUYECKM 3HAYUMbIM U
o3HavaeT, yto 51 naumeHty (95% [OW: 33-109)
HeobxoOMMO NneveHne B TeYeHue ABYX JeT, 4Tobbl
n3bexarb OQHOI0 XMPYPruyeckoro BMeLLaTenbLCcTBea.
PacnpedeneHue sornoc

BnusHue pytactepuga Ha pacnpefernieHue Boroc
dopmarnbHO He u3y4anocb B pamkax MporpamMmmbl
¢asbl ll, ogHako nHrMbuTopsbl 5-anbda-peaykrasbl
MOryT yMeEHbLlaTb BbINaAeHWe BOMOC WU  MOTyT
MHOYLUMpOBATb pPOCT BOMOC Yy MAUMEHTOB C

MOYU U  Xupypauyeckoe

difference is statistically significant and means that 42
patients (95% CI: 30-73) need to be treated for two
years to avoid one case of AUR.

The incidence of BPH-related surgery after two years
was 4.1% in the placebo group and 2.2% in the
Dutasteride group (48% risk reduction). This
difference is statistically significant and means that 51
patients (95% CI: 33-109) need to be treated for two
years to avoid one surgical intervention.

Hair distribution

The effect of dutasteride on hair distribution was not
formally studied during the phase Il programme,
however, 5 a-reductase inhibitors could reduce hair
loss and may induce hair growth in subjects with male
pattern hair loss (male androgenetic alopecia).
Thyroid function

Thyroid function was evaluated in a one year study in
healthy men. Free thyroxine levels were stable on
dutasteride treatment but TSH levels were mildly
increased (by 0.4 ulU/mL) compared to placebo at the
end of one year treatment. However, as TSH levels
were variable, median TSH ranges (1.4 - 1.9 plU/mL)
remained within normal limits (0.5 - 5/6 plU/mL). Free
thyroxine levels were stable within the normal range
and similar for both placebo and dutasteride treatment.
The changes in TSH were not considered clinically
significant. In all the clinical studies, there has been no
evidence that dutasteride adversely affects thyroid
function.

Breast neoplasia

In the 2-year clinical trials, providing 3,374 patient
years of exposure to dutasteride, and at the time of
registration in the 2-year open label extension, there
were 2 cases of breast cancer reported in dutasteride
- treated patients and 1 case in a patient who received
placebo. In the 4-year CombAT and REDUCE clinical
trials providing 17,489 patient years exposure to
dutasteride and 5,027 patient years exposure to
dutasteride and tamsulosin combination there were no
cases of breast cancer reported in any treatment
groups.

va iki illik mualicadan sonra axin plasebo qrupunda
muvafig olarag 0,8 ve 0,9 ml/san, dutasterid
grupunda iss 1,7 ve 2,0 ml/san yaxsilagsmisdir.
Qruplar arasindaki ferq ilk aydan 24-ci aya kimi
statistik shamiyyatli olmusdur. Ikigat kor tedgigatin
ilk iki ili mtddatindas izlenilan sidik axininin maksimal
suratinin artmasi ndvbati slavae iki il arzinds aparilan
aciq etiketli geniglondiriimis tedgigat zamani
saxlaniimisdir.

Kaskin sidik langimasi ve carrahi miidaxils

iki illik mualiceden sonra KSL tezliyi plasebo
grupunda 4,2%, dutasterid grupunda 1,8% (riskin
57% azalmasi) teskil etmisdir. Bu farq statistik
shamiyyatlidir vo 0 demakdir ki, 42 pasiyent (95%
Cl: 30-73) bir KSL halinin bas vermamasi tg¢lin 2 il
mualice almalidir.

PVXH sebebindan cerrahi amsaliyyat hallarinin
tezliyi 2 ilden sonra plasebo grupunda 4,1% ve
dutasterid grupunda 2,2% (riskin 48% azalmasi)
toskil etmisdir. Bu farq statistik shamiyyatli sayilir ve
0 demakdir ki, 51 pasiyent (95% Cl: 33—109) cearrahi
midaxilenin  olmamasi UctGn 2 il muaddstinda
mUalice almalidir.

Tlklorin paylanmasi

Dutasteridin tlklarin paylanmasina tasiri faza Il
program ¢argivasinde rasman &yrenilmamisdir,
lakin, 5-a-reduktaza inhibitorlari sa¢ tékilmasini
azalda vae kisi tipli (kisi androgen mangali alopesiya)
kegellasmasi olan pasiyentloerds sa¢ uzanmasini
artira bilir.

Qalxanabanzar vazi funksiyasi

Qalxanabenzar veazi funksiyasi saglam Kkisiler
Uzerinda aparilan bir illik tedgigatda
giymatlandirilmisdir. Dutasteridle mialica dévrinda
sorbast tiroksinin saviyyasi stabil galmisdir, lakin,
TSH seaviyyasi 1 illik mlalicenin sonunda plasebo
grupu ile miqayisada cizi ylksalmisdir (taxminan

0.4 pBV/ml). Lakin TSH saviyysleri daimi
olmadigindan TSH-in orta gbstericisi (1,4-1,9
puBV/ml)  norma daxilinde (0,5-5/6 pBV/ml),

galmisdir. Sarbast tiroksinin migdari ham plasebo




obnbiceHMeM MO MYXCKOMY
aHaporeHeTnyeckas anonewums).
QyHKUUSA WUmMosudHoU xesesbl
®PYHKUMIO  LUIMTOBMOHOW >Kenesbl OueHuBanuM B
rOAMYMHOM UWCCNEeAOBaHWM Y  340POBbIX  MYXYUH.
YpoBHM cBOBOAHOIO TMPOKCUHA BbINU CTabunbHbIMU
npu fneYeHnn gytactepuaom, Ho ypoBHU TTI Obinun
cnerka nosbiweHbl (Ha 0,4 MKME/mn) no cpaBHeHMto
c nnauebo B KoHUe roguyHoro nedvenus. OgHako,
nockonbky ypoBHM TTI 6binM  HEMOCTOSAHHBIMW,
MeauaHbl 3Havenmn TTI (1,4-1,9 wmkME/mn)
ocTaBanuck B npegenax Hopmel (0,5-5/6 MkME/mn).
YpoBHM cBOBOAHOIO TMPOKCUHA BbINU CTabunbHbIMU
B npedenax HOPMbl M OOWHAKOBLIMU Kak ans
nnaue6o, Tak W ONS nedYeHuss OyTacTepuaoM.
UameHeHnsa TTI He cuuMTanuCb  KIMHUYECKU
3Ha4YMMbIMWU. BO BCEX KIMHUYECKMX UCCMELOBaHUNAX
He ObINO NONy4YeHO AaHHbIX O HebnaronpuaTHOM
BMMSHWM JdyTactepuga Ha (yHKUMIO LWMTOBUOHOW
Xeneasbl.

Heonnasusi Mono4yHou xernesbl

B 2-meTHMX KNUHWYECKMX WCMbITAHUSAX, B KOTOPbIX
npuHuManu yyactue 3374 nauneHTo-neT B Te4YeHne
MHOIMX NET NeYyeHns ayTacTepuaom, U Ha MOMEHT
peructpaumMm B 2-rIeTHEM OTKPbLITOM pacLUMpeHun
ObINI0 3aperncTpMpoBaHo 2 criyyas paka MOMOYHOWN
)Kenesbl Y NaumeHToB, Nony4vasLlwunx gytacrepug, u 1
cny4au B rpynne nnawue6o .B 4-neTHUX KNMHUYECKNx
ucneitaHmax CombAT n REDUCE, BkntovaBwunx 17
489 nauumeHTO-NeT neveHus gytactrepugom m 5027
nauMeHTo-NneT neyeHns kKoMObuHaumen gytactepvaa
U TamcynosuHa, He ObifNo 3aperucTpupoBaHO HU
OAHOrO Crnyyasi paka MOSIOYHOM Xernesbl HA B O4HOM
13 rpynn fievYeHuns.

[lBa anugemunonornyecknx mnccnegoBaHus crnyyam-
KOHTPOSb, OOHO U3 KOTOPbIX NpoBoAaunoch B 6ase
OaHHbIX 3apaBooxpaHeHus CLUA (n=339 cnyvaes
paka MOIOYHOWM xenesbl U N=6780 B KOHTPONbHOM
roynne), a pgpyroe B BenukobputaHun (n=398
cnyyaeB paka MornouyHon xenesbl n n=3930 B
KOHTPOMbHOW rpynne), He Nokasanv yBenuyeHus npu

TMny  (Myxckas

Two case control, epidemiological studies, one
conducted in a US (n=339 breast cancer cases and
n=6,780 controls) and the other in a UK (n=398 breast
cancer cases and n=3,930 controls) healthcare
database, showed no increase in the risk of developing
male breast cancer with the use of 5-a-reductase
inhibitors. Results from the first study did not identify a
positive association for male breast cancer (relative
risk for = 1-year of use before breast cancer diagnosis
compared with < 1-year of use: 0.70: 95% CI 0.34,
1.45). In the second study, the estimated odds ratio for
breast cancer associated with the use of 5-a-
reductase inhibitors compared with non-use was 1.08:
95% Cl 0.62, 1.87).

A causal relationship between the occurrence of male
breast cancer and long-term use of dutasteride has not
been established.

Effects on male fertility

The effects of dutasteride 0.5 mg/day on semen
characteristics were evaluated in healthy volunteers
aged 18 to 52 (n=27 dutasteride, n=23 placebo)
throughout 52 weeks of treatment and 24 weeks of
post-treatment follow-up. At 52 weeks, the mean
percent reduction from baseline in total sperm count,
semen volume and sperm motility were 23%, 26% and
18%, respectively, in the dutasteride group when
adjusted for changes from baseline in the placebo
group. Sperm concentration and sperm morphology
were unaffected. After 24 weeks of follow-up, the
mean percent change in total sperm count in the
dutasteride group remained 23% lower than baseline.
While mean values for all parameters at all time points
remained within the normal ranges and did not meet
the predefined criteria for a clinically significant change
(30%), two subjects in the dutasteride group had
decreases in sperm count of greater than 90% from
baseline at 52 weeks, with partial recovery at the 24-
week follow-up. The possibility of reduced male fertility
cannot be excluded.

grupunda ham da dutasterid grupunda stabil ve
norma daxilinde olmusdur. TSH dayisikliyi statistik
ahemiyyatli sayillmadi. He¢ bir klinik tedgigatda
dutasteridin galxanabanzar vezinin funksiyasina
manfi tesiri barasinde melumat geyds alinmamisdir.
Sid vezinin téremesi

3374 pasiyent ilinin istirak etdiyi 2 illik Kklinik
tadqgiqatlarda, illerle dutasterid istiraki ile aparilan
tadqgiqatlarda ve qeydiyyat dévrinde, 2 illik agiq
etiketli genislenmis tadqgiqatda sid vazi xarganginin
2 hall dutasterid gebul edan grupda, 1 hal ise
plasebo grupunda geyds alinmisdir. Dutasteridle
mualice aparilan 17489 pasiyent ilini va dutasterid
ilo tamsulozin kombinasiyasi ile mualice aparan
5027 pasiyent ilini 6ziinds birlasdiren 4 illik CombAT
ve REDUCE klinik tedgigatlarinda he¢ bir mialice
grupunda he¢ bir sid vezi xargengi hali geyde
alinmamigdir.

Biri ABS (n=339 sid vazi xargengi hali, n=6780
kontrol grupu), digeri ise Boyik Britaniya (n=398
sud vezi xar¢engi hali va n=3930 kontrol grupu)
sohiyya melumat bazasinda aparilan iki hadise-
kontrol  epidemioloji  tedgigati  5a-reduktaza
inhibitorlari gabul edan pasiyentlerde sid vazi
xarganginin inkisaf riskinin yuksalmasini
gbstermadi. Birinci tadqigatin naticesi kisilerde sud
vazi xargangi ile misbat alags olmadigini gbsterdi
(nisbi risk = sid vezi xargangi diagnozu qoyulana
geder 1 il istifade < 1 il istifada: 0,70: 95% CI 0,34,
1,45). Ikinci tedgigatda 5a-reduktaza inhibitoru
istifadasi ile stid vazi xarganginin inkisafi sanslarinin
istifade etmamakle hesabi nisbeati 1,08: 95% ClI
0,62, 1,87 taskil etmisdir.

Kisilerde dutasteridin uzunmuddatli gabulu ile sid
vazi xargenginin inkisafi arasinda heg¢ bir sabab-
natica alagasi misyyan edilmamisdir.

Kisi fertilliyine tasiri

Gulndslik 0,5 mqg dozada dutasteridin spermanin
xarakteristikasina tesiri 18-52 yas arasi (n=27
dutasterid, n=23 plasebo) saglam kénallt kisilarde
52 hafte mialica ve 24 hafte mialicedan sonraki




puCke pasBUTMS paka MOJTOYHOW Xenesbl Y MyXYuH
npu MNPUMEHEHUM WHIMOUTOPOB 5-a-pendykTasbl.
PesynbTatbl NepBoro MccrnenoBaHUsi He BbISBUMNU
MONOXUTENBLHOW CBA3W C PakoM rpyan y MYXYUH
(OoTHOCUTENBHbLIN pUCK ANa = 1 roga Ucnosb3oBaHUs
[0 NOCTaHOBKWM AMarHo3a paka MosiouHOM Xenesbl No
cpaBHeHMO ¢ < 1 roga mncnonb3oanus: 0,70: 95%
On 0,34, 1,45). Bo BTOpOM wuccnegoBaHum
pacyeTHOe OTHOLLUEHWE LIAHCOB paka MOMOYHOMN
)Kenesbl, CBA3aHHOro C NPUMEHEHUEM MHIMBUTOPOB

5-anba-peaykrassl, no CpaBHEHNIO c
Heucnonb3oBaHueMm, coctasuno 1,08:95% N 0,62,
1,87).

MpuynHHO-CcNeacTBeHHas CBSI3b Mexay

BO3HWKHOBEHWEM paka MOJIOYHOW Xenesbl Y MyXX4YuH
W ONUTENbHBIM NPUMEHEHWEM JyTacTtepuga He
yCTaHOBIEHa.

BriusiHue Ha MyXcKyro chepmusibHOCMb

BnusHne pytactepyga B po3e 0,5 wmr/cyT Ha
XapakTePUCTUKN CNepMbl OLEHUBANMN y 340pPOBbIX
nobpoBonbueB B Bo3pacte ot 18 go 52 net (n=27
ayTtactepug, n=23 nnauebo) B TeyeHne 52 Hegenb
neyexvs n 24 Hegenb HabnOEHNSA NOcne NevYeHus.
Uepes 52 Hegenu cpegHee NMpPOLEHTHOE CHUMXKEHUe
MO CpPaBHEHMIO C WCXOAHbIM YPOBHEM o0OLLero
Konun4yectBa crnepmaTo3ouaoB, oObema crnepMbl U
NOABWXHOCTM cnepmaTo3onaoB coctaBuno 23%,
26% 1 18% CcOOTBETCTBEHHO B rpynne gyractepuaa
C nonpaBkOW Ha WM3MEHEHUSI MO CPaBHEHWU C
MCXOAHBIM  ypoBHEM B  rpynne  nnaue6o.
KoHueHTpauua cnepmaTo3onaoB uM  mMopcdonorus
crnepmMaTo3ougoB He uamMeHunucb. Yepes 24 Hegenu
HabnogeHnsa cpegHee MNPOLEHTHOE U3MEHeHue
obuero komvyecTBa CrnepMaTo3ougoB B rpynne
ayTtactepuga octaBanocb Ha 23% HWKe UCXOOHOro
ypoBHs. B TO Bpemsi Kak cpegHue 3Ha4yeHusi BCEX
napaMeTpOB BO BCE MOMEHTbI BpEMEHWN OCTaBanuchb
B npegenax HOPMblI W He COOTBETCTBOBaNu
npeaonpeneneHHbIM KpUTepusim KIUHUYECKU
3Hayumoro nameHeHus (30%), y ABYX CyOBLEKTOB B
rpynne pyrtactepuga 6bi10 CHKEHME KOINM4ecTBa

dévr middstinde qgiymsatlandiriimisdir. 52 haefte
sonra dutasterid qrupunda spermatozoidlerin
amumi miqdart, spermanin hacmi Vo
spermatozoidlarin harekatliliyinin baslangic seviyye
ile mugayiseds orla azalma faizi mivafiq olaraq
23%, 26%, Vo 18%  toskil etmisdir.
Spermatozoidlerin  morfologiyasi va  qatilig
dayismamisdir. 24 heftelik misahideden sonra
dutasterid qrupunda sprematozoidlerin  Gmumi
miqdari baslangic saviyye ile migayiseds 23%
azalmisdir. Batiin parametrlarin orta gdstaricilerinin
daima norma daxilinds galmasi ve klinik shamiyyatli
dayisiklik telablerine (30%) uygun gelmadiyi bir
dbvrde dutasterid qrupundaki 2 subyektds 52-cCi
hefteye baslangic seviyye ile migayisads
spermatozoidlerin migdarinda 90% azalma bas
vermisdir, ndvbati 24 hafte arzinds iss hissavi barpa
izlonilmisdir. Kisi fertilliyinin zaiflomasini istisna
etmak olmaz.




crnepmaTo3ongos 6onee Yyem Ha 90% MO CpaBHEHUIO
C WUCXOOHbIM YpOBHEM. u4epe3d 52 Hepenn c
YacTUYHBIM BbI3OOPOBIEHMEM 4epe3 24 Hepemnu
HabnogeHuss. Henb3s wucknyaTtb BO3MOXHOCTb
CHWXEHUSA MYXCKO epTUNBHOCTMW.

CepdeuyHas HeOocmamo4yHOCMb

B 4-netHem wuccneposanmm AITDK gytactepua B
KOMOGUHauUMM ¢ TamcynosvHoM Yy 4844 mMyx4dnH
(nccnepgoBanne CombAT) wyacTtota cepoedHoun
HeJOCTaTO4HOCTM B rpynne KOMOWHMPOBaHHOMW
Tepanun (14/1610, 0,9%) Gbina Bbilwe, Yem B Nitob6on
rpynne moHotepanuu: gytactepug (4/1623, 0,2%) n
TamcynosuH (10/1611, 0,6%).

B otgenbHom 4-netHeM uccrnegoBaHUM € y4acTueM
8231 MyxumHbl B Bo3pacTe oT 50 go 75 net ¢
npeaLwlecTBylolen oTpuuaTtensHon duoncuen paka
npencrTaTenbHOW Xenesbl U UCXOAHbIM YPOBHEM
MCA ot 2,5 Hr/mn pgo 10,0 HI/MN y MyX4uH B
Bo3pacte oT 50 go 60 net unu 3 Hr/mn u 10,0 HI/mMn
y MyXunH cTapwe 60 neTt) (uccnegoBaHue
REDUCE), y cybbekToB, MpMHMMaBLLMX gyTactepug,
B no3e 0,5 mr oguH pas B oeHb, Habnoganack 6onee
BblCOKasi 4actora CepaeqHOM HeaoCTaTOYHOCTW.
0,7%) no CpaBHEHUIO c cybbekTtamu,
npuHumaswmmn  nnauebo  (16/4126, 0,4%).
MocThbakTyM aHanu3 aToro uccnenoBaHusi nokasan
Gonee BbICOKY'O yactoTy cepaevHon
HeJOCTAaTOMHOCTM Yy  CYOBLEKTOB, MPUHUMABLLMX
aytactepug v anbga-bnokatop OOHOBPEMEHHO
(12/1152, 1,0%), nNo cpaBHEHUO C cyObeKkTamu,
NPUHUMAaBLLMMK OyTacTepua U He MPUHUMAaBLLMMU
anbda-6nokatop (18/2953, 0,6%), nnauebo wu
anbda-6nokatop (1/1399, <0,1%) nnn nnauebo u
oTcyTcTBME anbga-bnokatopa (15/2727, 0,6%).

B meTaaHanuse 12 paHgomMuanpoBaHHbIX nnauebo-
KOHTpONMpyeMbIX nnm KoMnaparop-
KOHTPONMMPYEMbIX  KIMUHUYECKUX  UCCeaoBaHuin
(n=18 802), B KOTOpbIX OLUEHMBaANUCb pPUCKM
pasBUTUSA cepaeyvHo-cocyamucTbIX NOBOYHBIX
apcbekTOB nNpM npumMeHeHun Aaytactepmga (no
CPaBHEHWNIO C KOHTPOJNBHOW Trpymnnon), He ObINo

Cardiac failure

In a 4-year BPH study of dutasteride in combination
with tamsulosin in 4,844 men (the CombAT study) the
incidence of the composite term cardiac failure in the
combination group (14/1610, 0.9%) was higher than in
either monotherapy group: dutasteride, (4/1,623,
0.2%) and tamsulosin, (10/1,611, 0.6%).

In a separate 4-year study in 8,231 men aged 50 to 75,
with a prior negative biopsy for prostate cancer and
baseline PSA between 2.5 ng/mL and 10.0 ng/mL in
the case of men 50 to 60 years of age, or 3 ng/mL and
10.0 ng/mL in the case of men older than 60 years of
age) (the REDUCE study), there was a higher
incidence of the composite term cardiac failure in
subjects taking dutasteride 0.5 mg once daily
(30/4105, 0.7%) compared to subjects taking placebo
(16/4126, 0.4%). A post-hoc analysis of this study
showed a higher incidence of the composite term
cardiac failure in subjects taking dutasteride and an
alpha Dblocker concomitantly (12/1152, 1.0%),
compared to subjects taking dutasteride and no alpha
blocker (18/2953, 0.6%), placebo and an alpha blocker
(1/1399, <0.1%), or placebo and no alpha blocker
(15/2727, 0.6%).

In a meta-analysis of 12-randomised, placebo- or
comparator-controlled clinical studies (n=18,802) that
evaluated the risks of developing cardiovascular
adverse events from the use of dutasteride (by
comparison with controls), no consistent statistically
significant increase in the risk of heart failure (RR 1.05;
95% CI 0.71, 1.57), acute myocardial infarction (RR
1.00; 95% CI 0.77, 1.30) or stroke (RR 1.20; 95% CI
0.88, 1.64) were found.

Prostate cancer and high grade tumours

In a 4-year comparison of placebo and dutasteride in
8231 men aged 50 to 75, with a prior negative biopsy
for prostate cancer and baseline PSA between 2.5

Urak catismazligi

Dutasteridin tamsulozinle kombinasiyasinin PVXH
tesirini  Gyranen, 4844 Kkisi Uzerinds aparilan
(CombAT  tadqiqgati) 4 illik  tadgigatda
kombinsolunmus  terapiya  qrupunda  Urak
gatismazhdinin  tezliyi istenilon monoterapiya
grupundakilardan daha ylksak idi: dutasterid
(4/1623, 0,2%) ve tamsulozin (10/1611, 0,6%).
Prostat vezi xargengi biopsiyasi neqativ olan 50
yasdan 75 yasadak kisilar, baglangic PSA saviyyasi
2,5-10,0 ng/ml olan 50 yasdan 60 yasadsk olan
kisilar ve ya 3,0-10,0 ng/ml olan 60 yasdan bdylk
kisilerin (REDUCE tedgigatl)), Omumi 7231
subyektin istirak etdiyi ayr 4 illik tedgigatda gtindalik
0,5 mq dozada dutasterid gabul edan pasiyentlarda
drak catismazligi tezliyinin plasebo gabul edan
grupla (16/4126, 0,4%) migayisede daha ylksak
oldugu (0,7%) mulsahide edilmisdir. Tedgigatin
postfaktum analizi Orek ¢atismazligr tezliyinin
dutasterid gsbul edan lakin alfa-blokator qgsbul
etmayan (18/2953, 0,6%), plasebo va alfa blokator
gabul edan (1/1399, <0,1%) va ya plasebo gabul
eden lakin alfa-blokator gsbul etmayan (15/2727,
0,6%) gruplarla migayiseda dutasterid ve alfa-
blokator gabul edan grupda (12/1152, 1,0%) daha
yuksak oldugunu gdstardi.

Dutasteridin gsbulu zamani Urak-damar mansali
alave tesirlarin inkigsafini (kontrol qruplar ile
mugayisedsa) &yrenan 12 randomioza olunmus,
plasebo nazaraetli va ya migayise obyekti nazaratli
klinik tedgigatlarin metaanalizinde (n=18802) lrak
catismazlhinin (RR 1,05; 95% CI 0,71, 1,57), kaskin
miokard infarktinin (RR 1,00; 95% CI 0,77, 1,30) va




BbISIBIEHO  MOCnefoBaTeNlbHOrO  CTAaTUCTUYECKNU
3Ha4YMMOro yBENUYeHUst pucCK cepaeyvHon
HepocTtaToyHoctn (OP 1,05; 95% OW 0,71, 1,57),
octporo uHdpapkta muokapga (OP 1,00; 95% AU
0,77, 1,30) unu nHcynbta (OP 1,20; 95% OW 0,88,
1,64).

Pak npedcmameribHOU Xesne3bl U OryX0su 8bICOKOU
cmerneHu 3710Kka4ecmeeHHoCmu

B 4-neTHem cpaBHeHWn nnauebo u gytactepuga y
8231 MyxuuHbl B Bo3pacTte oT 50 go 75 met ¢
npeaLwecTByOWEen oTpuuaTensHon Owuoncuen Ha
pak npeacTaTenbHOW Xernesbl U UCXOOHbIM YPOBHEM
MCA ot 2,5 Hr/mn pgo 10,0 HI/MN Yy MyX4uH B
Bo3pacTte o1 50 go 60 net unn 3 Hr/mn 1 10,0 Hr/Mn
ana MyxduH crtapwe 60 net) (MccneposaHue
REDUCE), y 6 706 cybbektoB Obina npoBeneHa
NyHKUMOHHas ©Guoncus npepcTaTenbHOW Xenesbl
(rmaBHbIM 0Opa3om B COOTBETCTBUMU C MPOTOKOSIOM)
OaHHble JOCTYNHbI NS aHanusa Ans onpegenexHns
OannoB no wkane [nucoHa. B wvccnepoBaHum
npuHAnM yyactue 1517 yenoBek ¢ AMarHO3om pak
npocTarhbl. BonblwurHcTBO cny4vaeB paka
npeacraTenbHOW Xenesbl, OOHapyXuBaembIX MNpu
6uoncun, B 00eux rpynnax nedyeHus Obinu
ONarHoCTMpoBaHb! Kak
HuskoamddepeHUmMpoBaHHble (5-6 6GannoB no
wkane Mucona, 70%).

B rpynne gytactepuaa (n=29, 0,9%) Habnoganack
bonee BbICOKasi 4acToTa paka npeactaTenbHon
xenesbl no wkane Mmucona 8-10 (n=29, 0,9%) no
cpaBHeHMO ¢ rpynnon nnauebo (n=19, 0,6%)
(p=0,15). B 1-2 rogbl KONMMYEeCTBO MNAUMEHTOB C
pakom no Lwkane MmncoHa 8-10 ObINo 0gMHAKOBLIM B
roynne paytactepuga (n=17, 0,5%) wn B rpynne
nnaue6o (n=18, 0,5%). Ha 3—4-m rogy B rpynne
aytactepuga 6bino  guarHoctupoBaHo  6Gonblue
cny4aeB paka c oueHkon 8-10 6annoB no Likane
Mwucona (n=12, 0,5%) no cpaBHeHWIO C rpynmnou
nnaue6o (n=1, <0,1%) (p=0,0035). HeT gaHHbIX O
BMMSIHUM gyTacTepuaa B TedeHue 4 NeT Ha MyXYUH
C PVYCKOM pas3BUTUS paka npegcraTtenbHON Xenesbl.

ng/mL and 10.0 ng/mL in the case of men 50 to 60
years of age, or 3 ng/mL and 10.0 ng/mL in the case
of men older than 60 years of age) (the REDUCE
study), 6,706 subjects had prostate needle biopsy
(primarily protocol mandated) data available for
analysis to determine Gleason Scores. There were
1517 subjects diagnosed with prostate cancer in the
study. The majority of biopsy-detectable prostate
cancers in both treatment groups were diagnosed as
low grade (Gleason 5-6, 70%).

There was a higher incidence of Gleason 8-10 prostate
cancers in the dutasteride group (n=29, 0.9%)
compared to the placebo group (n=19, 0.6%) (p=0.15).
In Years 1-2, the number of subjects with Gleason 8-
10 cancers was similar in the dutasteride group (n=17,
0.5%) and the placebo group (n=18, 0.5%). In Years
3-4, more Gleason 8-10 cancers were diagnosed in
the dutasteride group (n=12, 0.5%) compared with the
placebo group (n=1, <0.1%) (p=0.0035). There are no
data available on the effect of dutasteride beyond 4
years in men at risk of prostate cancer. The
percentage of subjects diagnosed with Gleason 8-10
cancers was consistent across study time periods
(Years 1-2 and Years 3-4) in the dutasteride group
(0.5% in each time period), while in the placebo group,
the percentage of subjects diagnosed with Gleason 8-
10 cancers was lower during Years 3-4 than in Years
1-2 (<0.1% versus 0.5%, respectively). There was no
difference in the incidence of Gleason 7-10 cancers
(p=0.81).

The additional 2-year follow-up study of the REDUCE
trial did not identify any new cases of Gleason 8-10
prostate cancers.

In a 4-year BPH study (CombAT) where there were no
protocol-mandated biopsies and all diagnoses of
prostate cancer were based on for-cause biopsies, the
rates of Gleason 8-10 cancer were (n=8, 0.5%) for
dutasteride, (n=11, 0.7%) for tamsulosin and (n=5,
0.3%) for combination therapy.

Four different epidemiological, population-based
studies (two of which were based on a total population

ya insultun (RR 1,20; 95% CI 0,88, 1,64) bas
vermasi riskinin statistik shamiyyatli ylksalmasi
geyda alinmamisdir.

Prostat vezi xargangi ve yliksek daracsli badxassali
téramalar

Prostat vezi xargengi biopsiyasi neqativ olan 50
yasdan 75 yasadak kisilar, baglangic PSA saviyyasi
2,5-10,0 ng/ml olan 50 yasdan 60 yasadsk olan
kisilar ve ya 3,0-10,0 ng/ml olan 60 yasdan bdylk
kisilerin (REDUCE tedgigatl)), 0mumi 8231
subyektin istirak etdiyi 4 illik plasebo ile dutasteridin
migayise tedgigatinda 6706 subyektds Qlison
skalasi Uzre qgiymetlondirme apariimasi Ugln
prostat vazinin punksion biopsiyasi (asas etibari ila
protokola uydun olaraq) aparildi. Tedgiqatda
prostat vezi xar¢angi diagnozlu 1517 nafer istirak
etdi. Her iki grupda biopsiya zamani agkarlanan
prostat vazi xargengi hallarinin bdyik gismi asagi
diferensasiyali kimi giymatlandirildi (Qlison skalasi
Uzre 5-6 bal, 70%).

Plasebo qrupu ile miqayiseda (n=19, 0,6%)
(p=0,15) dutasterid grupunda (n=29, 0,9%) Qlison
skalasi Uzre 8-10 balla giymatlandirilen prostat
vazinin xargengi tezliyinin yiksak oldugu muisahide
edildi. ilk iki ilde Qlison gkalasi Gizre 8-10 ballig
prostat vezin xergangi olan pasiyentlarin sayi
dutasterid (n=17, 0,5%) ve plasebo (n=18, 0,5%)
grupunda eyni idi. 3-4-ci illerde plasebo grupu ile
migqayiseds (n=1, <0,1%) (p=0,0035) dutasterid
grupunda (n=12, 0,5%) daha c¢ox Qlison skalasi
Uzra 8-10 balliq prostat vazi xargengi hallari geyda
alindi. 4 il earzinde dutasteridin prostat vezi
xar¢anginin inkisafi riskine malik kigilera tasiri
barasinde malumat yoxdur.

Qlison skalasi Gzra 8-10 balliq prostat vazi xar¢angi
diagnozlu subyektlerin say! dutasterid qrupunda
zaman kesikleri (1-2ci ve 3-4-cl ller) arzinde
dayismaz qaldi (her zaman kasiyi G¢lin 0,5%)
bunula bele plasebo grupunda Qlison skalasi tzra
8-10 balhlg prostat vezi xargengine malik
pasiyentlarin sayi 3-4-cl illarda 1-2-ci illara nazaran




MpoueHT cybGbLEKTOB C AMarHO30M paka No Lukane
mncoHa 8-10 ObIN MOCTOSIHHBIM B TEYeHue
nepvoaoB BpemMeHu wuccnefosaHus (rogbl 1-2 un
roasl 3—4) B rpynne gytactepuga (0,5% B kaxabiv
nepuog BpeEMEHMU), B TO BPEMS Kak B rpynne nnauebo
NPOLEHT y NauneHToB ¢ AnarHo3om pak 8-10 6annos
no wkane MuncoHa 6bina HUXe B TedeHne 3-4 ner,
yem B Trogbl 1-2 (<0,1% npotue 0,5%
COOTBETCTBEHHO). He ObiNO HMKaKoW pasHuubl B
3abonesaemocTtn pakom [nmconHa 7-10 (p = 0,81).
[ononHutensHoe 2-neTtHee nocriegyrolilee
nccneposaHne k REDUCE He BbIsIBUNO HOBbIX
cnyyaeB paka npeacrtatensHonm xenesol 8-10
©annos no wkane MucoHa.

B 4-netHem wuccnegosavum OITDK (CombAT), B
KOTOPOM He npoBoAuNUCb obs3aTenbHble Ans
npotokona ©Owuoncun, a BCe AnarHo3bl paka
npeacrartenbHoM kenesbl OblMM  OCHOBaHbl Ha
ovoncum No npuyMHe, 4YacTtoTa paka no Lkane
mucona 8-10 6bina (n = 8, 0,5%) ans gytactepuaa,
(n=11, 0,7%) pnsa TamcynosuHa u (n=5, 0,3%) ans
KOMOUHNPOBaHHOW Tepanuu.

YeTblpe pa3sHbIX 3NNAEMUNONIOTNYECKUX
NoNynsILMOHHBIX MCCredoBaHus (OBa U3 KOTOPbIX
nposoaunuce Ha obwen nonynaumum 174 895
yenoesek, oAaHo Ha nonynsuum 13 892 n ogHo Ha
nonynsauun 38 058) nokasanu, 4TO MCNONb3OBaHWE
MHrMBUTOPOB 5-anba-peaykrasbl HEe CBSA3aHO C
BO3HWKHOBEHMEM paka npencraTenbHON Xenesbl
BbICOKOW CTEMEHWN 3110Ka4YE€CTBEHHOCTU, HU C pPaKkoM

npegcraTtensHom Xenesbl, HU c obuwen
CMEpPTHOCTLIO.

B3anmocBssb Mexay AyTactepuaom M pakom
npeacrtatenbHON  Xenesbl  BbICOKOW  CTeneHu

3110Ka4eCTBEHHOCTU He SACHa.
KnuHuyeckas aghgpekmusHocmb u 6e3onacHOCMb
mamcyno3uHa

TamcynosvH yBenMynBaeT MakCUMaribHY CKOPOCTb
notoka Mmoun. OH cHUMaeT o6CTpyKUuio, paccnabnas
rmagkme Mblllbl  NPeAcTaTenbHON  xenesbl U
ypeTpbl, TEeM CcaMbiM  Yynydlwass CUMMMTOMBbI

of 174,895, one on a population of 13,892, and one on
a population of 38,058) showed that the use of 5-a-
reductase inhibitors is not associated with the
occurrence of high-grade prostate cancer, nor with
prostate cancer, or overall mortality.

The relationship between dutasteride and high-grade
prostate cancer is not clear.

Clinical efficacy and safety of tamsulosin

Tamsulosin increases the maximum urinary flow rate.
It relieves obstruction by relaxing smooth muscle in the
prostate and urethra, thereby improving voiding
symptoms. It also improves the storage symptoms in
which bladder instability plays an important role. These
effects on storage and voiding symptoms are

daha az olmusdur (0,5%-o qarsi <0,1% muvafiq
olaraq). Qlison skalasi tzra 7-10 balliq prostat vazi
xargengi hallarinda he¢ bir ferg olmamisdir
(p=0,81).

REDUCE tadqgigatinin davami kimi aparilan 2 illik
tadgigat Qlison skalasi Gizra 8-10 balliq prostat vezi
xar¢angi hallari askar etmadi.

Protokol Gglin macburi sayilan biopsiyalar
aparilmayan, b0tiin  prostat vezi xargangi
diagnozlari sabab izarinden biopsiyaya asaslanan,
PVXH dyranan 4 illik (CombAT) tadgigatinda Qlison
skalasi Ozre 8-10 ballig xargeng hallarinin tezliyi
ham dutasterid (n = 8, 0,5%), ham tamsulozin
(n=11, 0,7%), ham da kombinaolunmus terapiya
(n=11, 0,7%) olan grupda izlenilmisdir.

4 farqgli epidemioloji populyasion tedgiqatlar (ikisi
174895 neferlik populyasiyada, biri 13892 naferlik,
biri 38058 naferlik populyasiyada) gbsterdi ki, 5-a-
reduktaza inhibitorlarinin  istifadesi  yilksak
badxassalilik daracali prostat vazi xargengi, prostat
vazi xar¢angi ve Umumi élim daracaesi ile slagadar
deyil.

Dutasterid ile yUksak badxassalilik daracali prostat
vozi xergangi arasinda qarsiligh elage aydin
deyildir.

Tamsulozinin klinik effektivliyi ve tehlikssizliyi

Tamsulozin sidiyin maksimal axin siratini artirir. O
obstruksiyani aradan qaldirir, prostat vezi ve sidik
kanalinin saya azalslerini bosaldir, bununla da




ModeuncnyckaHns. OH Takxke ynydllaeT CUMNTOMbI
HaKOMMEHUs, B KOTOPbIX BaXHYK pONfb urpaet
HecTabunNbHOCTb MOYEBOro My3blps. 3TN adhekTbl
Ha HakonneHne ”n CUMNTOMblI MOYEUCMyCKaHUs
COXpaHSATCA BO BpeMsa ANUTENbHOW Tepanuu.
HeobxoouMoCTb XUPYPruyeckoro BMmelLaTenscTea
UNu KaTeTepmsauumn 3Ha4YMTeNbHO OTKaabiBaeTCs.

AHTaroHUCTHbI 01-aApeHOPEeLenTOPOB MOTYT CHIDKaTb
apTepuanbHOe [aBfieHMe 3a CYET CHWXEHWSA
nepudpepudeckoro conpoTtmereHnda. Bo Bpewms
nccrnegoBaHUM C TamMCyno3vHOM He Habroganoch
CHWKEHWS1 apTepuanbHOro AaBIieHWUs Kakoro-rmbo
KNMMUHUYECKOTO 3HaYEHUS.

Hemckas nonynayus

[BonHoe cnenoe, paHooMmnsMpoBaHHoe, nrauebo-
KOHTpOnMpyemMoe nccriefoBaHue ¢ AmanasoHoMm 03
OblNI0 NpoBeAeHO y OeTen C HenponaTtudeckum
Mo4yeBblM ny3bipem. B obwen cnoxHoctn 161
pebeHok (B Bo3pacte oT 2 pgo 16 net) Obin
paHgomMuaupoBaH u nporedeH 1 u3 3 pos
TamcynosuHa (Huskas [0,001-0,002 mr/kr], cpeaHsis
[0,002—0,004 wmr/kr] n Bbicokas [oT 0,004 go 0,008
Mmr/kr]) nnm nnaue6o. MNepBUYHOA KOHEYHOW TOYKOM
BbINO KONMMYECTBO MaLMEHTOB, Y KOTOPLIX AaBleHne
B TOYKe yTeuku getpysopa (TOA) cHmaunock 0o <40
cMm H20 Ha ocHoBe OByX OLIEHOK B OAWMH U TOT Xe
OeHb. BTOpPMYHBLIMW KOHEYHbIMW TO4YKamMu Obinu:
dakTuyeckoe U  MPOUEHTHOE W3MEHEHWe Mo
CpPaBHEHWIO C UCXOOHBIM YPOBHEM [aBleHns B TOYKe
yTedKn OeTpy3opa, yrydlleHne unu crabunmsaums
rmapoHedpo3sa 1 rMapoypeTepa, a Takke U3MeHeHne
obbema Moun, NOMy4YEHHOro Npu KateTepusauum, u
KONM4ecTBO MOoYemncnyckaHumn BO Bpems
KaTeTepu3aumm, 3aduKCcupoBaHHOE B [OHEBHUKaX
kaTeTepusaumm. CTaTUCTUYECKM 3HAYMMON pasHULbI
mMexay rpynnom nnauebo u nwobon u3 3 rpynn

TamCcyno3mHa He 6bino obBHapyXeHO Hu Ans
NepBUYHbIX, HW AN KaKNUX-nnbo  BTOPMYHbIX
KOHEYHbIX Touyek. Hwukakoro  [0303aBMCUMOrO

appekTa He HabNOOANOCk HU ANs OOAHOrO YPOBHS
003bl.

maintained during long-term therapy. The need for
surgery or catheterization is significantly delayed.
ai-Adrenoreceptor antagonists can reduce blood
pressure by lowering peripheral resistance. No
reduction in blood pressure of any clinical significance
was observed during studies with tamsulosin.
Paediatric population

A double-blind, randomized, placebo-controlled, dose
ranging study was performed in children with
neuropathic bladder. A total of 161 children (with an
age of 2 to 16 years) were randomized and treated at
1 of 3 dose levels of tamsulosin (low [0.001 to 0.002
mg/kg], medium [0.002 to 0.004 mg/kg], and high
[0.004 to 0.008 mg/kg]), or placebo. The primary
endpoint was number of patients who decreased their
detrusor leak point pressure (LPP) to <40 cm H20
based upon two evaluations on the same day.
Secondary endpoints were: Actual and percent
change from baseline in detrusor leak point pressure,
improvement or stabilization of hydronephrosis and
hydroureter and change in urine volumes obtained by
catheterisation and number of times wet at time of
catheterisation as recorded in catheterisation diaries.
No statistically significant difference was found
between the placebo group and any of the 3
tamsulosin dose groups for either the primary or any
secondary endpoints. No dose response was
observed for any dose level.

Pharmacokinetics

sidiyin xaric olunmasini yungullagdirir. Hemginin
sidik kisasinin geyri-stabilliyinin vacib rol oynadigi
toplanma simptomlarini da yaxsilasdirir.
Toplanmaya ve sidiya ¢ixma simptomlarina
gostarilon tesir uzun muiddaetli terapiya zamani
saxlanilir. Carrahi midaxile ve kateterizasiyaya
zoaruriyyati texira salinir.

ai-Adrenoreseptorlarin - antaqonistleri  periferik
migavimati zsifletmasi hesabina arterial tazyiqi
asagi sala bilir. Tamsulozin ile tadgiqatlar zamani
he¢ bir klinik shamiyystli arterial tezyiq enmasi
izlonilmadi.

Usaq populyasiyasi

Neyropatik sidik kisasi olan ugaglar Gizerinds ikigat
kor, randomize olunmus, plasebo neazarst olunan,
doza diapazonlu taedqgigat apariimisdir. Umumilikde
161 usaq (2 yasdan 16 yasa kimi) randomiza
olunmus ve 3 doza tamsulozindan biri (asag!
[0,001-0,002 mag/kq], orta [0,002-0,004 mag/kq] ve
yuksak [0,004-0,008 mqg/kq]) ve ya plasebo ile
muoalice edilmisdir. llkin sonlanma néqgtasi eyni
ginde 2 o06lgma asasinda detruzorun sizma
néqtesinda tezyiqi <40 sm H20 kimi giymatlandirilen
pasiyentlarin say! idi. Ikincili sonlanma ndqtalarina
daxildir: detruzorun sizma ndgtasinda tazyigin
baslangic goésterici ile mugayiseds faktiki ve faizle

dayisikliyi, hidronefroz va hidroureterin
yaxsilasmasi ve ya stabillegsmasi, habelo
kateterizasiya glndsliyinda geyd edilmis

kateterizasiya zaman sidik ifrazinin sayi ve sidiyin
hacmindas olan dayisikliklar. Na birincili, na da ikincili
sonlanma ndqteleri baximindan plasebo grupu ile 3
tamsulozin grupu arasinda statistik shamiyyatli farq
askar edilmadi. He¢ bir doza seaviyyesi Ugln
dozadan asliliq effekti izlenilmadi.




dapmakokuHemuka

CpaBHuTenbHass 6uoaocTynHoCcTe TamMO3uH Ayo u
OAHOBPEMEHHOIO npuema ayTtactepuaa "
TaMCyrno3mHa B Kancynax no oTaenbHoCTU Obina

NpPOAEMOHCTPUpPOBaHa B Tpex pasnuUyHbIX
nccnenoBaHUsX, MPOBEAEHHbIX Ha  300POBbIX
nobpoBornbLax.

CpaBHuTEnNbHOE MCcnegoBaHne OWMOAOCTYMHOCTU
OOHOKpaTHOW A03bl MPOBOAUNM KaK HaToLlaK, Tak u
nocrne egbl. ns Tamcyno3vHOBOrO KOMMOHEeHTa
aytactepuga-tamcynosvHa Habnwganocb <50%
CHMkeHne Cmax B COCTOSHMM Mocne edbl no
CpaBHEHMIO C COCTOsiHMEeM HaTtowak. [uwa
okasblBana HesHaudutenoHoe (<10%) BnusHMe Ha
AUC TamcynosuHa.

CpaBHuTenoHoe wuccrnegoBaHne 61MoO0CTYNHOCTU
npy MHOrOKpPaTHOM MpUeMe rnokasarno, YTO CKOPOCTb
n crteneHb abcopbuum Tamo3uvH OyO aHarornyHbl
3TanoHHbIM MPOoAYyKTaMm y 340pOBbIX A0OGPOBOMbLLIEB
B PaBHOBECHOM COCTOSIHUM B YCMOBUAX Mpuema

nuLn.
BcacbisaHue

Lymacmepud

Mocne nepopanbHOro npvema OAHOKPaTHOW A03bl
0,5 wMr pyractepypga  BpemMsl  LOCTWDKEHMS
MakCUMarnbHOW KOHLeHTpauuu pgyTtactepuga B
CbIBOPOTKE KpOBM cocTaBnsieT oT 1 go 3 yvacos.
AbcontoTHast B1oOoCTyNHOCTb coctaBnseT
npumepHo  60%. Tllvwa He BAMseT  Ha
BGuodoCcTynHOCTbL AyTactepuga.

TamcynosuH

TamcynoanH BcacbiBaeTCa M3 KULLIEYHMKA M MOYTU
MOTHOCTBIO GuogocTyneH. BcackiBaHne
TamCyrno3uHa ruapoxnopuaga CHKaeTcd nocrne
HedaBHero npuema  nuwn.  PaBHOMepHOCTU

BCaCbiBaHMA MOXHO [o6utbCcHa, ecnn nauneHT
Bcerga npuHMMaeT ,El,yTamcyn nocne ogHoro u Toro
Xe npuema nuin. Tamcynoale OEMOHCTpUpyet
9KCNo3nuunio B nnasme, nponopumnoHanbHY 03e.

Mocne OA4HOKpaTHOro npmnema TamMCyno3unHa
HaToWaK KOHLUEeHTpauud TamMcyJsio3nHa B MnJjiasme

Comparative bioavailability between Tamozin duo and
concomitant dosing with dutasteride and tamsulosin
capsules separately, was demonstrated through three
different studies carried out in healthy volunteers.

The single dose comparative bioavailability study was
performed under both the fast and fed conditions. A
<50% reduction in Cmax was observed for the
tamsulosin component of dutasteride -tamsulosin in
the fed state compared to the fasted state. Food had
minor (<10%) effect on AUC of tamsulosin.

Multiple dose comparative bioavailability study
demonstrated that Tamozin duo exhibited an
equivalent rate and extent of absorption to the
reference products in healthy subjects at steady state,
under fed conditions.

Absorption

Dutasteride

Following oral administration of a single 0.5 mg
dutasteride dose, the time to peak serum
concentrations of dutasteride is 1 to 3 hours. The
absolute bioavailability is approximately 60%. The
bioavailability of dutasteride is not affected by food.
Tamsulosin

Tamsulosin is absorbed from the intestine and is
almost completely bioavailable. Absorption of
tamsulosin hydrochloride is reduced by a recent meal.
Uniformity of absorption can be promoted by the
patient always taking DuTamsul after the same meal.
Tamsulosin  shows dose proportional plasma
exposure.

After a single dose of tamsulosin in the fed state,
plasma concentrations of tamsulosin peak at around 6
hours and, in the steady state, which is reached by day
5 of multiple dosing, the mean steady state Cmax in
patients is about two thirds higher than that reached
after a single dose. Although this was observed in
elderly patients, the same finding would also be
expected in younger patients.

There is a considerable inter-patient variation in
plasma levels both after single and multiple dosing.
Distribution

Farmakokinetikasi

Tamozin duo dutasterid ve tamsulozin kapsullarinin
eyni zamanda ayri-ayriligda gabulu ile miqayisali
biomenimsanilmasi saglam kdnullllar Gzarinda
aparilan 3 farqli tedgigatda gdstarilmisdir.

Birdafalik dozanin biomanimsanilmasinin
migayiseli tadgigatt ham acqarina, ham da
yemakdan  sonra  aparilmisdir.  Dutasterid-

Tamsulozinin Tamsulozin komponenti G¢in acliq
vaziyyati ile migayiseda yemakdan sonra Cmax-In
<50% azalmasi misahide olunmusdur. Qida
tamsulozinin AUC dayaerina clizi (<10%) tasir edir.
Uzunmuiddatli gabul zamani biomanimsanilmanin
mugayiseli tedqiqi gdstardi ki, saglam koénullllards
Tamozin duo-nun absorbsiya daracesi ve slrati
tarazliq veziyyetinde va normal gqida qgabulu
soraitinds etalon mahsullara uygundur.

Sorulmasi

Dutasterid

Dutasteridin 0,5 mq dozada birdsfslik daxile
gebulundan sonra onun gan zardabinda maksimal
gatiiga catma middeti 1-3 saat teskil edir. Tam
biomanimsanilma 60% teskil edir. Qida gabulu
dutasteridin biomanimsanilmasina tasir etmir.
Tamsulozin

Tamsulozin bagirsagdan sorulur ve demak olar ki,
tam biomanimsanilir. Tamsulozin hidroxloridin
sorulmasi gida gabulundan sonra asag! dis(r.
Oger pasiyent Tamozin duo-nu hamisa eyni gida
gebulundan sonra i¢irsa sorulmanin nizamini temin
etmak olar. Tamsulozin proporsional plazma
ekspozisiyas! nimayis etdirir.

Tamsulozinin acqarina birdafalik gebulundan sonra
onun plazmadaki maksimal miqdarina 6 saat sonra
gatilir, coxdafeli gebulun taxminen 5-ci gunu
yaranan tarazliq veziyyatinde orta tarazliq Cmax bir
dafa gebul edan pasiyentlardan texminan 2/3 gadar
yuksek olur. Bu gostericilarin yagl pasiyentlorde




OOCTUraeT nuka npuMepHO 4epe3 6 4acoB, a B
pPaBHOBECHOM COCTOSIHUW, KOTOPOE AOCTUraeTcs K 5-
My [OHIO  MHOFOKpPaTHOro  npuema, CpepHsisi
paBHoBecHast Cmax Y NaLMEHTOB NPUMEPHO Ha OBe
TPETU BhILLE, YEM Y NALMEHTOB. AOCTUrAaemMoe nocrne
O[HOKpaTHOro npuema. XoTs 3To Habnwoganoch y
NOXMWIbIX MNALUMEHTOB, Takue e pesynbTaTbl MOXHO
ObI10 Obl OXMaaTh U y bonee MonoabiX NaLMEHTOB.
CyulecTByeT 3HauMTenbHas Bapuauus YpOBHEN B
nnasMe KpoOBM Yy pasHbIX MauMeHTOB Kak nocne
O[HOKpaTHOro, Tak 1 MHOTOKPaTHOIO BBEAEHMUS.
PacnipedeneHue

Lymacmepud

OyTtactepug mveet 6onbLion obbem
pacnpegenerHns (ot 300 go 500 n) u xopowwo
cBsA3biBaeTca ¢ 6enkamu nnasmel (>99,5%). NMocne
eXeJHeBHOro rnpvema KoHUeHTpauus gyTtacrtepuga
B CbIBOpOTKe pocturaeTr 65% OT paBHOBECHOM
KOHLeHTpauun 4depe3 1 mecay u npumepHo 90%
yepes 3 mecsua.

CtabunbHble KOHUEHTpauuMM B ChbIBOPOTKE KPOBWU
(Css) okono 40 Hr/mn gocTuratoTes Yepes 6 MmecsiLeB
npuema 0,5 mr oguH pa3 B AeHb. BblaoeneHwne
ayTactepuga u3 CbIBOPOTKM B CMEPMY B CpPeLHEM
coctaBuno 11,5%.

Tamcyno3uH
Y  MyX4uH TamcCynosumH npumepHo Ha 99%
cBA3biBaeTcas C¢  Oenkamu  nnasmbl.  O6bem

pacnpegeneHusa Hesenuvk (okono 0,2 n/kr).
GBuompaHcpopmayus

Lymacmepud

IyTtactepug akTMBHO MeTabonuanpyetcs in vivo. In
vitro gytactepug metabonusanpyetcs LUTOXPOMOM
P4so 3A4 n 3A5 0o Tpex MOHOrMAPOKCUIMPOBaHHbIX
MeTabonmMToB M OOHOrO OUTMAPOKCUIIMPOBAHHOMO
meTtabonuta. [locne nepopanbHOro  npuema
aytactepuga B pose 0,5 mr/cyT oo AOCTUXEHUs
paBHoBecHoro coctosiHua ot 1,0 go 154 % (B
cpeaHeM 5,4 %) BBe4eHHOM 03bl BbIBOAUTCH B BUAE
HenM3MeHeHHoro gytactepuga c kanom. OcTanbHoe
BbIBOAMTCA C dekannsiMM B Buae 4 OCHOBHbIX

Dutasteride

Dutasteride has a large volume of distribution (300 to
500 L) and is highly bound to plasma proteins
(>99.5%). Following daily dosing, dutasteride serum
concentrations achieve 65% of steady state
concentration after 1 month and approximately 90%
after 3 months.

Steady state serum concentrations (Css) of
approximately 40 ng/mL are achieved after 6 months
of dosing 0.5 mg once a day. Dutasteride partitioning
from serum into semen averaged 11.5%.

Tamsulosin

In man tamsulosin is about 99% bound to plasma
proteins. The volume of distribution is small (about 0.2
1/kg).

Biotransformation

Dutasteride

Dutasteride is extensively metabolized in vivo. In vitro,
dutasteride is metabolized by the cytochrome Paso
3A4 and 3A5 to three monohydroxylated metabolites
and one dihydroxylated metabolite.

Following oral dosing of dutasteride 0.5 mg/day to
steady state, 1.0% to 15.4% (mean of 5.4%) of the
administered dose is excreted as unchanged
dutasteride in the faeces. The remainder is excreted in
the faeces as 4 major metabolites comprising 39%,
21%, 7%, and 7% each of drug-related material and 6
minor metabolites (less than 5% each). Only trace

izlanmesinae baxmayaraq cavan pasiyentloerds de
bu gdzlenilandir.

Ham birdafalik, hem da c¢oxdafslik gabuldan gan
plazmasindaki migdarin ~ genis  variasiyasil
mévcuddur.

Paylanmasi

Dutasterid

Dutasterid genis paylanma hacmina malikdir (300-
500 I) va plazma zilallari ile yikssk birlagir
(>99,5%). Gulndelik gebuldan 1 ay sonra
dutasteridin plazmada gatiigi tarazlig gatihdinin
65%-8, 3 ay sonra iss 90%-a catir

Gindes 0,5 mq dozada gabul edildikde 6 ay sonra
gan zerdabinda stabil gatiliq (Css) 0,4 ng/ml catir.
Dutasteridin gan zerdabindan spermaya kegmasi
11,5% toskil edir.

Tamsulozin

Kisilarde tamsulozin taxminan 99% plazma zulallari
ile birlagir. Paylanma hacmi kigikdir (texminan 0,2
I’kq).

Biotransformasiyasi

Dutasterid

Dutasterid in vivo aktiv metabolize olunur. In vitro
dutasterid sitoxrom P4so 3A4 ve 3A5 igtiraki ile g
monohidroksillesmis metabolita Vo bir
dihidroksillasmis metabolite kimi metaboliza olunur.
Dutasteridin tarazliq vaziyysti alds olunana gadar
0,5 mq dozada glindalik peroral gabulundan sonra
gebul olunmus dozanin 1,0-15,4%-i (ortalama




meTabonuToB, Bknovarowmux 39%, 21%, 7% n 7%
Kaxgoro BellecTBa, CBA3aHHOroO C fnekapcTtBoMm, n 6
BTOpPOCTENEHHbIX  MeTabonutoB  (MeHee 5%
kaxgoro). B moue uenoseka o6HapyxuBalTCs
TONbKO CreJoBble  KONUMYECTBA HEU3MEHEHHOro
aytactepuaa (meHee 0,1% oT 403bl).

TamcynosuH
TamcynosnH wumMeeT HU3KUA 3dEKT nepBoro
NPOXOXOEHWS, Tak Kak MeOJsieHHO

meTabonuanpyetcs. bonblas YacTe TamcynosuHa
nNpuCyTCTBYeT B MNnasmMe B BuAE HEW3MEHEHHOro
aKkTMBHOro BellecTBa. MeTabonuampyeTcs B neyeHu.
Y KpbiC TaMCYNO3WH eBa N1 Bbi3biBan WHAYKUMIO
MUKpPOCOMasibHbIX (PEPMEHTOB NeYeHn. PesynbTaThbl
nccnenoBaHumn in Vitro NO3BONSAT MPEAnONOXMUTb,
yto CYP3A4, a Ttakke CYP2D6 yuacTtBylOT B
MeTabonmMame C BO3MOXHbIM He3Ha4MTerNbHbIM
BKITA40M B mMeTabonmam TamcyrnosuvHa
rmgpoxnopuga  apyrmx  nsodepmeHtos  CYP.
WHrnbumpoeaHne depmeHtoB CYP3A4 n CYP2D6,
mMeTabonuanpylowmnx neKkapcTBEeHHble  CpeacTsa,
MOXET MNPMBECTU K MOBLILEHHOMY BO34ENCTBUIO
TamcynosuHa rugpoxnopuga. Hu  oguH  u3
MeTabonuToB He siBNSeTca Gonee akTUBHLIM, YeM
NCXOOHOE CoeUHEHME.

BbigedeHue

Lymacmepud

Mocne nepopanbHOro nNpyemMa gytacrepuaa B Jos3e
0,5 mMr/cyT 0o AOCTUXEHWS PaBHOBECHOIO COCTOSIHUSA
ot 1,0 go 15,4 % (B cpegHem 5,4 %) BBEAEHHON
003bl  BbIBOOUTCA B BUOE  HEU3MEHEHHOIo
ayTtactepuga ¢ kanom. OcTtanbHOe BbIBOOUTCH C
dekanuammn B Buage 4 OCHOBHBLIX MeTabonuToB,
Bkntoyawwmux 39%, 21%, 7% wn 7% Kaxgoro
BELleCcTBa, CBHA3aHHOIO C JlekapcTBoM, M 6
BTOpPOCTENEHHbIX  MeTabonutoB  (MeHee 5%
kaxgoro). B moue uyenoBeka o6HapyxuBaloTCs
TONbKO CreJoBble  KONUMYECTBA HEU3MEHEHHOro
aytactepuaa (meHee 0,1% oT 403bl).

BeiBegeHve gyTtactepuga 3aBUCUT OT [03bl, U 3TOT
npouecc, MO-BMOUMOMY, OMUCbIBAeTCs  OBYMS

amounts of unchanged dutasteride (less than 0.1% of
the dose) are detected in human urine.

Tamsulosin

Tamsulosin has a low first pass effect, being
metabolized slowly. Most tamsulosin is present in
plasma in the form of unchanged active substance. It
is metabolized in the liver. In rats, hardly any induction
of microsomal liver enzymes was seen to be caused
by tamsulosin. In vitro results suggest that CYP3A4
and also CYP2D6 are involved in metabolism, with
possible  minor  contributions to  tamsulosin
hydrochloride metabolism by other CYP isozymes.
Inhibition of CYP3A4 and CYP2D6 drug metabolizing
enzymes may lead to increased exposure to
tamsulosin hydrochloride. None of the metabolites are
more active than the original compound.

Elimination

Dutasteride

Following oral dosing of dutasteride 0.5 mg/day to
steady state, 1.0% to 15.4% (mean of 5.4%) of the
administered dose is excreted as unchanged
dutasteride in the faeces. The remainder is excreted in
the faeces as 4 major metabolites comprising 39%,
21%, 7%, and 7% each of drug-related material and 6
minor metabolites (less than 5% each). Only trace
amounts of unchanged dutasteride (less than 0.1% of
the dose) are detected in human urine.

The elimination of dutasteride is dose dependent and
the process appears to be described by two
elimination pathways in parallel, one that is saturable
at clinically relevant concentrations and one that is
non-saturable. At low serum concentrations (less than

5,4%) dayisilmamis sakilde nacis vasitasila xaric
edilir. Qalan hissasi har biri mivafig olaraq 39%,
21%, 7% va 7% olmagla derman tasirli 4 metabolit
va 6 ikinci daracali metabolit saklinds (har biri 5%-
dan az) nacisle xaric olunur. Sidikda dayigiimamis
dutasteridin izleri (dozanin 0,1%-den az hissasi)
izlonilir.

Tamsulozin

Tamsulozin zaif birincili kegcma effektine malikdir,
¢unki lang metaboliza olunur. Tamsulozinin béyik
gismi ganda dayisilmamis aktiv madds seklinds
dévr edir. Qaraciyerde metabolize  olunur.
Sigcanlarda tamsulozin qgaraciyserin mikrosomal
fermentlerinin gox ciizi induksiyasina sebab oldu. in
vitro tedqgigatlar bunu demayes asas verir ki, digar
CYP izofermentlerinden CYP3A4, o clmladan
CYP2D6 tamsulozin hidroxloridin metabolizminde
clzi istirak edirler. Darman vasitelarini metabolize
eden CYP3A4 ve CYP2D6 fermentlerinin inhiba
olunmasi  tamsulozin  hidroxloridin  tasirinin
yuksalmasina gatirib ¢ixara bilar. Heg¢ bir metabolit
baslangic birlesmadan faal deyildir.

Xaric olmasi

Dutasterid

Dutasteridin tarazlq veziyysti alde olunana qgadar
0,5 mq dozada glindalik peropal gabulundan sonra
gebul olunmus dozanin 1,0-15,4%-i (ortalama
5,4%) dayisilmamis sakilde nacis vasitasila xaric
edilir. Qalan hissasi hear biri mivafig olaraq 39%,
21%, 7% wn 7% olmagla darman tesirli 4 metabolit ve
6 ikinci daracaeli metabolit saklinda (har biri 5%-dan
az) nacisle xaric olunur. Sidikde dayisiimamis




napannenbHbIMM NyTAMU BblBEAEHUS,, OOUH U3
KOTOpbIX HacbIWAETCsa Mpu KIMHUYECKM 3HaYMMbIX
KOHUEHTpauusx, a OpyroW He Hacbliwaetcd. [lpu
HU3KMX KOHLEHTpauusax B CbiBOpOTKe (MeHee 3
Hr/mMn)  gytactepug ObICTPO  BbIBOAMTCS — Kak
3aBMCUMbIM OT KOHLEHTpaLWUN, Tak U HE3aBUCUMbIM
oT KOHLIEHTpauuu nyTaMm AMMMUHAL N,
OpHokpaTHble A03bl 5 Mr unu MeHee nokasanm

ObICTpPbIN KNMpeHc " KOPOTKMI nepuwog
nonyebiBegeHns ot 3 o 9 gHen.
Mpn TepaneBTUYECKMX  KOHLUEHTpauusax nocne

nosTopHoro npuema 0,5 wmr/geHb npeobnagaet
bonee mMeOneHHbIW, NTMHENHbIV NyTb BbiBEAEHUS, a
nepuog nonyBbiBeAeHUss coctaensieT npubn. 3-5
Henenb.

Tamcyno3uH

Tamcyno3amH u ero metabonuTbl B OCHOBHOM
BbIBOAATCA C MO4YOW, npu 3TOM okono 9% [o03bl
BbIBOAUTCA B BUAE HEU3MEHEHHOrO0 akTUBHOIO
BelllecTBa.

lMocne ogHOKpaTHOro NpMema TaMcyno3vHa B Jo3e
0,4 Mr HaToWwak M B PaBHOBECHOM COCTOSIHUM
nepvog nosnyebiBegeHns coctaenset okono 10 n 13
YacoB COOTBETCTBEHHO.

lNoxuneie

Lymacmepud

dapmakokMHeTUKy ayTactepupa oueHuBanu y 36
300pOBbIX MYX4MH B Bo3pacte oT 24 o 87 net
nocne ogHOKpaTHOro npuemMa gytacrepuaa B Jose 5
mr. CyllecTBEHHOro BNUSHMS  BO3pacTa Ha
3KCMo3vuMl ayTacTepuga He Habnioganocb, HO
nepvod nonyebiBeAeHUSA Obifl KOpode Yy MyXYMH B
Bo3pacte pgo 50 net. T[lepuog nonypacnaga
CTaTUCTMYECKN He OoTnnyancss npu CpaBHEHUU
rpynnel 50-69 net ¢ rpynnon ctapiwe 70 ner.
lNoyeyHasi HeOocmamo4YyHoOCMb

Lymacmepud

BnusHue NnoYeyYyHomn HEOOoCTaTO4YHOCTH Ha
apMakokMHeTUKy gytactepuia He u3ydarnochb.
OpHako  meHee 0,1%  paBHOBeCHOW  [03bl
aytactepuga 0,5 Mr BbIBOAUTCS C MOYOM YEITOBEKA,

3 ng/mL), dutasteride is cleared rapidly by both the
concentration dependent  and concentration
independent elimination pathways. Single doses of 5
mg or less showed evidence of rapid clearance and a
short half-life of 3 to 9 days.

At therapeutic concentrations, following repeat dosing
of 0.5 mg/day, the slower, linear elimination pathway
is dominating and the half-life is approx. 3-5 weeks.
Tamsulosin

Tamsulosin and its metabolites are mainly excreted in
the urine with about 9% of a dose being present in the
form of unchanged active substance.

After a single dose of tamsulosin 0.4 mg in the fed
state, and in the steady state in patients, elimination
half-lives of about 10 and 13 hours respectively have
been measured.

Elderly

Dutasteride

Dutasteride pharmacokinetics were evaluated in 36
healthy male subjects between the ages of 24 and 87
years following administration of a single 5 mg dose of
dutasteride. No significant influence of age was seen
on the exposure of dutasteride but the half-life was
shorter in men under 50 years of age. Half-life was not
statistically different when comparing the 50-69 year
old group to the greater than 70 years old.

Renal impairment

Dutasteride

The effect of renal impairment on dutasteride
pharmacokinetics has not been studied. However, less
than 0.1% of a steady-state 0.5 mg dose of dutasteride
is recovered in human urine, so no clinically significant
increase of the dutasteride plasma concentrations is
anticipated for patients with renal impairment.

Hepatic impairment

Dutasteride

The effect on the pharmacokinetics of dutasteride in
hepatic impairment has not been studied. Because
dutasteride is eliminated mainly through metabolism
the plasma levels of dutasteride are expected to be

dutasteridin izleri (dozanin 0,1%-den az hissasi)
izlanilir.

Dutasteridin xaric olunmasi dozadan asihdir. Bu
proses biri klinik shamiyyatli konsentrasiyalarla
doymus, digsri iss doymamis olmagla iki paralel
xaric olma yolu ile bas verir. Zerdabda asagi
gatihglarda (3 ng/ml) dutasterid ham qatiligdan asili
olan, ham olmayan yollarla tez xaric olunur. 5 mq ve
daha az birdafalik dozalarda sdrstli klirens ve 3
ginden 9 glna kimi qisa yarimxaricolma dévri
gostardi.

Mualicevi gatihglarda gindaslik 0,5 mq dozada taktat
gabuldan sonra lang, xatti xaric olunma yolu
Ustinlik taskil edir, yarimxaricolma dévri ise
texminan 3-5 hafte olur.

Tamsulozin

Tamsulozin va onun faal metabolitleri asasen sidik
ilo xaric olunur, bununla yanasi dozanin 9%-i
dayisilmamis feal metabolit saklinds xaric olunur.
Tamsulozinin 0,4 mq dozada, acqarina ve tarazliq
vaziyystinde  birdefelik  gsbulundan  sonra
yarimxaricolunma ddévri mivafiq olaraq 10 ve 13
saat tagkil etmisdir.

Yaslilar

Dutasterid

Gindelik 0,5 mqg dozada dutasterid gabul
olunmagla 24-87 yagh 36 saglam kisi Uzerinde
apariimis tadqigatda dutasteridin farmakokinetikasi
giymatlendiriimisdir. Dutasteridin ekspozisiyasina
yasin shamiyyatli tesiri izlenilmamisdir. Lakin
yarimxaricolunma doévrii 50 yasadsk olan kisilerda
daha qisa idi. Yarimpargcalanma dévri 50-69 yas
grupu ile 70 yasdan bdyUk grup arasinda statistik
olaraq farglenmamisdir.

Béyrak catismazligi
Dutasterid
Bdyrak catismazhginin dutasteridin

farmakokinetikasina tesiri dyranilmamisdir. Lakin
dutasteridi tarazliq dozasinin 0,1%-dan az hissasi
sidikle xaric olundugundan béyrak ¢atismazligi olan




noaTomy y naumneHToB c NnoYyeyYyHomn
HEOOCTaTOYHOCTbID HEe OXWOAETCA  KITMHUYECKU
3HaYMMOro MOBbILLEHMWS KOHLUEHTpaLumu ayTactepuaa
B NNna3mMe KpoBMW.

lNeyeHoyHass HeOocmamo4yHocMb

Lymacmepud

BrnvsHue Ha dhapMakoOKMHETUKY gyTtactepuga npu
MEeYEHOYHOM HeaoCTAaTOYHOCTM He  M3y4yarnochb.
lMockonbKy pyTacTepua BbIBOAUTCA B OCHOBHOM
nytem wmeTabonuama, oXugaetcs,, 4YTo y 9TuX
naumMeHTOB YPOBHU AyTactepuga B nnasme Oyayt
MOBbILLIEHbI, @ NEpMO NONyBbIBEAEHUSA AyTacTepmaa
yOnuHUTCS.

Moka3aHus K NpMMeHeHuto

JledyeHne nokasaHO nauuMeHTaMm, KOTOpble Yxe
HaxogaTcs nog  KOHTpONemM  TaMcynosvHa W
aytacrtepuga, npMHUMaeMbiXx OOHOBPEMEHHO B TOM
e  pose, YyTOOBI Hagnexawum  obpasom
KOHTPONMPOBaTb CUMMATOMbI YMEPEHHOW U TSHXKENON
nobpokayecTBEHHON runepnnasum npeacraTenbHon
xenesbl  (OITIPK). CHwkeHne pucka OCTpoOM
3agepxkn  mounm  (O3BM) wm  xupyprudeckoro
BMeLUaTenbCTBa y MNaLUMEHTOB C YMEPEHHbIMU U
Tshkenbimm cumntomamm OIHK.

MpoTnBOoNnokasaHusA

- YKeHLWWHbI, AeTW 1 NOAPOCTKY;

- MaUUWEHTbI C MOBbLILEHHON YYBCTBUTENBHOCTBIO K
ayrtactepuay, opyrum nHrmbutopam 5-a-pegykrassl,
TaMCyro3uHy (BKMoYas Bbi3BaAHHLIN TaMCYJTO3MHOM
aHTMOHEBPOTUYECKMIA OTEK), COe, apaxucy Wumnm
nobbiM  OpyruM  BCMoOMoraTesNbHbIM — BELLIEeCTBaM
npenapara;

- NauMeHTbl C OPTOCTaTUYECKOW TUMNOTEH3NENn B
aHamMmHese;

- naumeHTbI c
HEeA0CTaTOYHOCThIO.

TSKEnon ne4yeHo4YHoM

Oco6ble yKazaHMsA U Mepbl NPeaoCTOPOXHOCTHU

elevated in these patients and the half-life of
dutasteride be prolonged.

Indications for use

Treatment is indicated in patients already controlled
with Tamsulosin and Dutasteride given concurrently at
the same level to appropriately control the moderate
to severe symptoms of benign prostatic hyperplasia
(BPH). Reduction in the risk of acute urinary retention
(AUR) and surgery in patients with moderate to severe
symptoms of BPH.

Contraindications

- Women, children and adolescents;

- patients with hypersensitivity to dutasteride, other 5-
a-reductase-inhibitors, tamsulosin (including
tamsulosin-induced angio-edema), soya, peanut or
any of the other excipients;

- patients with a history of orthostatic hypotension;

- patients with severe hepatic impairment.

Special warnings and precautions for use

pasiyentlerde gan zardabinda qatihdi klinik
ahamiyyatli yiksalmasi gézlanilmir.

Qaraciyar catismazligi

Dutasterid

Qaraciyer catismazhginin dutasteridin
farmakokinetikasina tasiri dyranilmayib. Dutasterid
asasan metabolizm yolu ile xaric olundugundan
ehtimal olunur ki, bu pasiyentlerde zardabda
dutasterid saviyyasi ylksak, yarimxaricolunma
dovri ise uzanmis olacag.

istifadasine gosteriglor

Prostat vazinin xosxassali hiperplaziyasinin (PVXH)
mulayim ve agir simptomlarina lazimi qaydada
nezaret etmak Ug¢Un artig eyni dozada, eyni
zamanda tamsulozin ve dutasterid qabul eden
pasiyentlerde mualice Ugln gdstarisdir. PVXH
mulayim ve agir simptomlari olan pasiyentlerds
kaskin sidik langimasi ve carrahi midaxila riskinin
azaldilmasi.

Oks gostariglar
- Qadinlar, usaglar va yeniyetmaler;
- dutasteride, digar 5-a-reduktaza inhibitorlarina,

tamsulozina (tamsulozinle slagali angionevrotik
6dem daxil olmagla), soyaya, fistiga va ya
preparatin istenilon digar komponentine qarsl

yuksok hassasligi olan pasiyentlar;




KombuHMpoBaHHyl0 Tepanuto criegyeT HasHadaTb
nocne TWaTeNbHOW OLEHKM MONb3bl U puUcka U3-3a
NoTeHUManbLHOro MOBbLILLEHHOTO pucka
HexxenaTemnbHbIX sIBNEHW (BKNoYas CepaeydHyto
HedOCTATOMHOCTL) W MOCRe  pacCMOTPEHUst
anbTepHaTMBHLIX BapUMaHTOB JleYeHus, BKIO4Yas
MOHOTEepanuio.

Pak npedcmamesbHoU Xxese3bl U 0ryXosib 8bICOKOU
cmeneHu 3710Ka4ecmeeHHoCmu

B 4-neTHeMm, MHOTIOLIEHTPOBOM,
paH4OMM3NPOBAHHOM, ABOWHOM criernom, nnauebo-
KOHTPOSNMPYEMOM nccnegoBaHum REDUCE
nsyyanocb BnusiHWe gyTtactepuga B gose 0,5 mr B
OeHb Ha MauMeHTOB C BbLICOKMM PUCKOM pPasBUTUS
paka npeacTaTernibHON Xenesbl (BKMoYas MyXYvH B
Bo3pacTe oT 50 po 75 net c yposHem NCA o1 2,5 no
10 HI/MN 1 ¢ OTpULaTenbHbIM pe3ynbTatom buoncum
npeacraTensHoW kenesbl 3a 6 MecAueB 10
BKIIIOYEHNS B MCCNEJOBaHWE) MO CPaBHEHWIO C
nnaue6o. PesynbTaTbl 3TOr0  UCCregoBaHuUs
BbiABUNN Gonee BbICOKYIO 4YacTOTy pas3BMTUS paka
npeacTaTenbHon xenesbl No wkane muncona 8-10 y
MY>XYMH, nonyyaswmx gytactepug (n=29, 0,9%), no
cpaBHeHuto ¢ nnauebo (n=19, 0,6%). Baaumocssasb
Mexay AyTacTepuaoM UM pakoMm npeacTaTerbHon
xenesbl ¢ oueHkon 8—10 6annos no wkane MucoHa
He sicHa. TakMMm 0bpasom, MY>XYMH, NPUHMMAOLLMX
3TO NeKapCTBO, crieayeT perynsipHo obcnenoBaTth Ha
HanmMune paka npeacTaTenbHON XXenesbl.

BnusHue Ha crnieyugpudeckul aHmuzeH rnpocmamal
(PSA) u obHapyxeHue paka npocmamsl

Mepepn Ha4yanom Tepanuu npenapaTtomMm TamMo3unH oyo
cnegyeT npoBecTu obcriefoBaHne naumeHTa, YTobbl
UCKMIOYNTb Hanuyne Opyrux COCTOSIHWM, KOTOpble
MOryT BbI3blBaTb TE€ € CUMMTOMbI, 4YTO U
0o0OpoKayecTBeHHas runepnnasvs npeacraTtenbHON
Xenesbl. ManbueBoe pekTanbHOEe UccnegoBaHue U,
npu HeobxoaMMocTH, onpegeneHue
npocratmnyeckoro cneuudmydeckoro aHtureHa (MCA)
crnepyeT NpoBOAUTbL O Hadana nedeHust u 4vepes
paBHble MPOMEXYTKM BPEMEHU MOCHE HErO.

Combination therapy should be prescribed after
careful benefit risk assessment due to the potential
increased risk of adverse events (including cardiac
failure) and after consideration of alternative treatment
options including monotherapies.

Prostate cancer and high grade tumorus

The REDUCE study, a 4-year, multicentre,
randomised, double-blind, placebo-controlled study
investigated the effect of dutasteride 0.5 mg daily on
patients with a high risk for prostate cancer (including
men 50 to 75 years of age with PSA levels of 2510 10
ng/ml and a negative prostate biopsy 6 months before
study enrolment) compared to placebo. Results of this
study revealed a higher incidence of Gleason 8-10
prostate cancers in dutasteride treated men (n=29,
0.9%) compared to placebo (n=19, 0.6%). The
relationship between dutasteride and Gleason 8-10
prostate cancers is not clear. Thus, men taking this
medicine should be regularly evaluated for prostate
cancer.

Effects on prostate specific antigen (PSA) and prostate
cancer detection

Before therapy with Tamozin duo is initiated, the
patient should be examined in order to exclude the
presence of other conditions, which can cause the
same symptoms as benign prostatic hyperplasia.
Digital rectal examination and, when necessary,
determination of prostate specific antigen (PSA)
should be performed before treatment and at regular
intervals afterwards.

Serum prostate-specific antigen (PSA) concentration
is an important component in the detection of prostate
cancer. Tamozin duo causes a decrease in mean
serum PSA levels by approximately 50%, after 6
months of treatment.

Patients receiving Tamozin duo should have a new
PSA baseline established after 6 months of treatment
with Tamozin duo. It is recommended to monitor PSA
values regularly thereafter. Any confirmed increase
from lowest PSA level while on Tamozin duo may
signal the presence of prostate cancer (particularly

- anamnezindas ortostatik olan
pasiyentlar;

- kaskin qaraciyar ¢atismazligi olan pasiyentlar.

hipotenziya

Xisusi gostariglar va ehtiyat tadbirlori
Arzuolunmaz hallarin (lrek catismazh@ daxil
olmaqgla) yiksek risk potensiali sababindan
kombinaolunmus terapiya fayda va riskin dagiglikle
giymatlandiriimasinden ve monoterapiya da daxil
olmaqgla alternativ. muoalice UOsullari  gdzden
kecirildikden sonra tayin olunmalidir.

Prostat veazin xsrgengi ve beadxassslilik dsracasi
ylksek olan téremasi

4 illik, goxmarkazli, randomiza olunmus, ikigat kor,
plasebo nazarstli REDUCE tadqgigati plasebo ila
miqayiseds glundalik 0,5 mq dozada dutasteridin
prostat vazin xarganginin yiksak riski (tadgiqat daxil
olmagla 6 ay avvalki PSA saviyyasi 2,5-10 ng/ml ve
prostat biopsiyasinin naticesi negativ olan 50-75
yas aras! kisilar daxil olmagla) olan pasiyentlerda
tasirini tedqiq etmisdir. Tadgigatin naticesi Qlison
skalasi Uzra 8-10 deracali prostat vazi xargenginin
inkisafi tezliyinin dutasterid ile maalice alan kigilerda
(n=29, 0.9%) plasebo ile miqayiseda (n=19, 0,6%)
daha ylUkssek oldugunu gésterdi. Dutasterid ile
Qlison sgkalasi Uzre 8-10 deracali prostat vezi
xor¢angi arasindaki garsihigh elags aydin deyil.
Belalikle, bu preparati gabul edan pasiyentlards
vaxtasir prostat vazin xarganginin olub-olmamasini
yoxlamagq lazimdir.

Prostat spesifik antigens ve prostat vazi xarganginin
askarlanmasina tesiri

Tamozin duo ile mialicays baslamazdan svval
prostat vezin xosxasssli hiperplaziyasi ile eyni
simptomlara malik diger hallari istisna etmak Ugtn
muayina olunmalidir. Barmagla rektal miayine ve
ehtiyac oldugda prostat spesifik antigenin (PSA)
musayyanlasdiriimasi mualiceys baslamazdan avval




KoHueHTpauus CbIBOPOTOYHOIO
npoctartcneumduyeckoro aHtureHa (MCA) asnsetca
BaXHbIM  KOMMOHEHTOM B  BbISIBIIEHUM paka
npencraTenbHoW Xenesbl. TaMO3UH Ayo Bbi3biBaeT
cHuxeHue cpegHero ypoBHs [1ICA B cbiBOpOTKe
npumepHo Ha 50% 4epes 6 MecsaLEB NeYeHus.

Y nauueHToB, nonyyawwmux TamosmH Oyo, A0SKeH
OblTb YCTaHOBIEH HOBbIA 0a30Bbii ypoBeHb [1CA
nocne 6 mecsiLeB neveHuss TamosnHom ayo. Nocne
3TOr0 PEKOMEHAYETCHA PErynspHO KOHTPONMpOoBaTh
3Ha4YeHus MCA. Jlioboe noaTBepXXaeHHoe
noBblileHne ypoBHsa MNMCA No cpaBHEHMIO C CaMbIM
HU3KUM YypPOBHEM BO BpeMs npuema Tamo3uHa Ayo
MOXEeT CBMOETENbCTBOBATb O HanuuMmM paka
npeacTatensHon xenesbl (0COBEHHO pak BbICOKOM
CTeneHn 3NoKkayeCcTBEHHOCTM) NN 0 HecobnoaeHnn
pexvMa Tepanuu ¢ npUMeHeHnem TamosuHa Oyo u
OOIMPKHO TLUATEeNbHO OLEHMBATbLCH, AaXe ecnv 3Tu
3Ha4YeHMs BCE ellle HaxXOoOsTCs B npeaenax HopMbl
AN MYXYMH, He TMpuMHUMMaKWux npenapar
uHrnoutopa 5-a-pegyktasbl. [lpu mHTepnpeTauum
3HadyeHua T[ICA y nauueHTa, nNpPUHMMAIOLLIEro
aytactepun, ANS  CpaBHEHMs criegyeT  uckaTb
npeablaywne 3HadeHus MNMCA.

JleueHne npenapatom TamoO3vH OyO He MellaeT
ucnono3oBaHuto  ypoeHsa [ICA B  kadecTBe
BCNOMOraTenbHOro cpeacTsa AMarHOCTMKM paka
npencraTenibHOW Xemnesbl Mocre YCTaHOBMEeHUs
HOBOIO MCXOLHOMO YPOBHSI.

O6wmn ypoeeHb INCA B CbIBOPOTKE BO3BpaLLaeTcs K
NCXOAHOMY YPOBHK B TeyeHne 6 mecsaueB nocne
npekpawleHusi nevyeHms. CooTHolleHne cBobogHOro
n obuwero NMCA ocTaeTcsa NOCTOSHHBIM Aaxe nop,
BNusiHMeM Tamo3sunHa gyo. Ecnu knmHMumncTsl pewat

ucnonb3oBatb npoueHT cBobogHoro [ICA B
KayecTBe  BcCrnomoraTenbHOro cpeactea  Ans
BbISIBIIEHNs1 paka npeacTaTenbHOW >Kenesbl Y

MY>XYMH, MpoXogswmx Tepanuio TaMO3UHOM Ayo,
KOPPEKTUPOBKA ero 3Ha4yeHusi He NoTpedyeTcs.
CepdeyHas HeOocmamo4yHoOCmb

high grade cancer) or noncompliance to therapy with
Tamozin duo and should be carefully evaluated, even
if those values are still within the normal range for men
not taking a 5-a-reductase-inhibitor. In the
interpretation of a PSA value for a patient taking
dutasteride, previous PSA values should be sought for
comparison.

Treatment with Tamozin duo does not interfere with
the use of PSA as a tool to assist in the diagnosis of
prostate cancer after a new baseline has been
established.

Total serum PSA levels return to baseline within 6
months of discontinuing treatment. The ratio of free to
total PSA remains constant even under the influence
of Tamozin duo. If clinicians elect to use percent free
PSA as an aid in the detection of prostate cancer in
men undergoing Tamozin duo therapy, no adjustment
to its value appears necessary.

Cardiac failure

In two 4-year clinical studies, the incidence of cardiac
failure (a composite term of reported events, primarily
cardiac failure and congestive cardiac failure) was
marginally higher among subjects taking the
combination of dutasteride and an ai-blocker, primarily
tamsulosin, than it was among subjects not taking the
combination. However, the incidence of cardiac failure
in these trials was lower in all actively treated groups
compared to the placebo group, and other data
available for dutasteride of ai-blockers do not support
a conclusion on increased cardiovascular risk.

Breast neoplasia

There have been rare reports of male breast cancer
reported in men taking dutasteride in clinical trials and
during the post-marketing period. However,
epidemiological studies showed no increase in the risk
of developing male breast cancer with the use of 5-a-
reductase-inhibitors. Physicians should instruct their
patients to promptly report any changes in their breast
tissue such as lumps or nipple discharge.

Leaking capsules

vo basladigdan sonra belli zaman araliglar ile
vaxtagiri apariimalidir.

Serum prostat spesifik antigenin (PSA) gatiligi
prostat vazi xerganginin askarlanmasinda vacib
komponentdir. Tamozin duo mialicenin
baslanmasindan 6 ay sonra serumda PSA-nin orta
saviyyasinin taxminan 50% azaldir.

Tamozin duo gebul eden pasiyentlorde Tamozin
duo ile mialicadan 6 ay sonra PSA-nin yeni ilkin

saviyyasi muayyanlasdiriimalidir. Bundan sonra
PSA-nin  saviyyssini mintezem yoxlaniimasi
maslehat gorGlir. Tamozin duo ile muialice

middatinde geyda alinmis an asagi PSA saviyyasi
ilo mugayisadsa istenilon tesdiglenmis ylksalis
prostat vezi xargengine (xUsusile, badxassalilik
daracasi ylksak olan xargeng) ve ya Tamozin duo
ile mlalice rejimina riayat olunmamasina isaradir ve
gOstericilear hals da 5-a-reduktaza inhibitoru
preparati gabul etmayen Kkigiler Gglin miayyen
olunmus norma daxilinde olsa bela diggstle
giymatlandirilmalidirlar. Dutasterid gsbul edan
pasiyentde PSA gdstericisinin interpretasiyasi
zaman muqgayise Ugun bilavasite avvalki gdstarici
istifade olunmalidir.

Tamozin duo preparati ile mialice PSA migdarinin
yeni ilkin seviyyesinin muayyanlasdiriimasinden
sonra prostat vezi xargenginin diagnostikasinda
kémakgi vasita kimi istifadesine manea tératmir.
Serumda Umumi PSA saviyyasi mdialica
dayandirildigdan sonra 6 ay muaddstinds ilkin
saviyyaya qayidir. Sarbast PSA ile imumi PSA
nisbati hetta Tamozin duo tasiri altinda bels
dayismaz qgalir. ©ger Klinisistler sarbast PSA faizini
Tamozin duo ile mialice olunan Kisilerde prostat
vazi xarganginin askarlanmasinda kdémakg¢i vasite

kimi istifade etmeyi qerara alsalar onun
gOstericisinin korreksiyasi tsleb olunmayacag.
Urek catismazligi

iki adad 4 illik klinik tedgigatda tirek gatismazhg
(geyde alinmig birincili drek catismazhdr ve
durgunlug drak c¢atismazligi hallarini 6ziinds aks




B OByx 4-neTHUX KMUHUYECKNX UCCNeaoBaHUNAX
4YacToTa cep,qequVl HeOOCTaTO4YHOCTH (COCTaBHOﬁ
TEPMUH 3aperncTtpnpoBaHHbIX SABMNEHUN nepaquoﬁ

cepaeydHon HeaoCTaTOYHOCTH M 3aCTOWHON
cepaevHon HeJoCTaTOYHOCTH) 6bina
He3HaunTeneHoO BbiLLe cpeau CyOBLEKTOB,

NPYHMMaBLUNX KOMOWMHauM pgytactepyga M ai-
6nokaTopa, B MepByl ovepenb TaMcCysio3vMHa. YeMm
cpeaun UCMbITYEMBIX, He NPUHUMAaBLLNX
KoMOUHaLuio. OpHako  4acToTa cepAeyHom
HeJoCTaTodHOCTU B 3TUX UccregoBaHuAX Obina
HWKEe BO BCEX Trpynnax akTMBHOIO Jie4yeHus mno
CpaBHeHWIO ¢ rpynnon nnauebo, a gpyrve gaHHble,
OOCTyNHble Ana gyTtacTepuia unu di-6nokaTopos,
HEe NOoATBEPXOAT BbIBOA O  MNOBbLILWEHHOM
cepaeyHO-CoCyaMCTOM pUCKe.

Heonna3susi Morno4Hou xenesbi

Bbinn pegkue coobLleHnst 0 pake MONOYHON XKeneabl
Yy MYX4YMH, MpUYHMMaBLUMX JdyTacTepug B Xxode
KIMMHUYECKUX UCMBbITAHWUIA U B MOCTMapPKETUHIOBbIV
nepuvog. OpHako anuageMuonornyeckme
NCCneaoBaHUs He MoKasanu MOBbIWEHUS puUcKa
pas3BUTUS paka MOJIOYHOW >Xemnesbl Y MYXYMH Mpu
NpUMEHeHUN UHMMBUTOPOB 5-a-peaykTasbl. Bpauu
OOIMKHbI  MPOMHCTPYKTMPOBATb CBOUX MaLUEHTOB,
4yTOObl OHW He3amMeanuTenbHO coobLiann o nbbIX
M3MEHEHUSAX B TKaHAX MOMNOYHOM Xenesbl, Taknx Kak
YNAOTHEHUS UNK BblAENEHNS N3 COCKOB.
lMpomekarowjue Karcynbl

[yTtactepug BcacbiBaeTCs 4epe3 KOXy, MOo3TOMy
XEHLLMHaM, eTaM U nogpocTkam crieqyeT u3beratb
KOHTakTa C npoTekalowumu kancynamu. [pu
KOHTaKTe C MpoTeKawlMMn Karncynamm MecTo
KOHTaKTa crnefyet HEMeZANIEHHO NMPOMbITb BOLOM C
MbIFIOM.

lNeyeHo4YyHass HeOocmamo4YHOCMb

OyTamcyn He wm3yyanca y nMauuMeHToB C
3aboneBaHnamn nedyeHun. Cnegyet cobnwogatb
OCTOPOXHOCTb  NpU  HasHavyeHun [ytamcyna

naumeHTam ¢ HapyLlleHneM OYHKLUN NeYeHn nerkom
N cpedHen CTeneHn TSHKeCTH.

Dutasteride is absorbed through the skin, therefore,
women, children and adolescents must avoid contact
with leaking capsules. If contact is made with leaking
capsules, the contact area should be washed
immediately with soap and water.

Hepatic impairment

Tamozin duo has not been studied in patients with liver
disease. Caution should be used in the administration
of Tamozin duo to patients with mild to moderate
hepatic impairment.

Renal impairment

The treatment of severely renally impaired patients
(creatinine clearance of less than 10 ml/min) should be
approached with caution as these patients have not
been studied.

Hypotension

As with other a-1-adrenoceptors-antagonists, a
reduction in blood pressure can occur in individual
cases during treatment with tamsulosin, as a result of
which, rarely, syncope can occur. At the first signs of
orthostatic hypotension (dizziness, weakness), the
patient should sit or lie down until the symptoms have
disappeared.

Intraoperative Floppy Iris Syndrome

Intraoperative Floppy Iris Syndrome (IFIS, a variant of
small pupil syndrome) has been observed during
cataract surgery in some patients on or previously
treated with tamsulosin. IFIS may lead to increased
procedural complications during and after the
operation.

The initiation of therapy with tamsulosin in patients for
whom cataract surgery is scheduled is therefore not
recommended. During pre-operative assessment,
cataract surgeons and ophthalmic teams should
consider whether patients scheduled for cataract
surgery are being or have been treated with
tamsulosin in order to ensure that appropriate
measures will be in place to manage the IFIS during
surgery.

Discontinuing tamsulosin 1-2 weeks prior to cataract
surgery is anecdotally considered helpful, but the

etdiran Umumi termin) hallarinin tezliyi dutasterid ve
ai-blokator, esasen tamsulozin kombinasiyasini
gebul edan subyektlords kombinasiyani qsbul
etmayanlarle miqayisede clzi yiksak olmusdur.
Lakin, bu tedqgiqgatlarda plasebo qrupu ile
muqayisads Urak ¢atismazhigi hallarinin tezliyi aktiv
muUalice alan bitin gruplarda daha asagi olmusdur,
dutasterid ve ai-blokatorlara dair melumatlar
yuksak Urak catismazligi riskini tesdiglamir.

Sid vezi tbremasi

Klinik sinaq ve postmarketing dévriinds dutasterid
gebul edan Kkisilerde sid vazi xargengi hallari
barades nadir malumatlar alinirdi. Lakin, epidemioloji
tadgigatlar 5-a-reduktaza inhibitorlarini gabul eden
kisilorde sid vezi xargengi riskinin yuksalmasini
gOstermadi. Hakimlar pasiyentlerina tapsirmalidirlar
ki, sid vazi toxumalarinda barkima va ya gilelardan
ifarzatin galmasi kimi istanilon dayisiklik barasinda
darhal malumat versinlar.

Axidan kapsullar

Dutasterid deridan sorulur, buna géra de gadinlar,
usaglar ve yeniyetmalsr axidan kapsullarla
kontaktdan kenar olmaldirlar. Axidan kapsullarla
kontakt bas verdikds toxunma yeri darhal su ve
sabunla yuyulmalidir.

Qaraciyor gcatismazlidi

Qaraciyar xastalikleri olan pasiyentlerde Tamozin
duo-nun  tasiri  Oyranilmamisdir. Qaraciyar
funksiyalarinin yingal ve orta agirhg daracali
pozulmalari olan pasiyentlera Tamozin duo-nu tayin
ederkan ehtiyatli olmaq lazimdir.

Béyrak catismazligi

Agir boyrek catismazhgi (kreatinin klirensi 10
ml/deg-den asagl) olan pasiyentlerin mualicesi
ehtiyatla apariimalidir, ¢linki bu grup pasiyentler
tedqiq olunmayib.

Hipotenziya

Diger a-1-adrenoreseptor antaqgonistleri  kimi
tamsulozin ile de mualice zamani tek-tak hallarda
gan tezyiginin enmasi ve nadir hallarda bunun
naticesi kimi bayillma bas vera bilir. Ortostatik




lNoye4yHass HeOocmamo4yHoCMb

K neyeHuo nauMeHTOB C TSXKENOW MOYeYHOMU
HeJOCTaTOYHOCTLIO (KNUPEHC KpeaTuHUHa meHee 10
MI/MUWH) crnegyeT nogxoauTb C OCTOPOXHOCTbLIO,
MOCKOJIbKY 9TW NaLMEHTbl HE U3y4arnuchb.
l'unomeHsus

Kak n npu npyMmeHeHWn Opyrnx aHTaroHUCToB a-1-
afpeHopeLenTopoB, B OTAENbHbIX Cryyasix Mpu
neyeHMM TamCyro3MHOM MOXeT HabnopaTbes
CHWXKEHMEe apTepuanbHOro OaBneHus, B pesynbraTe
yero, pegko, MOryT BO3HMKaTb OOMopoku. [pu
nepBbiX MpU3Hakax OPTOCTATUYECKOW FUMNOTEH3UU
(ronoBokpyxeHune, cnabocTtb) 6GonbHOMYy crieayet
CeCTb UNnK feYdb 40 UCYE3HOBEHUS CUMNTOMOB.
UHmpaonepayuoHHbIl CUHOpOM amoHu4YHou
padyxku

MHTpaonepau oHHbI CUHAPOM aTOHUYHOW pay»>KKu
(CAP, BapuwaHT “cuHapoma ManeHbKoro 3padka’)
Habnmwpgancs BO Bpems onepauun no noBoay
KaTapakTbl y HEKOTOPbIX NAUWEHTOB, NPUHMMAIOLLIMX
UNu paHee nosny4vaBwmx TamcynosvH. CAP moxet
MPUBECTU K YBENMYEHMIO NPOLEAYPHbIX OCNIOXHEHWUN
BO BPEMS 1 Mocre onepauuu.

[MoaTomy He pekoMeHAyeTCs HadvHaTb Tepanuio

TaMCyJTIO3NHOM y nauneHToB, KOTOpbIM
3annaHnpoBaHa onepauna no yaarneHuo KatapakTbl.
Bo BpemMA npe,u,onepau,MOHHoﬁ OLUEHKHN
KaTapakTalribHble Xunpypru n 6p|/|ra,u,b|

0ohTanbMOSIOroB AOSMKHbI YYMUTbIBaTL, MNOMyYaoT fn
MauMeHTbl, KOTOPbIM HasHayeHa onepauusa Mo
yOaneHuio  KatapakTbl,  TaMCyro3uwH,  4ToObl
ybeanTbcs, 4To OyayT NMPUHATBI COOTBETCTBYOLLME
Mepbl ansa ynpaeneHus CAP Bo Bpemsi onepaumm.

OTtmeHa TamcynosuHa 3a 1-2 Hegenu Ao onepauum
Mo yAaneHu KaTapakTbl MO HEKOTOPbIM AaHHbIM
cuuTaeTcs None3Howm, HO nonb3a "
NPOOOIPKUTENBHOCTL  MPEKpaLLeHUss Tepanuum Ao
onepauun nNo ypaneHui KatapakTbl elle He
ycTaHoBneHbl. Takke coobwanoce o CAP y
nawuMeHToB, KoTOpble npekpaTum npvem

benefit and duration of stopping therapy prior to
cataract surgery has not yet been established. IFIS
has also been reported in patients who had
discontinued tamsulosin for a longer period prior to
cataract surgery.

Inhibitors of CYP3A4 and CYP2D6

Tamsulosin hydrochloride should not be given in
combination with strong inhibitors of CYP3A4 in
patients with poor metaboliser CYP2D6 phenotype.
Tamsulosin hydrochloride should be used with caution
in combination with strong and moderate inhibitors of
CYP3A4.

Sodium

This medicine contains less than 1 mmol sodium (23
mg) per capsule, that is to say essentially ‘sodium-
free’.

hipotenziyanin ilk eolamsatleri bas verdikds
(basgicallenma, zsiflik) simptomlar tam itena qader
pasiyent oturmali ve ya uzanmalidir.
©meliyyatdaxili atonik quzehli qisa sindromu
Tamsulozin gabul edan va ya daha svval gabul
etmis boezi xastalorde katarakta amaliyyati zamani
amaliyyatdaxili atonik quzehli gisa sindromu
(8AQQS, “Kigik babak sindromu”-nun bir varianti)
muisahida olunmusdur. 8AQQS amaliyyat zamani
ve ya sonra prosedur agirlasmalarinin artmasina
gstirib ¢ixara bilar.

Buna gbre kataraktanin goétirilmasi amaliyyat
planlasdirilan pasiyentlara tamsulozin ilo
mualicenin  baslanmasi  meslahat  géraimdr.
Omealiyyatdoni qgiymetlondirme zamani katarakta
corrahlart  ve oftalmoloji qgrup kataraktanin
gotirdimesi tayin olunan pasiyentin tamsulozin
gabul edib-etmamasini nazare almahdirlar ki,
amsaliyyat zamani meydana galoen ©AQQS-un idars
olunmasi mavafiq tedbirlar gérile bilsin.
Kataraktanin gétirilmasi amaeliyyatindan 1-2 hafts
avval tamsulozin gabulunun dayandiriimasi bazi
maenbalere asasan faydalidir, lakin mdalicenin
dayandirilmasinin faydasi Vo katarakta
amaliyyatindan 6nce dayandiriima muiddsti hala
misayyan edilmayib. Bundan basga kataraktanin
g6tirtlmasi emaliyyatindan avval daha uzun bir
middatds mualiceni dayandiran pasiyentlerds da
OAQQS barada malumat vardir.

CYP3A4 ve CYP2DE6 inhibitorlari

CYP2D6 fenotipli zsif metabolizmi olan xastalara
tamsulozin hidroxlorid glicli CYP3A4 inhibitorlari ile
tayin olunmamahdir. Gicld ve milayim CYP3A4
inhibitorlari ile tamsulozin hidroxloridi birlikds tayin
ederkan ehtiyatli olmaq lazimdir.

Natrium

Bu preparatin 1 kapsulunun tarkibinde 1 mmol-dan
daha az migdarda natrium vardir ki, demak olar ki,
natrium yoxdur.




TamcynosumHa B TeyeHne ©Gonee ANUTENbHOrO
nepuoga Ao onepauun no yaaneHuio KatapakTol.
Uneubumopsi CYP3A4 u CYP2D6

TamcynosunHa rmgpoxnopua He cnegyeTt HasHayaTtb
B COYEeTaHun € CunbHbIMK MHIMBuTopamm CYP3A4 y
naumeHToB c dheHoTUNoM MeaOSIeHHOro
meTabonuama CYP2D6. TamcynoanHa rugpoxnopua
criegyeT NPMMEHATb C OCTOPOXXHOCTBLIO B COMETaHMN
C CUNbHBIMMU W YMEPEHHbIMU  UHrMbuTopamm
CYP3A4.

Hamput

OTO neKkapCcTBO COAEPXKUT MeHee 1 MMOnb HaTpus
(23 mMr) Ha kancyny, TO eCTb MPaKTU4ECKN He
COAEPXUT HaTpUS.

B3sanmopencrteue ¢ APYyrmMmn neKkapcrtBeéHHbIMU

cpeacTBaMm
Mo oToenbHbIM KOMMOHEHTaM AOCTYMHa crnegyoLwast
MHopMaumns.

HyTtacTtepug

BnusiHue Opyaux npenapamos Ha

gapmakokuHemuky dymacmepuda

Wcnonb3oBate BMecTe ¢ uHruoutopamu CYP3A4
n/vnun P-rnnkonpoTteunHa:

[dytactepua B OCHOBHOM BbIBOAUTCA NyTEM
meTabonuama. MiccneposaHusa in vitro nokasbiBatoT,
4yTO 3TOT MeTabonuam katanusmpyetca CYP3A4 u
CYP3AS5. OdmumnanbHbIx nccnenoBaHumn
B3aMMOJEWNCTBMS C  MOLUHBbIMW  UHrMBUTOpPamMu
CYP3A4 He NpPOBOAWIIOCS. OpHako B
NonynsuMOHHOM dapMakoKMHETNYECKOM
nccregoBaHUM  KOHUEHTpauuMu — gytactepyga B
cbiBOpOTKe Obinn B cpegHem B 1,6—1,8 pasa Bbille,
COOTBETCTBEHHO, Yy HEOOMbLUOrO Ynucna naumeHToB,
nonyyaBlWMX OOHOBPEMEHHO BepanamMuri  wunu
avnTtnasem (ymepeHHble uHrubutopel CYP3A4 1

Interaction with other medicinal products

The following information is available on the individual
components.

Dutasteride

Effects of other drugs on the pharmacokinetics of
dutasteride

Use together with CYP3A4 and/or P-glycoprotein-
inhibitors:

Dutasteride is mainly eliminated via metabolism. In
vitro studies indicate that this metabolism is catalyzed
by CYP3A4 and CYP3A5. No formal interaction
studies have been performed with potent CYP3A4
inhibitors. However, in a population pharmacokinetic
study, dutasteride serum concentrations were on
average 1.6 to 1.8 times greater, respectively, in a
small number of patients treated concurrently with
verapamil or diltiazem (moderate inhibitors of CYP3A4
and inhibitors of P-glycoprotein) than in other patients.
Long-term combination of dutasteride with drugs that

Diger doerman vasitaleri ilo qarsiligh tosiri

Ayri-ayrihgda her madds Ugln asagidaki
informasiya vardir:

Dutasterid

Diger darman vasitslarinin dutasteridin

farmakokinetikasina tasiri

CYP3A4 va/ve ya P-glikoprotein inhibitorlari ile
birlikds istifadssi:

Dutasterid asasan metaboliza olunub xaric edilir. In
vitro tadgiqatlar géstarir ki, bu metabolizm CYP3A4
ve CYP3A5 tersfinden katalize olunur. Gicli
CYP3A4 inhibitorlan ile qarsihgh tasiri éyranan
resmi tedgigat apariimayib. Lakin, populyasion

nMHrMbutopbl P-rmukonpoTtenHa), 4em Yy apyrux | are potent inhibitors of the enzyme CYP3A4 (e.g. | farmakokinetik tedgigat eyni zamanda verapamil va
nauneHToB. ritonavir, indinavir, nefazodone, itraconazole, | ya diltiazem (CYP3A4 milayim inhibitorlari ve P-
OnutenbHas KOoMBUHaLms ayTtactepuaa c | ketoconazole administered orally) may increase | glikoprotein inhibitorlarl) gsbul eden az sayda
npenapatamu, KOTOpble 4BRSIOTCA  MOLWHbIMK | serum concentrations of dutasteride. Further inhibition | pasiyentlerds diger pasiyentlerls migayisads
narmnoutopammn  depmenta CYP3A4 (Hanmpumep, | of 5-a-reductase at increased dutasteride exposure, is | serumda dutasteridin konsentrasiyasinin mivafig




PUTOHaBMPOM,  WHAWHABMPOM,  Heda3ogoHOM,
NTPaKOHA30s10M, KETOKOHA30MoM MpuK NepopansHOM
NPUMEHEHMMN), MOXET MOBbIWATb KOHLUEHTpaLUIo
ayTtactepuga B ChbIBOPOTKE KpoBW. [lanbHellee
WHrMbupoBaHue 5-a-pefykTasbl MpU MNOBbILLEHHOM
BO3OENCTBMU AyTacTepuaa ManoBeposiTHO. Tem He
MeHee, Npu NosABEHMN NOBOYHbLIX 30 EKTOB MOXHO
paccMOTPETb BOMPOC O CHWXKEHUWN YacTOoTbl Npuema
aytactepuga.

CnenyeTt OTMETUTb, YTO B Cryvyae WUHrMbupoBaHus
epMeHTOB ANUTENbHBIN NEPUOA MONyBbIBEOEHNS
MOXeT OblTb OOMOMHUTENBHO YBENUYEH, U MOXET
notpeboBaTtbcs 6onee 6 mecsLeB OOHOBPEMEHHOM
Tepanuu, npexge 4vem OyaeT [OCTUTHYTO HOBOE
paBHOBECHOE COCTOSIHUME.

BeeneHne 12 r konectupamuHa 4yepes 4yac nocne
O[HOKpaTHOro npuema 5 Mr gytactepvga He BNuano
Ha hbapMaKkoKMHETUKY gyTacTepuaa.

BnusHue Odymacmepuda Ha hapMaKOKUHEMUKY
Opyaux npernapamos

B HebonbLIoOM nccnegoBaHum (N=24)
NPOOOSPKUTENBHOCTLIO [BE Hedenu C yyacTuem
300poBbIX MyxunH gytactepug (0,5 mr B geHb) He
BMMAN Ha apMakoKMHETUKY TaMCyno3vHa wnu
Tepa3o3unHa. B aTom muccnegoBaHuMmn Takke He Obino
yKasaHum Ha dapmakognHamm4yeckoe
B3aMMoJencTBME.

Oytactepug He BnvsieT Ha (apMakoKMHETUKY
BapdapuHa nnm aMrokcmHa. OTo yKasblBaeT Ha TO,
yTO AyTacTepug He WHrMbupyeTt/He wHOyuupyeT
CYP2C9 wnn TpaHcnoptep P-rmukonpoTeuHa.
MccnepoBaHus B3aMMOAENCTBUSA in vitro
nokasblBalOT, 4TO AyTactepua He WHrmbupyet
depmenTtol CYP1A2, CYP2D6, CYP2C9, CYP2C19
unu CYP3A4.

TamcynosuH
OpHoBpeMeHHOE MpPUMMEHEHME TaMmcyrno3uHa ¢
APYrMMW  @aHTaroHucTamu  o1-agpeHopeL,enTopoB

MOXET NPUBECTU K TMNOTEH3MBHBLIM 3dbchekTam.
OpHoBpemeHHoe npuMeHeHne Tamcyno3uHa
rmgpoxnopuga ¢ cunbHbiMu HrMbutopamm CYP3A4

not likely. However, a reduction of the dutasteride
dosing frequency can be considered if side effects are
noted.

It should be noted that in the case of enzyme inhibition,
the long half-life may be further prolonged and it can
take more than 6 months of concurrent therapy before
a new steady state is reached.

Administration of 12 g cholestyramine one hour after a
5 mg single dose of dutasteride did not affect the
pharmacokinetics of dutasteride.

Effects of dutasteride on the pharmacokinetics of other
drugs

In a small study (N=24) of two weeks duration in
healthy men, dutasteride (0.5 mg daily) had no effect
on the pharmacokinetics of tamsulosin or terazosin.
There was also no indication of a pharmacodynamics
interaction in this study.

Dutasteride has no effect on the pharmacokinetics of
warfarin or digoxin. This indicates that dutasteride
does not inhibit/induce CYP2C9 or the transporter P-
glycoprotein. In vitro interaction studies indicate that
dutasteride does not inhibit the enzymes CYP1A2,
CYP2D6, CYP2C9, CYP2C19 or CYP3A4.
Tamsulosin

Concomitant administration of tamsulosin with other

ai-adrenoceptors  antagonists could lead to
hypotensive effects.
Concomitant administration of tamsulosin

hydrochloride with strong inhibitors of CYP3A4 may
lead to increased exposure to tamsulosin
hydrochloride. Concomitant administration with
ketoconazole (a known strong CYP3A4 inhibitor)
resulted in an increase in AUC and Cmax of tamsulosin
hydrochloride by a factor of 2.8 and 2.2, respectively.
Tamsulosin hydrochloride should not be given in
combination with strong inhibitors of CYP3A4 in
patients with poor metaboliser CYP2D6 phenotype.

Tamsulosin hydrochloride should be used with caution
in combination with strong and moderate inhibitors of
CYP3A4. Concomitant administration of tamsulosin
hydrochloride with paroxetine, a strong inhibitor of

olaraq orta hesabla 1,6-1,8 dafs ylksak oldugunu
gOstermisdir.

Dutasteridin CYP3A4 fermentinin glcli inhibitoru
olan preparatlarla (masalen, ritonavir, indinavir,
nefazodon, itrakonazol, daxile gabul edildikda
ketokonazol ile) uzunmiddatli kombinasiyasi gan
serumunda dutasteridin konsentrasiyasini ylksalda
biler. Dutasteridin glcli tesiri altinda 5-a-
reduktazanin daha sonraki inhiba olunmasi ehtimali
azdir. Bununla bele, slave tasirlor bas verdikda
dutasteridin gabul tezliyinin azaldilmasi nazardan
kegirila biler.

Qeyd etmak lazimdir ki, enzim inhiba olunmasi
halinda uzunmu(ddatli yarimxaricolunma muddati
alava olaraq uzadila biler ve yeni tarazliq vaziyyati
yaranana gadar eyni zamanda aparilan mialiceys
6 aydan ¢ox vaxt talab oluna biler.

5 mq dutasteridin birdefelik gebulundan 1 saat
sonra 12 q kolestiraminin gabulu dutasteridin
farmakokinetikasina tasir géstarmadi.
Dutasteridin diger darman
farmakokinetikasina tosiri

iki hafte miiddatli, saglam kisilerde aparilan kigik bir
tedgiqatda (N=24) dutasterid (glndslik 0,5 mq)
tamsulozin ve ya terazozininin farmakokinetikasina
tosir goOstarmemisdir. Bu tadgigatda hamginin
farmakodinamik garsiligh tosir do
askarlanmamisdir. Dutasterid varfarin ve digoksinin
farmakokinetikasina da tesir gdstermir. Bu onu
gostarir ki, dutasterid CYP2C9 va ya P-glikoprotein
transporterini  inhiba/induksiya etmir. In vitro
garsiligh tasir tedgigatlan goésterdi ki, dutasterid
CYP1A2, CYP2D6, CYP2C9, CYP2C19 va ya
CYP3A4 enzimlerini da inhiba etmir.

Tamsulozin

Tamsulozinin diger as-adrenoreseptorlarin
antaqgonistleri ile eyni zamanda gabulu hipotenziv
effekt amala gatira bilar.

Tamsulozin hidroxloridin giiclii CYP3A4 inhibitorlar
ile eyni zamanda gabulu tamsulozin hidroxloridin
tasirinin  glclenmasina  getirib  cixara  bilar.

vasitalarinin




MOXET NpuBECTU
TamCynosuHa rugpoxnopuaa.
NpUMEHeHMe C  KeTOKOHa30roMm
cunbHbIM  uHrM6uTopom CYP3A4) npuBoauno K
yBenmyeHnto  AUC  u Cmax  TamcynosuHa
rmgpoxnopuaa B 2,8 n 2,2 pasa COOTBETCTBEHHO.
TamcynosvHa rmgpoxnopug He cnegyeTt Ha3HayaTtb
B COMETaHUW C CUNbHbIMU MHrMbuTopamu CYP3A4 y
nauMeHToB c dheHOTUNOM MeaJIEHHOrO
meTabonumama CYP2D6.

TamcynosvHa rugpoxnopug criegyeT NpUMEHSTb C
OCTOPOXHOCTbIO B COYETaHUW C CUIbHBIMU U

K YBENWYEHUIO BO3OENCTBUS
OpgHoBpemMeHHoe
(M3BECTHBIM

yMepEeHHbIMN UHrMéutTopamm CYP3A4.
OpHoBpemeHHoe BBEAEHMe TamcynosuHa
rmgpoxnopuga € NapoKCETUHOM,  CUNbHbIM

nHrnoutopom CYP2D6, npvBoAWMMnoO K MOBLILLIEHWUIO
Cmax u AUC TamcynosmHa B 1,3 u 1,6 pasa
COOTBETCTBEHHO, HO 3TO YBEIIMYEHNE HE CUMTaETCH
KMMHUYECKN 3HAYMMbIM.

He Habntoganocb HWKakux B3anMMOOENCTBUA Mpu
O HOBpPEMEHHOM NPYMEHEHNN TamcynosuHa
rmapoxnopuga C aTteHosofnIoM, 3HananpwuioMm wnu
TeounnmHoMm.  OQHOBpPEMEHHOEe  MpUMEHeHne
uMMeTUauMHa  Bbi3blBaeT  MNOBbILUEHWE  YPOBHS
TamCyrno3uHa B nrasme, B TO BpeMs kak doypocemns
CHWXKaeT ero, HO, MOCKOMbKY YPOBHM OCTalTCH B
npegenax HOpMbl, OO3MPOBKY KOPPEKTUPOBaTb He
HY>KHO.

In vitro HM pguasenam, HM NPONPaHONon, Hu
TpUXNopMeTMasug, XropMaguHOH, aMUTPUNTUIIVH,
avknodpeHak, rmMmnbeHknamug, CuMBacTaTUH U
BapdapuH He WUu3MeHAT CcBOOOAHYIO dpaKUuio
TamCcyno3vMHa B Mfa3mMe 4yernoBeka. Takke
TamMCyrno3nH He u3MeHsieT cBobogHble hpakumm
Avasenama, nponpaHosnona, TpuxnopmeTnasuga u
XNopMaguHoHa.

OpHako  guknodeHak u BapdapuH  MoryT
yBENMYnBaTb CKOPOCTb BbIBEAEHUSA TaMCYNO3UHa.

B Hebonbwom uccnepgosaHun (N=24) ¢ yyactuem
3[10POBbIX KMTANCKNX MYX4YUH TamcyrnosuH (0,2 mr B
OeHb) He BNuaAn Ha papMaKkoKMHETUKY gyTactepuaa.

CYP2D6, resulted in a Cmax and AUC of tamsulosin
that had increased by a factor of 1.3 and 1.6,
respectively, but these increases are not considered
clinically relevant.

No interactions have been seen when tamsulosin
hydrochloride was given concomitantly with either
atenolol, enalapril or theophylline. Concomitant
cimetidine brings about a rise in plasma levels of
tamsulosin, whereas furosemide a fall, but as levels
remain within the normal range posology need not be
adjusted.

In vitro, neither diazepam nor propranolol,
trichlormethiazide, chlormadinon, amitriptyline,
diclofenac, glibenclamide, simvastatin and warfarin
change the free fraction of tamsulosin in human
plasma. Neither does tamsulosin change the free
fractions of diazepam, propranolol, trichlormethiazide
and chlormadinon.

Diclofenac and warfarin, however, may increase the
elimination rate of tamsulosin.

In a small study (N=24) in healthy Chinese men,
tamsulosin (0.2 mg daily) had no effect on the
pharmacokinetics of dutasteride. There were no
apparent changes in dutasteride AUC and Cmax in the
presence or absence of tamsulosin.

Ketokonazol (giicli CYP3A4 inhibitoru kimi taninan)
ile eyni zamanda gebul ise tamsulozin hidroxlorid
Ggtin AUC ve Cmax-In milvafiq olaraq 2,8 ve 2,2 dafe
ylksalmasina gatirib ¢cixarmisdir.

Tamsulozin hidroxloridi CYP2D6 leng metabolizm
fenotipli pasiyentlera giicli CYP3A4 inhibitorlari ile
tayin etmak olmaz.

Tamsulozin hidroxloridi gicli CYP3A4 inhibitorlari
ile eyni zamanda gsbul ederkan ehtiyatll olmaq
lazimdir. Tamsulozin hidroxloridin gicli CYP2D6
inhibitoru sayilan paroksetinls eyni zamanda gsbulu
Cmax vo AUC géstaricilarinin mavafiq olarag 1,3 va
1,6 dafe yUkselmesine gaetirib ¢ixarir, lakin bu
yuksalig klinik shamiyyatli sayiimir.

Tamsulozin hidroxloridin atenolol, enalapril va ya
teofillinle eyni zamanda qebulu zamani he¢ bir
garsiligh tasir misayyan edilmamigdir. Simetidinin
eyni zamanda qgebulu tamsulozinin plazmada
miqgdarini artirir, lakin furosemid migdari azaldr,
amma bu saviyyalar norma daxilinde galdigindan
dozani korreksiya etmak lazim olmur.

in vitro diazepam, propranolol, trixlormetiazid,
xlormadinon, amitriptilin, diklofenak glibenklamid,
simvastatin, varfarin kimi preparatlarin heg biri insan
plazmasinda tamsulozinin serbast fraksiyasini
dayismir. Hamginin tamsulozin de diazepam,
propranolol, trixlormetiazid ve xlormadinon kimi
preparatlarin serbast fraksiyalarini dayigmir.
Bununla bele diklofenak va varfarin tamsulozinin
xaric olunmasini siratlendira biler.

Saglam cinli kisilerin istiraki ile aparilan kigik (N=24)
tadgigatda tamsulozin  (gindelik 0,2 mq)
dutasteridin farmakokinetikasina tasir
gostarmamisdir. Tamsulozinin istiraki ve ya onsuz
dutasteridin AUC n Cmax g0stericilerinde he¢ bir
dayisiklik izlanilmamisdir.




He Habniopanock siBHbIX M3MeHeHUn AUC M Cmax
aytactepuga B MNPUCYTCTBUM UMM B OTCYTCTBUE
Tamcyro3uHa.

MpumeHeHne B
nakrauum

Tamo3nH AOyo npoTMBOMOKasaH »XeHwuHam. He
NPOBOAMITOCH UCCNEOBaHMIA NO U3YYEHWIO BITUSIHUS
Tamo3anHa [yo Ha OGepeMeHHOCTb, NakTauuml |

nepuon OepeMeHHOCTM U

EepPTUIBHOCTD. Cnegytwowme yTBEpXOeHus
oTpaxatoT nHopmaumio, NOMy4YeHHy0 B
pesynbTarte nccrnegoBaHum OTOENbHbIX
KOMMOHEHTOB.

GepemeHHocmb

Kak wn pgpyrme  uHrubutopbl  5-a-peaykrasbl,
ayTtactepug UHrMbunpyet npespaLlleHne

TECTOCTEPOHA B AUrMAPOTECTOCTEPOH U MOXET MpU
BBEJEHMN  KEHLUMHe, BblHALLUMBAKLWEW NoA4
MYXXCKOTO nona, MoAaBnsiTb pa3BUMTUE HaPYXKHbIX
MonoBbIX OopraHoB nnoga. Hebonblwuve konuyecTtea
aytactepuga Obinm OOHapyXeHbl B criepme
cybbekToB, nonyyaBlmx aytacrtepug. HemssecTtHo,
Oyaet nv HebnaronpuATHO BO3A4ENCTBOBATL Ha Milos
MYXXCKOrO rofia, €ecnu ero matb MOABEPrHeTcs
BO3OEWNCTBUIO CMeEpMbl NauuMeHTa, MonyyaroLwero
ayTactepug (puck aToro Hanbornee BbICOK B TEYEHME
nepebiX 16 Hegenb 6epemeHHOCTH).

Kak m B cnydyae co BceMu WHrMbutopamm 5-o-
pedykTasbl, ecnu napTtHep nauueHta OGepemMeHHa
UNU MNOTEeHUManbHO MOXeT ObITb OepemMeHHoW,
naumeHTke pekomeHayeTcsl u3beratb BO3OEVNCTBUS
crnepmbl CBOEro NapTHepa, UCnosnb3ys npe3epBaTyB.
I'pyOHOE 8ckapmnueaHue

HeunsBecTHo, BblgensieTca nu  gytactepug C
rPY4HBIM MOJIOKOM.
lMnodosumocms
Coobuwanock, 4to AyTtactepu BnusieT  Ha

XapaKTepuCTUKN CrnepMbl (CHUWXKEHWEe KonuyecTsa
crnepmarto3onaoB, obbema cnepmMbl ¥ NOOBMKHOCTH
CrnepmaTo3ouaoB) Yy 340POBbIX MYX4uH. Henbss

Use during pregnancy and lactation

Tamozin duo is contraindicated for use by women.
There have been no studies to investigate the effect of
Tamozin duo on pregnancy, lactation and fertility. The
following statements reflect the information available
from studies with the individual components.
Pregnancy

As with other 5-a-reductase inhibitors, dutasteride
inhibits the conversion of testosterone to
dihydrotestosterone and may, if administered to a
woman carrying a male fetus, inhibit the development
of the external genitalia of the fetus. Small amounts of
dutasteride have been recovered from the semen in
subjects receiving dutasteride. It is not known whether
a male fetus will be adversely affected if his mother is
exposed to the semen of a patient being treated with
dutasteride (the risk of which is greatest during the first
16 weeks of pregnancy).

As with all 5-a-reductase inhibitors, when the patient's
partner is or may potentially be pregnant it is
recommended that the patient avoids exposure of his
partner to semen by use of a condom.

Breast-feeding

It is not known whether dutasteride is excreted in
human milk.

Fertility

Dutasteride has been reported to affect semen
characteristics (reduction in sperm count, semen
volume, and sperm motility) in healthy men. The
possibility of reduced male fertility cannot be excluded.
Ejaculation disorders have been observed in short and
long term clinical studies with tamsulosin.

Events of ejaculation disorder, retrograde ejaculation
and ejaculation failure have been reported in the post
authorization phase.

Hamilalik va laktasiya dévriindas istifadasi
Tamozin duo-nun gadinlar terafinden gebulu aks
gostarigdir. Tamozin duo-nun hamilalik, laktasiya ve
fertilliye tasirini 6yranen tadgigat apariimamigdir.
Asagida gbsterilanlar komponentlerin ayri-ayriliqda
tedqigi zamani alds olunan informasiyalardir.
Hamilslik

Diger 5-a-reduktaza inhibitorlari kimi dutasterid da
testosteronun  dihidrotestosterona  ¢evrilmasini
inhibe edir ve batninde kisi cinsindan olan dél
dasiyan gadin terafinden gabul edilarsa délin xarici
cinsiyyat organlarinin inkisafina manfi tesir géstare
bilor. Dutasterid qgsbul edan pasiyentlorin
spermasinda az migdarda dutasterid
askarlanmisdir. Batninde kisi cinsinden olan dol
gazdiren ananin dutasterid gebul edan pasiyentin
spermasina maruz qalmasinin déle har hansi manfi
tasir gOstarib-gdstermemasi melum deyil (risk
hamilaliyin ilk 16 haftesi arzinde daha yiksakdir).
Bitin  digar 5-a-reduktaza inhibitorlari  ager
pasiyentin xanimi hamiladirse ve ya hamils ola
bilerss, o0, prezervativ vasitesile pasiyentin
spermasinin tasirindan qorunmahdir.

Ana stidi ile gidalandirma

Dutasteridin insan stidline ifraz olunmasi barasinds
malumat yoxdur.

Coxalma

Dutasteridin saglam kisilarda spermanin
xarakteristikasina (spermatozoidlarin migdarinin
azalmasina, spermanin hacmina Vo




UCKNYaTb  BO3MOXHOCTb
hepTUNLHOCTMK.

B KpaTKOCPOYHbIX W AONrOCPOYHbIX KITMHUYECKMX
nccnenoBaHusax Tamcyno3vHa Habnoganuch
HapyLleHWs 3KYNALUN.

Coobuianocb 0 criyyasix HapylleHWUs 3sKynauum,
peTporpagHon 3aKynauMMm U HeJoCTaTOYHOCTU
39KYNAUMM B NOCTPErNCTPaALMOHHOM nepuoae.
BnnsHue TamcyrosnHa rmgpoxrnopuaa Ha
KONMMYeCTBO  CMEpMarto3ougoB MM (pyHKUMIO
CrnepMaTo30ugoB He U3y4aroch.

CHMXEeHuaA My)KCKOﬁ

BnusHwue Ha CNocobHOCTb ynpasenaTtb
TPpaHCNOPTHbLIMM  cpeAcTBaMU U Apyrumu
noTeHUuanbHO OoNacHbIMU MeXaHu3Mmamu
Oxnpaetcq, UTO neyYeHwe [OyTacTepuaoM  He
noBnusieT Ha cnocoBHOCTL yNpaBnATb aBTomobunem
unu pabotatb C MEXaHU3MaMM.

OpHako nauMeHTbl JOSMKHbI 3HaTb O TOM, YTO Npwu
NPUMEHEHNN TamCyno3nHa MOryT BO3HUKaTb Takue
CUMNTOMBbI, KaK rOfIOBOKPYXEHME.

Cnoco6 npumeHeHus n fosa

Losuposka

Bspocnbie (8 mom qucrie roxusble):
PekomeHayemas posa Tamo3auHa Oyo cocTaBnset
opHy kancyny (0,5 mr/0,4 mr) B A€eHb.

Tamo3nH Oyo ucnonb3yeTcs AN 3ameHbl ABOWHON
Tepanuu (gytactepua U Tamcyno3uH rmgpoxnopua)
ONS1 yNPOLLEHMST CXEMbI FTEYEHNSI.

Ocoboe HaceneHne

lNoyeyHass HeAocmamoy4yHoCmb

BnusHue NnoYeYHomn HEeOOoCTaTO4YHOCTH Ha
dapMaKkoKMHETUKY AyTacTepyga He M3yyarnochb.
Koppekumss [o3bl gnd nauMeHToB C  MOYEeYHOWN
HeJOCTaTOYHOCTbIO He NpefyCMOTpeHa.
lNeyeHoyHasi HeOocmMamo4yHocMb

BnusHMe  ne4YeHo4YHOM  HEeJoCTaTOYHOCTU  Ha
apMakokMHeTUKy gytactepuia He ur3y4darnochb,
noaTomy cneagyetr cobniogaTe OCTOPOXHOCTb Y
NaUWMeHTOB C MNEeYEHOYHOW HegoCTaTOYHOCTbIO

Influences of tamsulosin hydrochloride on sperm
counts or sperm function have not been investigated.

Effects on ability to drive vehicles and other
potentially dangerous machinery

Treatment with dutasteride would not be expected to
interfere with the ability to drive or operate machinery.
However, patients should be aware of the fact that
symptoms such as dizziness can occur using
tamsulosin.

Method of administration and dosage

Posology

Adults (including elderly):

The recommended dose of Tamozin duo is one
capsule (0.5 mg/ 0.4 mg) daily.

Tamozin duo is used to substitute dual therapy
(dutasteride and tamsulosin hydrochloride) to simplify
treatment regimen.

Special population

Renal impairment

The effect of renal impairment on dutasteride-
pharmacokinetics has not been studied. No
adjustment in dosage is anticipated for patients with
renal impairment.

Hepatic impairment

The effect of hepatic impairment on dutasteride
pharmacokinetics has not been studied so caution
should be used in patients with mild to moderate

spermatozoidlarin harakatliliyina) tasiri baresinde
maelumatlar vardir. Kisilarin ¢oxalma funksiyasini
zoiflotmasi ehtimali inkar edilmir.

Tamsulozinin qisamuiddastli ve uzunmuddatli Kklinik
tadqgiqatlari zamani eyakulyasiyanin pozulmalari
misahida olunmusdur.

Postreqistrasion doévrde eyakulyasiyanin
pozulmasi, retrograd eyakulyasiya ve eyakulyasiya
catismazhgi hallar bareds malumatlar vardir.
Tamsulozin hidroxloridin spermatozoidlarin
miqdarina va ya funksiyasina tasiri dyranilmayib.

Noagliyyat vasitalorini va digar potensial
tohliikali mexanizmlari idarsetma qabiliyyatina
tosiri

Dutasterid ile mialice avtomobil idare etmaya vo
mexanizmlarls iglomays tasir etmamalidir.

Lakin pasiyentler bilmsalidirler ki. tamsulozinin
gabulu zamani basgicallenma kimi simptomlar bag
veras bilar.

istifada qaydasi va dozasi

Dozalanmasi

Boéyliklar (yashlar daxil olmaqla):

Tamozin duo-nun tdvsiyya olunan dozasi giinds 1
kapsuldur (0,5 mg/0,4 mq).

Tamozin duo muialice sxemini sadalesdirmak
magsadile iki ayri darmanin gabulunu (dutasterid va
tamsulozin hidroxlorid) avezlemek Ucln istifade
olunur.

XUsusi ehali
Béyrok catismazligi
Bdyrak catismazhginin dutasteridin

farmakokinetikasina tesiri arasdiriimayib. Bdyrak




nerkon n cpegHen creneHn TskecTu. Koppekunsa
003bl TamcynosvHa Yy MauMeHTOB C nerkon u
YMEPEHHOW MEYEHOUYHON HeaoCTaTOYHOCThbIO He
TpebyeTcs. Y NaumMeHTOB C TSXKENon neyvyeHOYHON
HeJOCTaTOYHOCTLIO NpuUMeHeHne TamosnHa [fayo
NPOTUBOMOKa3aHoO.

Lemckas nonynayus

CooTBeTCTBYIOLUMX MNOKa3aHUM Ansi MpUMEHEHUs
TamosnHa fgyo y peten HeT. besonacHocTb u
ahPeKTMBHOCTb AyTacTepuga W TamcyrosnHa y
aeten mnagwe 18 neT He yCTaHOBNEHBI.

Criocob npumeHeHust

[ns nepopanbHOro NnpuMeHeHus.

MauveHTam cnegyet pekoMeHOoBaTb MPUHUMATL
Kancynsl npumepHo Yepe3 30 MUHYT NOCNe TOro Xxe
npuema nuwin Kaxaeli geHb. Kancynel cnegyet
npornaTtbiBatb LENUKOM, HE pa3XeBbiBaTb W He

OTKpbIBaTb, Tak Kak 31O npensaTcTByeT
MOAMUULMPOBAHHOMY BbICBODOXAEHUIO
TamMcynosuHa.

KOHTakT € COOepXMMbIM  MSAMKOW  Kancysbl
gytacTtepuga, cogepxallenca B TBepAoW Karncyne,
MOXET TMpPMBECTM K pPasgpaXeHu  Crn3uUcTomn
060n04KN POTOrNOTKMN.

Mo6o4Hble gencrTeuA

Onsa OLIEHKM HexenaTenbHbIX
NCMonb30Banuch CreayoLlmne 4YacToTbl:
YacTto: 2 1/100, < 1/10

Heuacto: = 1/1.000, < 1/100

Peako: =2 1/10.000, < 1/1.000

OueHb pegko: < 1/10.000

HewunssecTHO: YacToTa He MoxeT bbiTb OLeHeHa Ha
OCHOBE UMELLMXCS AaHHbIX
lMocTMapKeTMHIOBLIE OAHHbIE
OyTtactepug

HapyweHusi uMMmyHHOU cucmemb|
HeunsBecTHO: annepruyeckve peakuumu,
CbiMb, 3yd, KpanuBHWUY, NOKasbHbINA
aHMMOHEBPOTUYECKUIA OTEK.

lNcuxuyeckue paccmpolicmea

addpekToB

BKIlO4adA
OTeK WM

hepatic impairment. No dose adjustment is warranted
in patients with mild to moderate hepatic insufficiency
for tamsulosin. In patients with severe hepatic
impairment, the use of Tamozin duo is contraindicated.
Paediatric population

There is no relevant indication for use of Tamozin duo
in children. The safety and efficacy of dutasteride and
tamsulosin in children < 18 years have not been
established.

Method of administration

For oral use.

Patients should be advised to take the capsules
approximately 30 minutes after the same meal each
day. The capsules should be swallowed whole and not
chewed or opened as this interferes with the modified
release of tamsulosin.

Contact with the contents of the dutasteride soft
capsule contained within the hard-shell capsule may
result in irritation of the oropharyngeal mucosa.

Side effects

The following frequencies were used to evaluate
undesirable effects:

Common: 21/100, <1/10

Uncommon: 21/1.000, <1/100

Rare: 21/10.000, <1/1.000

Very rare: <1/10.000

Not known: Frequency cannot be estimated based on
the available data

Post marketing Data

Dutasteride

Immune system disorders

Not known: Allergic reactions, including rash, pruritus,
urticaria, localized edema, and angioedema.
Psychiatric disorders

Not known: Depression

catismazhgdi olan pasiyentler G¢in dozalanmanin
korreksiyasi nazarde tutulmayib.

Qaraciyar gcatismazligi

Qaraciyer catismazhginin dutasteridin
farmakokinetikasina tasiri arasdiriimayib, buna
gbre de ylngul ve orta agirhq darecali qaraciyar
¢atismazhgl olan pasiyentloerde ehtiyatll olmagqg
lazimdir. YUngul ve orta agirliq daracsli qaraciyer
¢atismazhdr olan pasiyentlerde tamsulozinin
dozasinin korreksiyasi teleb olunmur. Agir deracali
garaciyar ¢catismazhgi olan pasiyentlerde Tamozin
duo-nun gabulu aks géstarisdir.

Pediatrik populyasiya

Tamozin duo-nun usaglarda istifadesi ile bagli
muvafiq gésteris yoxdur. Dutasterid ve tamsulozinin
18 yasdan kicik usaqglarda istifadasinin tahllkasizliyi
vo effektivliyi misyyan olunmayib.

Istifade qaydasi

Daxile gabul tg¢lndar.

Kapsulun eyni gida gabulundan texminan 30 daqida

sonra qebul edilmasi pasiyentlora  tdvsiye
olunmalidir. Kapsullar butov udulmali,
¢eynanilmamali va aciimamalidir, ¢lnki bu

tamsulozinin modifikasiya olunmus sekilde azad
olmasina tasir gdsters biler.

Bark kapsulun daxilinde olan dutasterid yumsaq
kapsulunun mdhtaviyyatl ile temas agiz-udlagin
selikli gisasini giciglandira bilar.

Olavae tasirlari

Arzuolunmaz tasirlerin  giymatlendirilmasi
asagidaki tezliklerdan istifada olunur:
Tez-tez rast galan: =2 1/100, < 1/10

Az rast galen: = 1/1.000, < 1/100

Nadir hallarda: = 1/10.000, < 1/1.000

Gox nadir hallarda: < 1/10000

Bilinmayan: Md&vcud malumatlar esasinda
galma tezliyi texmin edile bilmir.
Postmarketing malumatlar

Dutasterid

Ucln

rast




HeunsBecTHO: genpeccus.

BabornesaHusi KOXu U MOOKOXHOU Krnemyamku
HevacTo: anoneums (NpeumyLLecTBEHHO
BbliNageHne BONOC Ha Tene), rmnepTpuxos.
PenpodykmusHasi cucmema U MOJI04YHbIE XKere3bl
HeunsBecTHO: 60mb B INHKax U OTEK AnYKa.
TamcynosuH

B cBA3n ¢ npumeHeHnem TamcynosmHa coobLanoch
0 MepuaTenbHOM apuTMnu, Taxukapguv, HOCOBOM
KpPOBOTEYEHUUN U OoAbIKe. YacToTa cobbITiA 1 ponb
TamCyrno3mHa B WX 9TUOMIOTMM HE MOryT ObITb
OOCTOBEPHO onpeaeneHbl.

Bo Bpemss onepaumn no yadaneHuo KaTtapakTbl
cUTyaumnsi C ManeHbKMM 3payvykoM, U3BECTHas Kak
WHTpaonepaunoHHbI CUHAPOM ApsS6non pagyxku
(IFIS), 6bina cBaA3aHa ¢ Tepanven Tamcyrio3MHOM BO
BpeMsi MOCTMapKETUHIOBOro HabnioaeHns.

MepenosunpoBka
Cnegytowme yTBEPXOEHMS oTpaxatoT
nHdopmaumtio, OOCTYMHYIO no  OTAENbHbIM
KOMMOHEHTaM.
Lymacmepud

B nccnepoBaHusx Ha 0obpoBosibLAax 0AgHOKpaTHbIE
CyTouHble [o3bl gytactepupga go 40 wmr/cyt (80-
KpaTHas TepaneBTMYeckas [03a) BBOAWIUCH B
TedeHve 7 pgHen 6e3 cylwlecTBeHHbIX npobnem c
Oes3onacHoCcTbio. B KnMHMYeckux uccrnenoBaHUsaX
003bl 5 Mr exegHeBHO BBOAMNU cybbektam B
TeyeHne 6 MecsueB ©0e3  [OOMNONHUTEMbHbIX
noboyHbIx  3chdekToB, HabnogaemMbix npu
TepaneBTudecknx gosax 0,5 mr. Cneumdumdeckoro
aHTMgoTa pAOns  Agytactepyga He  CylecTByeT,
noaToMy nMpu NOJO3PEHNN Ha MNEepefo3npPOBKY

cnepyet HasHa4nTb cMMnTOMaTnyeckoe n
noagepxusatoLlee neveHuve.

Tamcyno3uH

Cumnmowmsl

MepenmosvpoBka  TamcynosnHa  rugpoxnopuvaa
NOTEHUMANbHO MOXeT nNPUBECTU K  TSKenbliM
rMMNOTEH3UBHbBIM adpdeKkTam. Tsxenble

Skin and subcutaneous tissue disorders
Uncommon: Alopecia (primarily body hair
hypertrichosis.

Reproductive system and breast disorders

Not known: Testicular pain and testicular swelling
Tamsulosin

Atrial fibrillation arrhythmia, tachycardia, epistaxis and
dyspnoea have been reported in association with
tamsulosin use. The frequency of events and the role
of tamsulosin in their causation cannot be reliably
determined.

During cataract surgery a small pupil situation, known
as Intraoperative Floppy Iris Syndrome (IFIS), has
been associated with therapy of tamsulosin during
post-marketing surveillance.

loss),

Overdose

The following statements reflect the
available on the individual components.
Dutasteride

In volunteer studies, single daily doses of dutasteride
up to 40 mg/day (80 times the therapeutic dose) have
been administered for 7 days without significant safety
concerns. In clinical studies, doses of 5 mg daily have
been administered to subjects for 6 months with no
additional adverse effects to those seen at therapeutic
doses of 0.5 mg. There is no specific antidote for
dutasteride, therefore, in suspected over dosage
symptomatic and supportive treatment should be
given as appropriate.

Tamsulosin

Symptoms

Overdosage with tamsulosin hydrochloride can
potentially result in severe hypotensive effects. Severe
hypotensive effects have been observed at different
levels of overdosing.

Treatment

In case of acute hypotension occurring after
overdosage cardiovascular support should be given.

information

Immun sistemi pozgunluqlari

Bilinmayan: sapgi, gasinma, Ovre, yerli 6dem va
angionevrotik 6dem.

Psixiki pozgunluqlar

Bilinmayan: depressiya

Deri ve darialtl toxuma xastsliklari

Az rast gealan: alopesiya (esasen badends tikin
tokiIlmasi), hipertrixoz

Cinsi orqanlar sistemi ve sid vazlari

Bilinmayan: xayalarda agri, xayalarin 6demi
Tamsulozin

Tamsulozinin istifadesi zamani sayirici aritmiya,
taxikardiya, burun ganamasi va tangnafaslik hallari
geyda alinmisdir. Hadisalarin bas vermae tezliyi ve
onlarin etiologiyasinda tamsulozinin rolu balli deyil.
Katarakta emaliyyati zamani smaliyyatdaxili atonik
quzehli qgisa sindromu kimi taninan babayin
kicilmasi hali tamsulozin ile mualice naticasinds bas
vermisdir.

Doza haddinin asiimasi

Asagida gosterilenler ayri-ayrt  komponentlar
barasinda verilmis informasiyani aks etdirir.
Dutasterid

Koéndlliler  Gzerinde  apariimig  tadgigatlarda
dutasterid sutkaliq birdefalik doza 40 mqg/sutkaya
(maalice dozasindan 80 dafe ¢ox) olmagla 7 gin
middatinda heg bir tahliikasizlik problemi olmadan
yeridildi. Klinik tadgigatlarda gindslik olarag 5 mg-
g dozalar 6 ay middstinde subyektlare 0,5 mq
terapevtik dozalarda izlenilon slave oks tesirsiz
verildi. Dutasteridin spesifik antidotu yoxdur, buna
g0re da doza haddinin asilmasi sibhasi yarandiqda
simptomatik ve desteklayici mualica tayin
olunmalidir.

Tamsulozin

Simptomlari




rmnoTeHsnBHole  addekTbl  Habnwganucb  npu
pasnnyHbIX YPOBHSAX Nepeao3MpPOBKU.
JleueHue

B cny4yae ocTpor rMnoTeH3nu, Bo3HMKaloLen nocne
nepefo3vnpoBKK, criegyeT okasaTb  CepAeuyHo-
COCyauCTyo noaaepxky. AptepuarnbHoe faBreHune
MOXeT BblTb BOCCTAHOBMEHO, @ YacToTa cepAeyHbIX
COKpalleHWn npuBedeHa B HOPMY, nNauMeHTa
crneayeT ynoxutb. Ecnu 3To He momoraeT, MOXHO
ncrnonb3oBaTh NnasMo3amMellarolime cpeacrea W,
npu HeobxogumocTn, Basonpeccopbl. Criegyet
KOHTpONMpoBaTb (YHKUMIO MOYEK M MPUMEHSTb
oblne nogaepxusatrome mepbl. Auanua Bpsa nu
NMOMOXET, TaK Kak TaMCYNO3MH O4YeHb CWIbHO
cBsA3biIBaeTCs ¢ 6enkamu nnasmei.

dopma Bbinycka

30 TBepAabIx kancyn Bo cdnakoHe u3 MI3BIN o6bemom
100 wmn, c¢ BRaronornoTUTeNneM Ha OcCHoBe
cunukarens B MOMAMMNPOMUITIEHOBOW  Kpbiwke. 1
(bnakoH BMeCTe C WHCTPyKUMen no MpUMEHEHUIO
noMeLlaeTcs B KAPTOHHYIO YMaKoBKY.

YcnoBusa xpaHeHusi
XpaHutb npu Temnepatype Huxe 25°C n B mecTax,
HeJOCTYNHbIX AN AeTen.

Cpok rogHocTH

2roaa.

MpoaykT cnenyeT ucnonb3oBaTb B TeveHne 90 gHewn
C MOMEHTA NMepPBOro OTKPbITHUS.
He wucnonb3oBaTtb nocne
rogHoOCTW.

NncTtedyeHna  Cpoka

YcnoBus oTnycka U3 antek
Mo peuenTty Bpaya.

MpousBogutenb

Laboratorios Leon Farma S.A., VicnaHus.

Poligono Industrial Navatejera, C/La Vallina, s/n -
24008 Navatejera -Ledn, NcnaHus

Blood pressure can be restored and heart rate brought
back to normal by lying the patient down. If this does
not help then volume expanders and, when
necessary, vasopressors could be employed. Renal
function should be monitored and general supportive
measures applied. Dialysis is unlikely to be of help as
tamsulosin is very highly bound to plasma proteins.
Measures, such as emesis, can be taken to impede
absorption. When large quantities are involved, gastric
lavage can be applied and activated charcoal and an
osmotic laxative, such as sodium sulphate, can be
administered.

Presentation

30 hard capsules in 100 ml HDPE bottle with silica gel
desiccant contained in the polypropylene cap. One
bottle with the instruction for use is placed in
cardboard packing.

Storage conditions
Store at a temperature below 25°C and keep out of the
reach and sight of children.

Shelf life

2 years.

Use product within 90 days of first opening.
Do not use after the expiry date.

Pharmacy purchasing terms
On prescription.

Manufacturer

Laboratorios Leon Farma S.A., Spain.

Poligono Industrial Navatejera, C/La Vallina, s/n -24008
Navatejera -Ledn, Spain

Tamsulozin hidroxloridin doza haddinin asiimasi
potensial olaraq agir hipotenziv effektlera gatirib
¢ixara bilar. Agir hipotenziv effektler doza haddinin
mixtelif deracali muixtalif deracali asiimalarinda
misahida olunur.

Mialicssi

Doza haddinin asilmasi naticesinde kaskin
hipotenziya bas verdikds Urak damar sisteminsa
dastaklayici mualice apariimalidir.  Pasiyenti
uzanigh veziyyste getirmakle arterial tazyiqi
normallasdirmag, trak vurgularinin tezliyi normaya
getirile biler. ©ger bu tadbirler kifayst etmirss,
plazmasvezediciler ve lazim olarsa vazopressorlar
istifade oluna bilar. Béyrek funksiyalarina nazarat
olunmali ve Umumi dastakleyici tadbirlar
aparilmaldir. Tamsulozin plazma zulallarn ile
yliksak daraceda birlagsdiyine géra hemodializ
effektiv deyil.

Buraxilig formasi

30 berk kapsul silikagel ils tachiz olunmus
polipropilen gapagh YSPE flakonda. 1 flakon iglik
voraga ile birlikde karton qutuya gablasdirilir.

Saxlanma saraiti
25°C-den asagl temperaturda ve usaglarin ali
¢atmayan yerdes saxlamagq lazimdir.

Yararliliq miiddati

2il.

AJzi agildigdan sonra mshsul 90 gin arzinds
istifade olunmalidir.

Yararllig middsti bitdikden sonra istifade etmak
olmaz.

Aptekdan buraxilma sorti




Oepxatenb perucTpaLlMOHHOIo ya0oCTOBEepPeHusi
Genericon Pharma Gesellschaft m.b.H. AscTpus
Hafnerstrasse 211, 8054, "'payu, AscTpus

E-mail: genericon@genericon.at

OKCKMIO3MBHbIA  AUCTPUOBLIOTOP B

AsepbangxaHe:

«TETPAOA» NTA.

AZ1102, ynuua 204AHBaps,

==o= AsepbangxaH

Ten.: (+994 12) 431-59-24,

431-05-41

dakc: (+994 12) 430-80-51

E-mail: info@tetrada-az.com
www.tetrada-az.com

14;

Marketing Authorisation Holder

Genericon Pharma Gesellschaft m.b.H. Austria
Hafnerstrasse 211, 8054, Graz, Austria

E-mail: genericon@genericon.at

Official distributor in Azerbaijan
«TETRADA>» LTD.

AZ1102; 14, 20th January street,
Baku, Azerbaijan

Tel.: (+994 12) 431-59-24,

431-05-41

Fax: (+994 12) 430-80-51

E-mail: info@tetrada-az.com
www.tetrada-az.com

Resept asasinda buraxilir.

istehsalci

Laboratorios Leon Farma S.A., ispaniya.

Poligono Industrial Navatejera, C/La Vallina, s/n -
24008 Navatejera -Leén, ispaniya

Qeydiyyat vesiqgasinin sahibi

Genericon Pharma Gesellschaft m.b.H. Avstriya
Hafnerstrasse 211, 8054,Qraz, Avstriya

E-mail: genericon@genericon.at

Azorbaycanda resmi distribyutor
«TETRADA» MMC - dir.

A AZ1102, 20Yanvar kugesi, 14;
A 4 Baki, Azarbaycan
rREo= Tel:(+994 12) 431-59-24,
431-05-41

Faks: (+994 12) 430-80-51
E-mail: info@tetrada-az.com
www.tetrada-az.com




