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“unwuwmbiphnp  hpduwlwunwd  wpunwquwnynd £ dGunwpnihqdph dhongny:  In - vitro
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fun|Gunhpwdhup Yphpwnnwp nnunwuwmnbpnh nnwyhubinhlwih dpw sh wqnb:
‘upwupbiphnh wanbignuyeynitp wyy nnbiph nnwlhtulipphlyuyp ypw

Unnno wnwdwpnlwug opowunid bGpynt swpwe wnbinnnygjudp thnpp  nwnwbwuhpnizjwt
(n=24) pupwgpn nnunwuwnbphnp (cpwlwtu 0,5 dg) sh wgnb] wwdunynghuph Ywd
wbpwgnuhuph  nbnwypubnpluwih Jpw: Uju  nwnwuwuppnygniund nnunhtwdhyulywu
thnfuwgnbigniejniu, Unyuwbu, sh nhuinyb):

“Tnunwuwntiphnp sh wqnnd Jwpduwphuh Yuwd  nhgopuhtuh ntinuypubinpluih ypw: “hw
Upwuwynw k£, np nnunwuwmbiphnp sh wpgbjwynu/fupwund CYP2C9 dtpdtiunp Yuwd P-
glhynwpnuinbhup thnfuwnphsp: In vitro thnfuwgnbigniejwu nwnwWuwuppnienitbpp gnyg Gu
wwihu, np nnunwunbphnp sh wpgbwynd CYPIA2, CYP2D6, CYP2C9, CYP2C19 Ywd
CYP3A4 dbpdtuwnubpp:

Swduninght

Swduninghuph  hpnpnpinppnh dhwdwdwuwlw  Yppwnnwp  quplbpuwluwiht - Gupnwdp
ujwgbigunn nbnbph hbwn' wyn pdnd  wugquywgunn  dhongubp, $nubnnhbupbpuqu-5
dbpdbunp wpgbwypsubp Yud wyp widw-1 wnpbuwpuwhsubph wumwgnuhunubn, Yupnn §
hwugbigutiy pbtptugnWwiht - wgnbgniejwu  nidbinugdwup:  “wnwumnbphn/uvwduntynghup
swbitnp £ hwdwlygywsd Yhpwnb) widw-1 wnpbuwpulywihsubph wy wumnmwgnupunubph htiun:
Swduntnghtup hhnpnpinppnp b Ybawnynuwgnih (CYP3A4 dbipdbumnmp ndbin wpgbijwlyhs)
dhwdwdwuwljw Yhpwnnup hwugbigpt) £ wwdunynghup C..~h W AUC-h pwpdpwgdwup’
hwdwwwuwnwufuwuwpwnp 2,2 L 2,8 gnpdwlgny: Swdunynghtuh hhnpnpinphnh L
wwpopubtitnhuh  (CYP2D6 dbLipdtunh ndbin  wpgbjwyhy) dhwdwdwuwlyw  Yhpwnnwp
hwugbgpt £ wwdunynghup  hpnpnpnppnh Cree - b U AUC- h pwpdpwgdwup’
hwdwwwunwufuwuwpwn 1,3 U 1,6 gnpdwlgny:

Ldwuwwhw pwpdpwgnd uwwubih § CYP2D6 Jbpdbunp peny dbwnwpnihgd niubignn
wwghbuwmubph  opowunu®  ndbn - dewwpnihqd  niubgnnubph  hwdbdwwnngejwdp,  bpp
hwdwlgws Yhpwnynd £ CYP3A4 dbpdtunh ndbin wpgbjwyhsh hbiwn: Swduninghup



hhnpnpinphnh hGiln CYP3A4 L CYP2D6  $bpdbuwnubiph  wpgbjwyhsubph  hwdwlygywsd
Yhpwndwt hbwnbwupubipp Yhuhynptiv s6u quwhwwnydb], vwhuwyt wnlw L wnwdunynghth
wqnbgnyejwu qqwih nidbinugdwu hwjwuwwunyentt (inbu 4.4 pwdhup):

Swduninghuh hhnpnpinphnh (0,4 dq) L ghdtwhnhup (400 dg jnipwpwusinn 6 dwdp dbly
wugqwd' 6 op wlunnnpjwdp)  hwdwlgwsd Yppwnnwdp hwugbgplp £ wwdunynghup
hhnpnpinppnh - dwppdwt ujwgbgdwu  (26%) W AUC-h  pwpdpwgdwu  (44%):
“unwuwnbiphn/nwdunynghup  ghdbwnhnhup  htin - Yphpwnbijhu  wbwnp £ gnigwpbipt
qgnnip|niu:

Swdunynghuh hhnpnpiphnp W quipduphtp dhole ntinujht' thinfuwqnbignigju apguwlw
nwnwuwuhpnyeinwu sh hpwlwuwgyb): In vitro L in vivo uwhdwtwdhwly hbunwgnunnieniuttph
wprynwipubipp dénnpny sku: hyndtvwyp bW Juwpdbwphup, wjunwdbuwgupd, Yupnn Gu
dbdwgub tnwdunynghuh wpnwqundwu wpwgniginup: Mbwp £ qgnynyentu gniguipkipb|
Jupdwphup b tnwduninghup dhwdwdwuwly Yhpwnbijhu:

Uwnbuninih, Fuwpwwnpih, updtinhuhth Yud ptindhihtuh htn nwdunynghth hhnpnpinphnh
dhwdwdwuwyjuw Yhpwndwu nbiwypnud thnfuwgnbignyeniuubp st nhundb: Snipnutidhnh hbun
dhwdwdwuwYuw Yphpwnnwp  hwugbgund £ wyjwqdwind  wwdunynghth  dwwpnwyh
hotigdwup, pwjg pwuh np wyu dunw L unpdwih uwhdwutbpnd, nbnwswihh G2gnpndwu
wuhpwdbonnyentu slw:

Ny nhwqbwwdp, U ng £ wpnwpwuningp,  Gnpinpdbiehwghnp,  pinpdwnhtntp,
wdhwnphwwpihtup, nhyndtuwlp,  glhptulwdhnp fud  updywunwnhtp - dwpnne wpjwt
wjwqiwynw in vitro  wwjdwuubpnud  sGu thnfunid  wwidunynghuh wqwun  $pwlyghw
Swdunynghup W' nhwgbwwdh, ypnwpwuningh, Gnpinpdbphwghnh b ppppdwnpunup wqun
$nwlghwtibipp sh thnfunwd:

4.6. Ybpwpwmwnpnnuluunipinit, hnhnpyniu b Ypépny YEpwlpdw ypowt

LYwlwlg 2powunwd  “tnunwd nbinh Yppwnnwp  hwlwgnigwsd £ <nhnejwt, Yndpny
ypwypdw, Japwpunwnpnnulwunygjwu  opowtnd  nnuwnwuwnbiphn/twduntnghtp
wqnbignyejwu ytipwpbipjw) hbunwgnunngeniuutip s6u ppwlwuwgyb: <Gnlyw| inbuwybunutipu
wpunwgnnud - BU - wnwudht  punwnpwwnwppbph nwnWduwuppnyeniuttiphg  unwgywd
nbnGYwuwnynieyntup (inbu 5.3 pwdhup):

<nhnuyentu

huswbiu 5-widw nbnniyunwquih wy wpgbuyhsubp' pnunwuwnmbphnp unyuwbu wpgbjwynu §
inbuinnuinbpnup thnfuwlytipwnudp nhhphnpnunbunnuwntipnuh, W, huwpwydnp £, wpwlwu ubnp
wuinntn Ypnn Yung dnin nbinh Yhpwnnudp hwugbiguh wunnh wpunwphtu ubnwywu opquutiiph
quipgwgdwt wpgbjuwydwu (nbu 4.4 pwdhup):

“unwuwmbiphnnd  pnidynn wwghbunubph  ubpduwhbBnnynid hwyntwpbpdtp £ phs
pwuwynyzjwdp nnunwunbphn: Lwjinup sk, wpynp wju pwgwuwlwt - wgnbignig)niu
ynwbuw wwnh dJpw, bpbt dwpp Gupwpydph nounwunbphnn  pnidynn wywghbump



ubpduwhbnniyp  wgnbgnyejuup  (nph nhuytu  wdbuwdGdu £ hnpnyejwt wnwohtu 16
2upwipUbph pupwgpnd):

huswbu 5 wdw-nbnniyunwquih pninp - wpgbjwypsubiph nbwpnw, bBpp  wwghbunp
gnigpuytipp hnh § Ywd Yuwpnn £ hnphwwy, funphnipn £ ipdnd wwghbunpt wwhwwtwy
Yhpwntint dhongny qnigpuytipnop qbipd ywhb) ubpduwhbnnyh wqnbignye)niupg:
Swduntnghuh hhnpnpinphnp hquywu ubinh hnph wnubwunubiph b 6wgquwputiph ypw Yhpwnbijhu
wunh ypw Juwuwlwp wgnbignyentt sh hwynuwpbingb):

Luwfuwyhuhywywu htnmwgnunnyesjwu indjwiubpp wbu 5.3 pwdunid:

YUpdpny YEpwlypdwt opowit

Lwywinup sk wprynp nnunwunbphnp Ywd tnwdunynghup ubippwiwugnd £ dwpnne Yndph
Ywpe:

YGpwpunwnpnnulwunyentu

Ywu hwnnpnniubp, np nhunwunbphntu wgnnd £ wnnng tinnudwpnywug ubpduwhbnniyh
puniewagpbiph ypw (ubipduwpshoutiph pwuwyh, ubpduwhtinnyh dwdwih b ubpduwpehoubinh
swndniuwynyejwt ujwgnd) (nbu 5.1 pwdhup): Mbwp § ujwunp niubuw tnnudwpnyuwg
Ybpwpuwnwnpnnuwuniypjwu utjwqbgdwu hwjwlwywuniegjniup:

Swdununghtih hhnpnpinphnh wqnbignyejniup ubipduwpghgubiph pwuwlh Yud $nilghuwih
ypw sh quwhwuinybi:

4.7 Ugnbtignipniup thnfjuwnpuwidhgngubip qupbint b vwppwynpnidubph hbn wjuwnmbint
Ywpnnnipyniuubph ypw

®Pnfuwnpwdhongubp Jwpbint b uwppwynpnwubph hbn wotuwwmbint Yupnnnyejwu  Jpw
nninwuwnbphn/nwduniynghth  wgnbgnyejwt  nwnwWiwuppnigniiubp 6 Yunwpyb:
Wunwdbuwjuhy, wwghbunmubpht wbwnp £ nbnblwgub), np Tninmwd nbnp Yhpwntijhu
huwpwdnp £ wnwowtwu ninnblbgywdpwihu  pbptuodwdp  ywjdwuwynpywd  wjuwhup
wfuwnwupoubn, huswyhuht gjluwwwnnyunt k:

4.8 Unnduwlyh wqnbtgnipyniuubp

Lbppnuyjw) wdjwiubpp Jbpwpbpnd Bu nnunwunbphnp b wwduniynghtp  hwdwlgdwsd
Yphpwndwt  4-wdjw  CombAT  (phwnwuwnbphnh W wnwdunynghuh  hwdwygnud)
nwnwuwuhpnipjut  Jepinwdnyeywup' hwdbdwnbind 4 wwpw pupwgpnid opwlwt  dby
wuqwd 0,5 dg nnunwuwnbphnh L 0,4 dg wwdunynghup' dnunpbpuwwhwih dund Huwd
hwdwlygwsd Yhpwndwl wpryntupubipp:

Uhwdwdwuwy Yhpwnynn nnunwuwnbppnp W tnwduninghtp hwdbdwnnyejwdp gnigunpydt b

nnunwunbiphn/nwdunynght hwdwlygnyejwt YEuuwhwdwnpdtpnygniup (nbu 5.2 pwdhup):
Spwdwnpdb] £ twb wnwudptu  pwnunpwwnwpptiph  (phwnwuwnbphn b twdunynght)
Ynnduwyh wqnbgnipiniuutiph wpndhiubiph ybpwpbipjw) wbnblwungnyen: Mbunp £ hwoyh
wnub|, np wnwudpu pwnunpwunwppbph Yhpwnndhg hwnnpnywsd ng pninp - Ynnduwyh
wqnbgnyejniuubip Gu hwnnpndb] nnunwunbphn/nwdunynght hwdwygniejwu hwdwp, b
npwup Ubpwndwsd Gu nbinp upwuwynn pdoyhtu wuhpwdbioun nbnGYwunyniyejwu hwdwn:



4-wdjw CombAT nwnuwitwuppnyejniuhg unwgywsd wndjwiubpp gnyg Gu wdb, np nbinnd
wwjdwuwynpywd Ynnduwlyh bplnyeh’ hbunwgnunnnubph Ynndhg quwhwndwsd guulugwsd
ntwp, pniddwu wnwoht, bpypnpn, bBppnpn W snppnpne wwiphubpht pnunwunbphnh W
wwduntnghtup hwdwygywsd Yhpwndwu pupwgpnid Yuqdb| b hwdwwwunwufuwuwpwp 22%,
6%, 4% L 2%, nnunwuwnbiphnh dnunpbipwwhwih hwdwp' 15%, 6%, 3% L 2%, wwdunynghup
dnunpbpwwhwih hwdwn' 13%, 5%, 2% U 2%:

Uhwdwdwuwljw  pnidnd  uwwignn  fudpnd  pniddwt - wnwoht  wiwpnd — Ynnduwlyp
Gpunyputiph  wnwyb| swwn  nbwpbpp  wwpdwuwdnpdws  Gu  bBnb wu  fudpnd
epwpumwnpnnujwunygjwu  fuwugupndubph,  dwutwdnpwwbu' ubpduwdwppdwt
fuwugwpnudubiph wnwyb| suwwn nbwpbipny:

CombAT, swquuwlwgbindh pwpnpwly hhwbpwwghwih dnunpbpwwhwh Yhuphulywu L
REDUCE nwnuwiuwuppnipniuttpnid  nbnnd - wwjdwuwynpdwsd  Ynnduwyh  Gplunypubph’
htiwmwgnunnnutph Ynndhg quwhwundwsd nbiwypbpp, pniddwtu wnwoht tnwpjw pupuwgpntd
Yuqdb Bu 1 % Yud wydbh' huswybu gnigunpduwd £ unnple ubipujugdwd wnnuuwynid:

Fwgh wjn, wnwduniynghuh unnpl pYwpyywd Ynnduwyh wgnbgnieniiutipp hhdudws Gu
hwupnyejwu 2npowund wnlw  inbnbluwwnynygjwu Jpw: <wdwlygwd pniddwtu  nbwpnwd
Ynnduwyh wgnbignyeniuutiph wnwowgdwu hwéwfuwlwuntgntup Ywpnn £ dedwuw:
Yihupyulwt thnpdwpynuiubiph pupwgpnid hwjnuwpbpdwsd Ynnduwyh wgnbignieniiutipu
puwn hwunhwdwu hwéwuwlwuniyejwu.

Lwbwlu (=1/100-hg dphush <1/10), ns hwbwfu (=1/1000-hg dhusk <1/100), hwqywnbiy
(21/10000-hg dhusk <1/1000), owwn hwqunbwy (< 1/10000): Snipwpwlgnip  opgwl
hwdwYwpgh fudpnd  Ynnduwlh  wgnbignyeniutbpp  ubpluwjwgdwsd  Gu pun  npwg
dwupnipjwl wuwmhtwuh ujwqdwl:

Twuwlwpgnud pun  Unnduwyh Turnwunbphn+un Fnwnwunbph |Swdunyngh
opqut wqnbgnieyniuutp  (wduniynght* n u¢
hwdwlwpqbpp
Uywipnuyhts Nwpwthnientu - - Lwqyunbiy
hwdwlpupgh G fuwwyunnywn Lwbwfu - Lwbwfu
puuitiquipnidtip YHfuwguiy i - Ny hwwiu
Uhpipph Upunwjhu Ny hwbwlu Ny hwéwp® |-
pwbiquipnidubn wlpwywpwpnyegjniu

(punhwuntp

hwuljwgnie)niu’)

Upwnfuthng - - Ny hwbwfu
Ubinpuyht NintYbgywdpwipu |- - Ns hwéwfu
puwtiqunnidubn ptptusnud
Clswlyuts (thupwun - - Ns hwéwfu
hwdwlwpgp,
Ypdpuyhts L




dhotinpduyhts

opquititiiph
puwtiqunnidubn
Uyrwidnpu-winhpuypt |Pnpluiynientu - - Ns hwéwfu
hwdwlwpah dnpndnip)nLu - - Ns hwéwfu
puuitiquipnidtip Upwfuwnung - - Ns hwéwfu
$ufunwd - - Ns hwéwfu
Uwolyph b Uunpwjwpnwihu . - Lwqyunbiy
Gupwdwoluyht wjwnntg
hynwdwoptiph Uphybu-ntuunth |- - Swn
fuwtiquipmdutp hwdwfuwnwuh? hwqyunbw
Enuowguiu - - Ns hwéwfu
Swu - - Ns hwéwfu
£np - - Ns hwéwfu
dbpwpywnpnnulwt | Mphwwhqu - - Cwn
niypywitl hwdwljuwpgh hwqyunbw
b hndpwqtinah hdwnunbughu? Cwéwlu Cwéwlu ® -
fuwitiguipnidutp Lhphnnjh Cwuwfu Cwbwlu* -
thnthnfunyejniu
(uugnud)®
Utipduwdwjppdwt  |<wbwfu Lwbwfut Lwbwfu
fuwugqupnuubp®
Undpwqbindh Lwbwfu Lwbwfut -
fuwuguwpnuiubip?
Cunhwbnip UupbUupw - - Ny hwbwfu
hwbquipnidubn b
thnihnpuniynititin

Uppwndwt (pnmd

“. Onunwuwnbphn + wwdunynght' pun CombAT  nwnwuwuppnigut wju  Ynnduwlyh

wqnbgnyeniuubph  hwéwfuwlwunyeniuutpp tjwgnud  Gu - pniddwt

pupwgpnLu:

1-4  wwphubiph

P Mnunwunbphn’ pun pwgquuwlwgbndh  pwpnpwly  hhwybpwwghwih  dnunebpwwhwh
Yihupywlwu hiwnwgnuneniuubiph:

4 Swdunynght' puin nwdunynghup U hhduwlwu wuunwugnyejwu wpndhih:

".REDUCE nwnwiuwuhpnipniu (nbu 5.1 pwdhup):
L«Upunwht wupwdwpwpnipniuy  punhwunp  hwulwgneniup ubpwnnd £ Yuuquht

upwwjhu

wupwywpwnnipjntl,

upnwhu

wupwywpwpniejniu,

Gufu  thnpnpuwyjpt




wupwywpwpnygntu, unp  upnwjht wupwduwpwpnyejnu, Ywpnhngbu only, unip Gwfu
thnpnpwjhu wupwywpwpniejniu, we thnpnpwiht wupwywpwpnyentt, unp we thnpnpwjhu
wupwdwpuwnniejniu, thnpnpwjht wupwywpwpnie)niu, uhpwn-pnpwiht wupwywpwpnientu,
Yutiquyht upnhndhnwwiehw:

2 Lbpwnnu E Ypdpwgbindh qquniunyegjwu pwpdpwgnidp b Ypdpwgbindh dbdwgnidp:

. Jdbpwpunwnpnnuywunipjut hwdwlwpgh wju Ynnduwyh wgnbignyeniuubpp Yuwdws bu
nnunwunbiphnny  pniddwt hbn  (Ubpwnjw|  dnunpbpwwpwt W wnwdunyunghuph  hbwn
hwdwygnysyniup): Wu  Ynnduwyh wqgnbgnyenitubpp Yupnn Gu wwhwwudb] pnidnudp
nwnwnbtigubnig hbwnn, W npwunw nnunwuwnbphnh nbpu wuhwjun k:

“Lbpwnnud | ubpduwhbnndyh dwywih udwgnidp:

U ypnjuilp

REDUCE nwnwiuwuhpnigjniup pwgwhwyuinty £ nnunwunbiphnny pnidynn innuidwpnuiug
opowunid puwn Fhunuph uwunnwyh 8-10 dhwynp quwhwwnynn pwngltinubph wnwowgdwu
wyblh pwpdp hwlwhuwlwunyen'  hwdbdwnwd  wwgbipnh hbn (wbu 4.4 L 5.1
pwdhuubipp):

Lwyinup sk, wprynp owgqwuwlwgbindh thnppwgnip wwydwuwynpgwsd £ nnunwuwmnbiphnh
wqnbgnysjwdp, G wju nunwWbwuhpnigjwt wprynwpubiph ypw wgnnn  hGunwgnunnyejwu
htinn Yuwdwsd gnpdnuubipny:

Yihupyulwtu  thnpdwpynudubph b hbGwngpwugnwwiht - thnynd - Yppwndwt  pupwgpnid
hwnnpnyb £ nnudwpnyuwug Ypdpwgbindh pwngytinh dwupt (nbu 4.4 pwdhup):
Lbwngpwugnwwihu inyjwjubip

Udpnne wotuwphnw Yppwndwt hbngpwugnwwiht thnpénd wwjdwuwydnpwsd Ynnduwyh
wqnbignyejniubipp hwyuntwpbpynd Gu hbngpwugnwwipt ghingnud wnw uwyntunw punyeh
hwnnpnndubpnd,  hbunlwpwp  Ynnduwlp  wgnbgneniiubph hwunhwdwt  unnyg
hwéwhuwlwunyantu hwjinuh sk:

tnuwnwuwinbphn

hdnibughtr hwdwlwpagh iwtiquupnidibn

Uthwjun hwdwfuwlwunyejwdp' witpghy nbwyghwubp, wn pynd’ gwu, pnp, bnuowgul,

inbnwihtu wjnnig b wunpwujwnpnwiht wjnnig:

<nqbljwt prtiquipmdtibn

Uthwjun hwwjuwlwunyejwdp' nbuypbupw:

Uwpyh U Ghpuwdwiljuyht hinudwoptibnh pwtiquupnidbn

N hwbwlu' dwqupewihnieiniu (wnwoht htpehu dwpdup dJuquewihnie)niu), hhwybpuppfung:
dbpwpypwnpnnuwlwbneywt hwdwlwpgh U Yndpwgbindh pwbiquipnidtbn

Uthwjun hwwhuwlwunyejwdp' wdnpdhubiph gwd, wdnpéhubph wjunnig:

Swduninght

Lhngpwugnuwihtu - thnynd®  nhunwpydwt  pupwgpnd,, Yuwwpwyunh  Jhpwhwunnyejwt
dwdwuwy thnpp ppp  hwdwfunnwupoh  wbuwly  hwdwpynn  ubpdhpwhwwnwlwu  GYniu



Shwéwuwpwnwueh hwdwfunwuhsh Yapwpbpjw| hwnnpnndubpp Yuwdwsd Gu Gnb) widw-1
wnpbuwpulwihsubph wuwnwgnupunubph, win pYnud’ tnwduniynghuph, Yhpwndwu hbun (nbu
4.4 pwdhup):

Fwgh wyn, wwduninghth oguwgnpddwdp  wwjdwuwynpdwd hwnnpnybp £ twb
Uwfuwupwntiph  $hpphywghwih,  wnhpdhwih,  hwwfuwupungw, — hlungh,  prhg
wpnwwhnunyejwu,  wnbunnniejwt  wnunpdwt,  wbunnnipjwl  fuwuqupdwu, pwqduwédl
Enhebdugh, — bpypwquipdnn - (Epupmpunphy) — dwplpwpnppp, - ubpduwdw)ppdwt
fuwugquwpnuiubiph, ntwnpngpun ubipduwdw)ppdwl, ubpduwdw)ppdwt wupwjwpwpniyejwu L
pGpwunwd snpnejwt wnwowgdwu dwuht: <uwpwynp sk unnyg  hwuwnwnb) Ynnduwyp
wgnbignyejniuutiph hwéwhuwwuniyeniup W tnwdunynghup nbipp npwug wnwowgdwu dbg:
LUwulwéth Ynnduwlh wgnbgnipyniuubph yepwpbpjup hwnnppnd

LhwngpwugnuWwiht thnynd Yuuwsdtih Ynnduwyh wgnbignieniuubiph dwuht - hwnnpnbp
Yuplnp £ Yw htwpwydnpnieniu £ vwhu swpniiwwpwp qguwhwwnb) nbnp Yhpwndwdp
wwjdwuwynpyuwd nhultph W wyulywynn ognuwnp hwpwpbpwlygnieniup:
Unnnowwwhnyejwt hwdwlwnpgh dwutiwgbinubipp Yuubwdth Ynnduwyh wgnbignieniutiph
dwupt Ywpnn Gu wngwug hwnnpnb) << UL wywnbtdhynu £ Swpphbywuh wujwu nbintiph
L pdolulwu wbfuuninghwubph thnpdwghnwlwu Yeunmpnu® www.pharm.am hnnwding Yud
quugwhuwnbi| phd ghd. htinwunuwhwdwpubip (+374 10) 20 05 05 L (+374 96) 22 05 05:

4.9. Gtpnbnwswhnid

“nunwunbiphn/unnwdunynghup  gbpnGnwswithdwu  JGpwpbpup wnuutp suu: <anlyw)

wbuwlybwubpt wpwwgnind U wnwudht  pwnwnpwwwppbph  JGpwpbpuw; wnlw
inbinblwwnynieynwup:

tupwupbiphn

Ywdwynpubiph 2powtnd uwuwnwpywsd nwnwuwuhpnyeniiubpnud, wnwtg wuyunwugnigjwl
(ntpe  fuunphpubipp Yppwndbp £ nnunwunbppnt opwywu  dbYy wuqwd, dhusle 40 dg
nbnwswihny (80 wuqwd dbd pnidwlwu nbinwswihhg) 7 op wnlinnnipjwdp: Yhuplyulwu
thnpdwpynuwiubpnd 6 wdujw pupwgpnuw nnunwunbiphnt opwwu 5 dg nbnwswth Yhpwnnn
wwghbUuwmubph  2powunw  pwgnighs  Ynnduwyh  wgnbgnyeniubp h hwypuin sBu BYG|,
hwdbidwwnwd 0,5 dg pnidwljwt nbnwswith punniunn wwghbunubiph, npnug dnuin uwwnyb) Gu
npwip:

“unwuwnbiphnh hwwnynpn2hs hwlwenyu wnlw sk, hbnbwpwp, gbpntnuswihdwu Yuubwsh
nbwpnw  wjunwupwht b wowlygnn  pnidndp wbinp £ hpwlwuwgub]  pun
wuhpwdbonniyejwu:

Swduniynght

Lwnnprndtp £ 5 dg  wwdunynghuh  hhnpnpinphnh - Yppwndwt - wpryntupnid — unip
gbpnbnuewihdwu dwuptu: Yhwdb) b unip pbpdusnd (uhuinnihy quipybpwluwihu 6upnuip® 70
dd uunhyh yniu), thufund b thnpndnie)niu, npnup pndybp Gu hbinnyp punndwdp, W unyu
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onp wwghbunp wwwpwuwnn £ bnbp noippugpdwu: Sbpnbnwswthnudhg  wnwewgnn unip
ptinGupdwu ntwpnwd wuhpwdbion £ uppun-wunpwiht hwdwlwpghtu oquniejniu gnigwpbnb:
Ruipybipwlwihu Guznwip Yupnn £ ybpwlwuqyt) bW upinh nhedp Yupgqudnpdt wwghbunh
wwnlwd nhpp punnuubnt nbwpnul: Gpb nw sh oqunud, www Ywpnn Gu oquwgnpdyt
Sdwywp dbdwgunn, b, wuhpwdbipnnyejut nbwypnut bwl' wunpwubindhs dhongubip: Mbwnp |
ypwhuyt Gphlwdubph pniuyghw b hpwlwuwgub) punhwunyp wewlgnn dhongwnnidubip:
£hs hwjwuwlwu £, np nphwihgp Ywpnn Lt oqub), pwuh np wnwduninghup pwwn wdnip k
Yuwwygynwd wpjwt wwgdwih uyhunwynigubiph htn:

Lbpddnup  Ywupubnt tywwwynd  Yupblh L dbnuwpytp  dhongwunnuwubp,  ophtuwly’
wnwowgubi| thufunw: Utd pwuwlubiph nbwpnud Yupbh £ Yuwnwnpb] unnwdnpup ywugnud b
Yhpwnt] wyunhdugdwd wdnifu nu nplk oudnunply jndnnwlwu ujnie, ophtuwl’ Uwwnphniip
unypwin:

5. 161ULULULUL PLNRFUG PALEN

THnwpnidwlwu funudp

Uhquubnwlwtu  hwdwlwpgh  Jpw  wgnnn  nbnbp,  wjbw-wnpbuwpulwihsubiph
wuwnwghUphuwnubin

Ubwunndhwlwu-pniduljuu-phdhwlwt swslwughp

GO4CA52

5.1 Hinwnhtuwdhlw

Tunwuwnbiphr/unwdunynghup Bpyne nbintph  hwdwygnegniu £, pnunwunbippn’ 5-wibw
nbnniynwquih Ypluwlh wpgbuyhs b nwdungynghuph hhnpnpinphn’ wi$w-la b wi$w-1d
wnpbuwpulwihsubiph - wunwgnupuwn:  Wu  nbintpu nwbu - wgnbgnyejut  thnfujpwgunn
dGfuwuhqdutip, npnup  wpwgnpbt  pwpbjwynid  Gu - wjunmwuppubpp, dbgh  hnupp L
ujwgbigunud GU unip dhquijwwniyejwt wnwowgdwu nhuyp b swqwuwlwgbindh pwpnpwy
hhwbpwwghwih htwn Yuwywd yhpwhwinwlwu dhowdnnieniuubph wuhpwdbtipunniyeniun:
“unwuwnbiphnp wwowpnw £ 5-wibw nbinnijuwquih 1 W 2 wmhwh hgndbpdGumnubpp, npnup
wwwhnynwd GU inbuinnuinbpnup thnfuwlbpwnup nhhhnpnunbunnuintpnuh:
“thhhnpninbuwnnunbpnup wunpngbu £, npp swqwtwlwgbnéh wéh U 2wgwuwlwgbindh
pwpnpwly hhwbpwwghwih qupgqugdwu hhduwlwt ywwnwufuwuwwn £ Swdunynghuu
wpgbjwynd £ owquuwhwgbindh  hGupwhnwdwsdpwih (unpndw)) hwpe dywuubph L
dhquuwwpyph wwpwungh wipw-la b wdw-1d wnpbuwpulwihsubipp: Cwquuwywgbindh
widw-1 puhwihsubph dnuinwynpwwbtiu 75 %-p Yuqinw  widw-la tupuwnbuwyp:
Mupwuipbphnh dhwdwdwbwlyw Yhpwnnidp yppwdunynghtp hbn

Lbnlbyw| nbuwybinubpt wpunwgnnd Gu nunwuntipphnny b wnwiduniynghuny hwdwlygqwd
pniddwt Ytpwpbipjw| wnlw wnbntluwwnynienwun:

4-wdjw  pwqgdwlybunpnu, pwqdwqquipt, nwunndhqugdwsd YpYuwlh Ynyp, qniquhtin
fudpbipny nwnwiuwuppnyeniutbipnud, opwlwtu 0,5 dg nnunwuwmbiphnh (n = 1623), opwlwu
0,4 dg wnwdunynghup (n = 1611) wd 0,5 dg nnunwuwmbphnh W 0,4 dg wwduninghup (n =



1610) dpwdwdwuwlw  Yphpwnnwip quwhwuindlp £ jwqwuwlwgbnéh  pwpnpuly
hhwbpwwahwh' swihwynphg Jdphusk dwup whunwuhoubpng  wnudwpnyuug  opowund,
npbp nubgh] Gu > 30 J] swquuwlwgbndh dwdw| U wqwuwlwgbndh uwbtighphy
hwlwdwpdup' 1,5 - 10 ug/d| dhowlwpnid ginuynn wipdtipubin:

Muwghbiunubph  dnnwynpuwbiu 53%-p bwfuyphund punnutp £ S-wbw nbnnijunwqugh
wngbwyhs Yud widw-1 wnpbuwpulwihsh wunwgnuhuwn:

Fniddwu  wnwohu  bGpynt  wwpw  pupwgpnd  wpryniwwybitnngejwu  hhduwlwu
Jopouwlybiinbpu  thu Cwqwuwlwgbndh  wfunwupgubph  dhowqquiht  quwhwwndwu
hwdwlwpgnud (IPSS uwunnuy) thnihnfunyeniup. 8 dhwynphg pwnyugwsd gnpdhpwlwqu
(hpdujwd dhquubinwwu hwdwlwpgh hhdwunnieniuubph  dwutwgbinubph - wdbphljwu
wunghwghwjh Ynnudhg Yugddwsd hwpgwowph ypw), npnd ubpwndws £ bwl Yjuwuph npwyht
yGpwpbpnn |pwgnighs hwpg: 2 wwpjw pupwgpnd  wpryniwybnnygjwt Gpypnpnwht
ybpouwlybnbpp  ubpwnnd tp dbgh  hnuph  wnwybjwgnyu  wpwgnieniup (Qmax) W
owgquuwlwagbindh dwywin:

Cun Swquwuwlwgbndh wfunwuhgubph Jdhowqgquiht quwhwwndwu hwdwyuwpgh' nbnbph
hwdwygniejniup  gnigwpbpbg  tpwuwlwh wpryniip  pnuwnwunbippnh  hwdbidwn - 3-pn,
nwduniynghup hwdbdwwn' 9-pnp wduhg uyuwé: Unwybjwgnytu wpwgnipjut (Qn.,) hwdwp
ntnbph  hwdwygnieniup  tpwuwlwph tp 6-pnp wduhg ufuwd' hwdbdwwnwsd  Bpynwp'
nnwnwuwnbphnh W wwwdunynghth, htiw:

“unwuinbphnh W wwdunynghth  hwdwlygnyeniup Yhpwnbiine nbupnud - wiunwuhgubipp
pwpbwyynwd  Gu wdbh  qwyd, pwl  npwpwtgnip nbnh wnwudht - Yhpwnnudp:
“unwuwnbiphnh b wwwduninghup dhwdwdwuwlyjw Yhpwndwdp pnidnidp 2 tnwiph wug gniyg
ndbg  Jhbwlwgpnpbt  towuwlwih  Gogpundwd’ wiunwuhsubph  quwhwwndwl - Gughtu
wpdtiphg -6,2 dhwynpny dhohu pwnbijwynu:

Utigh hnuph wpwgnipjwu Gagpindwsd dhohtu pwpbijwynwip Gughtu wpdtiphg dhwdwdwuwyjw
pniddwu nbwpnd 2,4 dydpYy kp, 1,9 ddpy’ nnunwumnbphnng L 0,9 di/dpYy’ vnwdunynghuny
pniddwt nbwpnuwd: Cwqwuwlwgbndh pwpnpwly hhwbpwwghwh wgnbgnyejuwt gnighsh
togpunywd dhoht pwpbijwyniip dhwdwdwlwljw pniddwt nbwpnid Guiht wpdtiphg wywwu
tp 2,1 dhwynpny, 1,7 dhwynpnd wwlwu' nnuwnwunbppnnd b 1,5 dhwynpnd wwlwu'
wwduntnghuny pniddwtu nbwpnid:

Utigh hnuph wpwgnyejwu b 2wgqwuwlwagbndh pwpnpwly hhwybpwwghwh wqnbigniejwu
gnighsh  pwpbjwynwutpp  Jpbwlhwagpnpbt bpwuwwih  thu  nnuwnwunbppnnd W
nwduninghuny Jhwdwdwuwlw pniddwu nbwypn® nnunwuwnbppnh W wwdunynghtp
dnunpbtpwwhwutiph htitn hwdbdwwnws:

Fniddwu 2-pn mwpywuhg htivnn gwgquuwlwgbindh punhwunip dwywh b wugnwwht gnunnt
dwwih uugnup Jhdwlwgpnpbu tpwuwlwih bp dpwdwdwuwlw pniddwu  nbypnud
wwduntnghtp dnunptipwwhwjh hwdbdwun:



4 nwpw pniddwt wpryniuwybunniejut hhduwywu Jbpouwlybnp unip dhquijwwnyejwt
wnwoht  nbwph  Ywd  swqwtwlwqgtindh  pwpnpwl  hhwbpwwghwih - hbn - Juwywd
Jhpwhwwnejwt  dwdwuwlu  Ep: - “nwnwunbphnh b vwdunynghth - hwdwygniejwu
Yppwnnwip, pniddwt 4-pn lmwpyjwuhg hbinn yhdwlwagpnpbiv bpwuwlwih udwugbtigptig unip
dhquijuwnygjut - fud  pwquwlugbinéh - pwpnpwy - hhwbpwwghwih - htin juydws
Jhpwhwwniejwtu  wuhpwdbounnyejwu  nhulyp (65,8% nhuyph vwgnd p<0,001 [95%
unwhnyejwu  dhowlwpbp' 54,7%-hg  74,1%])' wwduniynghup dnunebpwwhwih  hbwn
hwdbdwwnwsd:

Unip dhquijwuwnyejuu Yud wqwuwlwgbnéh pwpnpuly hhwbpwjwghwih hbn juwdws
Jhpwhwwnyejwu nbwpbpu pun 4-pn vwpw wdjwutph Yuqdb) £ 4,2% hwdwygdwsd
pniddwu L 11,9%  wwdunynghund pniddwt  hwdwp  (p<0,001):  “nunwuwnbiphnh
dnunpbpwwhwih htin  hwdbtdwwnwsd, nnunwuntpphnnd b vwdunynghung  hwdwygywd
pnidnuwip 19,6%-ny ujwgbigpt| £ unip dhquijuwnyejwu Ywd swqwuwlwgbindh pwpnpuly
hhwbpwwghwih htn Yuwwd Jhpwhwwnnigjwtu nhuyp (p=0,18 [95% Yuwnwhnipjwl
dhowlwpbp' 10,9% - 41,7%]): Unip dhquiwwnyejwu Ywd swquuwlwgbndh pwpnpuwy
hhwbpwwghwih htin juwdws Jhpwhwwnnysjwt nbwpbpu pun pnunwuntphnny pniddwu
4-pn nwpyuw Yuqub £ 5,2%:

Fniddwu 4-pn nwpydwuhg htunn wpryniuwydbunniejwu Gpypnpnwipu yepouwytinp ubpwnt b
owgquuwlwgbindh whunwuhubph dhowgquiht guwhwwundwt hwdwwpgnd Yihuhlhulwu
wnwopupwgh (uwhdwuynw E npwbu punhwuny hwulwgnyeniu. pun swqwuwlwgbindh
wfuwnwupoubph  dhowqquwip  quwhwwndwtu  hwdwlwpgh'  udugbgnud >4 dhwdnpny,
2uqutwlwgbingh pupnpwl hhwtipwwghwh htn Yuwwsd unp dhquijuiyniesjut nbiuptin,
wudhquuwwhnigjniu, dhgninpubiph Jupuwy, Bphlywdwjpu wupwywpwnnipjniu)
swqwuwlwgbndh  whunwuhgubiph  dhowqquiht  quwhwwndwt  dhwynph, dbgh  hnupp
wnwybjwgnyt  wpwgniejwt (Qn.) U 2wqwuwlwgbndh  dwdwih  thnthnfunyeniu:
Cwqwuwlwgbindh  wfunwuhgutiph  dhowqquihtt  quwhwwdwu  hwdwlwpgp (IPSS) 8
dhwynphg pwnyugwsd gnpdhpwlwaqd E, npnwd ubpwndwsd £ uwb Yywuph npwypu yapwpbipnn
(nwgnighs hung: Unnpl ubpyujwgduwsd Gu 4 nmwpdw pniddwl wpryniupubipp.

8nigwuhy Unulpbwn Tnrnwumbphnh [Fnunwunbphn Swduniynght
dwdwtwly U wmwduninghup
hwdwlgnypniu
Unip dhquiwynipynits - \inbiwpbip 48-pn - 14,2 5,2 11,9w
yuwd pwquitiwlwgbindh  jwdund
puipnpuly
hhwbpujjughuyh hbp
st
yhpwhuipnyeynils (%)
Yihtplyuwilputs 48-nn wdhu 12,6 17,8p 21,5w
wnuwignlipug* (%)




Cwqutwljwqgbindp [Gluybwnwipu]  |[16,6] [16,4] [16,4]
wpupuwiihotibnh 48-nn wdhu -6,3 -5,3p -3,8w
dhowqquiyhti (Pnthnfunye)niu
qlwhunpdwi twybwnwihtuhg)
hwdwlwpg (Yhwynptibpn)
Que (U411 [Gruybinwght] — [[10,9] [10,6] [10,7]
48-nn wdhu 2,4 2,0 0,7w
(Pnthnfunye)niu
bjwytnwhtihg)
Cwqubwljugbindp [Gluybwnwipu]  |[54,7] [54,6] [55,8]
owuiy (U)) 48-pn wdhu (% -27,3 -28,0 +4,6w
$nithnfunyejniu
bjwytnwhtihg)
Cwqubwlwagbinép [Gluybwnwipu]  |[27,7] [30,3] [30,5]
wbgniduyhti gnipnt 48-nn wdhu (% |-17,9 -26,5 18,2w
owfwy (U)# $nithnfunyejniu
blultinwjhuhg)
Cwqubwlyugbindp [Gluybwnwipu]  |[5,3] [5.3] [5.3]
puwpnpuwly 48-nn wdhu -2,2 -1,8p -1,2w
hhwbpuwyjuqpugh (nihnfunig)niu
wqnbgnyepwiti gnighs (BIl)|Gulbunwhuhg)
(dhwdnpubn)
Cwqubwlyugbindp [Gluybwnwipu]  |[3,6] [3.6] [3.6]
wpuywtihptibph 48-pn wdhu -1,5 -1,3p -1,1w
dhowqquiyhti (Pnthnfunye)niu
qlwhunpdwib Glwybwnwihuhg)
hwdwlywpgh 8-pn huing
(pwaquwbwlwaqbndp
puipnpuily
hhwbpujjughuyh hbp
Guwuwd wnnnowlyuit

ypawly) (dpwynptbp)

Glwybwwihu wpdtipubpp dhoh wpdbipubp Gu, huy Guybwwihuhg thnithnfunyeniiubpp’

tognpnywd dhohu thnithnfunie)niuutip tu:

*Yhuplulwt  wnwopupwgp
owgquuwlwgbindh wfuwmwuhsutiph dhowggquiht qguwhwwndwu hwdwlwpgnud ujwgbignud >4

owquuwlwgbinap

dhwynpny,

dhquijuwniejwt ntiwptin,

wupwywpwpnigjniu:

# 2uihywd £ punpdwd nmwpwsdpubpnu/Jupbpnud (wwunwhwlwu punpdwd wywghbumubipp

13 %-p):

pwpnpuy

uwhdwuynwd |

punhwunip

hhwtipwjughwyh
wudhquuwuwhnieinu, dhgninpubiph Jwpwy L Gpplwdwhu

hwulwgniejniu.

s




w. 48-pn wdunwd nnunwunbphnh b wwduniynghth  hwdwygnyeniup  tpwuwlwih Ep
(p<0,001)" tnwdunynghup hwdbdwn

p. 48-pn wdunwWd nnunwuwnbphnh b wnwdunynghth  hwdwygnyeniup  tpwuwlwih  Ltp
(p<0,001)" nnunwuwnbiphnh hwdbidwun

tnunwuwinbphn

Unwouwjhu  wprynitwybuinniejuu  tplwdjw  pwqdwybumpnu,  pwqdwgquiht,  wjwgbpn
huydwdp, YpYuwyh Ynyp bGpbp nwnwuwuppnyeniuubpnud qguwhwundb) £ opwlwtu 0,5 dg
nnunwuwntphnh Yhpwnndp ud wwgbpnt’ swquitwlwgtindh pupnpuy hhutipwwghwgh
swihwynphg dhusl dwup wiunnwuhpubip niubgnn 4325 winwdwpnuug gpowuntd, nypbp
niubigh| Gu =30 J| swqwuwlwgbindh dwyw| b swgquuwlwgbindh uwbghdhy hwlwdwpdup’
1,5 - 10 ug/d| dpowlwjpnud puljwd wpdtipubp:

Wunthtiwnl nwnwuwuppnyeniuubpp swpniwydb) 6u pwg thnynyd b Gplupwagyb) Gu dhush
4 wnwph, huYy hbunwgnunnyeniunwd duwgwd pninp ywghbunubpp unwgt) Gu nnuwnwumnbphn
unyu' 0,5 dg nbinwswiny: h uygpwut wwgbipn-nwunndhqugywd wwghbiunubph 37 %-p L
nnunwuwnbiphn-nwunndhqugywsé wwghbiunubiph 40 %-p 4 wmwpjw pupwgpnid swpniuwlyb
GU dwutwlgbip nunwWiuwuhpnijwn:

Fwg thnyp  Bpywpwdqdwdp  nwnwtwuppnyeniund dwutwygwsd 2340 wuhwwnubph

dadwdwuunipniut (71%) wdwpunb b pwg thniyny pniddwt jpugnighs 2 tnwinpdw Ynipu:
Yihupyulwt wpryniuwybnnyewu wdbbwlwpunp gnigwupoubpu Gu bBnb) dhquubinulwu
hwdwywpgh hhjwunnieniuutiph dwutwgbiwnubiph wdbphljwu wunghwghwijh
wfunnwuhpwihtt  gnighsp,  dbigh  hnuph  wnwybjwgnyt  wpwgniejniup  (Qmax), unip
dhquiwunpjut - b gwquuwlwgbingh  pwpnpuly  hhybpywghwih - hbn - Yuwwd
yhpwhwwnniejut nbwpbpp:

Uhquubnwlwtu  hwdwlwpgh  hpdwunnyejniutbph dwutwgbntbph wdbphljwt
wunghwghwjh wfunwuhpwiht gnighgp awquitwlwgbingh pupnpuly hhybpyughwih htin
Yuwwdwsd wiunmwuhoubph ybpwpbpwi 7 Yewnhg punugwsd hwpgwsowp £ 35 wnwybjugnyu
dhwynpny: Uygpnud dhoht dhwynpp Yuqdb) b dnnwdnpwwbu 17: Ubg wdudw, del b Gpyne
wmwpjw  pnidnwihg hbnn wwgbpnh  judpnd nhwndbp B dhoht pwpbjudnid?
hwlwwwwnwufuwuwpwp 2,5, 2,5 L 2,3 dhwdnpnd, dhusnbn pnunwunbphnh  fudpnd’
hwdwwwunwufuwtwpwnp 3,2, 3,8 b 4,5 dhwynpny:

fudpbph dholt tnwppbipnyejniup Gnb £ yhbéwwgpnpbu bpwuwlwih §: Ufunwuhowihtu gnighsh
pwpbjwynwip, npp nhundtp £ Ypluwyh Ynyp pniddwt wnweohtt 2 wwiphubph pupwgpnid,
wwhwywudty £ vwk  pwg  hnyph  Bplwpwdgqdwdp 2 wnwpdw [pwignighs
nwnwuwuhpnipniutbiph pupwgpnid:

Utigh hnuph wnwybpugnyt wpwgnipnit (Qpay)

Utigh hnuph wnwybijwgnyu wnwgnhyejwu dhoht Blwybinwhu wndtipu
nwnwuwuhpnyegniiubph hwdwp Bnbp £ dnunwydnpwwtiu 10 dydpy npdwynd Q. = 15
d/dpy): Uky W bpynt vwpdw pnidnwdhg hbinn wwgbipn  fudpnd hnuph  wpwgnye)nitup



pwpbwydt) b hwdwwwwwufuwuwpwp 0,8 L 0,9 di/dpy-nd, huy nnunwuwmbiphnh fudpnd’
hwdwwwuinwufuwuwpwn 1,7 U 2,0 d/YpYy-ny:

tudptiph dholt wyu  wwpptipneniup  ypdwlhwgpnpbu upwuwlwih tp 1-24-nn wdhutbph
pupwgpni: Ukgh hnuph wnwybjwgnyu wpwgnyejwt dadwgnwdp, npp nhundb) Ep Ypluwyh
Ynyp pniddwt wnwoht 2 wwphubph pupwgpnud, wwhwwudb] £ uwl pwg thnip
Eplwpwaqiwdp 2 lnwpdw [pwgnighs nunwitwuhpniegjniuubiph pupwgpnid:

Unip dhquiwynipynits U yppwhwiipwlyuts dhowdipniainit

2 wnwph wbnnnyejudp pnidnwihg htiunn, unip dhquijuwnyejwu nbwpbpp wjwgbipn fudpnud
Ywqdb) | 4,2 % hwdtidwunwd nnunwunbphnh fudph 1,8 %-h htinn (57% nhulyh udwgnd): Uju
wmwppbipnigniup yhdwlwgpnpbit: tpwuwYwih £ W pwuwynd £, np 42 wwghbuun (95%
Juunwhnyejwu dhowluwpbip' 30-73) tpynt mwph whwp § pniddh’ unp dhquiuwniejwiu dky
ntwphg funtuwthbnt hwdwp:

2 nmwpyw pndnwdhg hbivn swqwuwlwgbindh pwpnpwy hhwbpwughwih hbn Yuwwsd
Jhpwhwuwnnyejniuwubph nbwpbpp wjwgbpn fudpnd Yuqdb) £ 4,1%, nnunwunbphnh fudpnd’
2,2% (48% nhuyph udwgnud): Uu wwppbpnyeniup  Jhbwlwgpnpbt - pwtwwih £ W
Upwlwynw £, np 51 ywghbtiun (95% Juwnwhnipjwu dhowlwpbip 33-109) tpynt tnwph wtivnp
L pniddp’ by dhpwhwnwlwu dhowdinnieniuhg funtuwdbne hwdwp:

Uwquidwélynype

“unwuinbphnh  wgnbgnyeniup  dwqwdwdynyeh Jdpw 3-pn thnyh Spwgph  pupwgpntd
wwounnuwwbu  sh nwnWuwuppdt,  wjunuwdGuwjupd,  5-wibw nbnpnyunwquh
wngbjwyhsubpp Yuwpnn Gu ujwgbigul] dwquewihnienup W Ywpnn Gu wnweowgub dwgbipnh
wd' wpwlwu whwh Jdwquewihnyeniu  nubgnn  wwghbuwnmubph  opowund  (wipwlwu
wunpngbt dJwqupwihnye)niu):

Jwhwbwél gndp pnibilighw

Jwhwuwdl gbindh $niuyghwtu wnnne wnnwdwpnywug spowund quwhwwnyb)  dblwdjw
nwnwuwuhpniejwi pupwgpnu: “twnwunbiphnny pniddwu pupwgpnd wquwn rhpopuhup
dwlwpnwlp Gujnit £ tnt, puyg phpinnpnuy hnpdnth dwlwpnwlp tinpp-htiy puipdpuigt £
(0,4 JUUUN-nY)' pniddwt dbYy nmwpdw wdwpuhl gunugnn wwgbpnih hwdbdwn:
Wunwdbuwjuphy, phptinnnpnwy hnpdntuh hnthnfunyeniuutipp Yihupynpbu upwuwlwih sbu
hwdwpyb), pwup np phptinunpnw hnpdnup dwlwpnwyp Bnbi £ hnihnfuwywu, phptnunpnw
hnpdnuh dhohtu dhowlwpbip (1,4 - 1,9 dyUU/M) duwgb) Gu unpdwjh uwhdwutbpnw (0,5 -
5/6 dyuUU/), wqwun phpopupup dwlwpnwyp unpdwih vwhdwutbpnd Gnbp £ Juynu W
unyup' phuswbu  wwgbpnind, wjuwbu k| pnuowuwbphnn  pnddwu nbwpnad: P
Yihuplwlwt nwnwuwuppnigniuttipnd sh Bnbip wwwgnyg, np nhuwnwunbphnp pwgwuwpwp
E wunpwnwnunw Juhwuwadl gbindh $niulyghwih pw:

Undpwqgbindh tnpwgnjugnienit

2-wdjw  Ypuplwlwu thnpdwpynwdubpnd, nph  pupwgpnd  wwpblwu 3374 wwghbiun
Bupwplyby £ nnuwnwuwnbphnh  wgnbgnieguup, L 2 wnwpdw  Bplwpwagqdwdp  pug



nwnwtwuppnieniund - gpwugybint  wwhpt, nnunwuwmbphnny  pniddnn - wyuwghbunubiph
2nowiinud - hwnnpnyt £ wpwluwt Yndpwqgtindh pungltinh 2, huly wjugbipn  unwgnn

wwghbiunubph opowunid’ 1 nbiwp:
4-wdjw CombAT U REDUCE Yyihupywlhwu thnpdwpynwiubpnud, npp pupwgpnid wnwptljwu

17489 wwghtuwn bupwpyyb| £ nnuwnwunbphnh b 5027 wwghbun' nnunwuwnbphnph b
twduninghth  hwdwygnejwt  wqgnbgnyejwup, pniddwt  npub  fudpnd  Ypdpwgbindh
pungltinh nbwpbip sGu wpdwuwgnyt:

“Ywpbpp huynn bpynt hwdwbwpwlwpwlwywtu nwnduwuhpnyeniuutip, npnughg dbyp
Yuwnwpyby B UUU-nd (n = 339 Ypdpwgbindh pwnglytinh nbwpbp W n = 6780 hulhy funuip),
djnwp' Uhwgjw) Fwgwydnpnieniuubph wnnnowwwhwlwu wndjwiubiph pwqunud (n = 398
Ypdpwgbindh pwngltinh nbiwpbp L n = 3930 hulyhs funwip), wnwdwpnlwug o2powunwd 5-
wibw nbnnyuwquih wpgbjwyphsubiph  ogunwgnpddwdp  wwjdwuwynpdwd  Ypdpwgbindh
pwngytinh qupqwgdwu nhuyh wé gnyg sbu wnyb) (nbu 4.4 pwdhup):

Unwoht  nwnuuwuppnygjwt  wpryniupubpp winwdwpnwug  Ynpdpwagbindh  pwngltinh
wnwowgdwl hbin npulwu Yuww gnyg sbu indb] (Ypdpwabindh pwngytinh wfuwnnpnanuwiphg
wnwy ogqunwgnpddwu > 1 wnwpdw Yhpwndwt hwpwpbpwlwu nhulyp' hwdbdwnws <1
nwnpdw Yhpwndwu hbwn. 0,70: 95% Juwnwhniejwt dhowlwpbp® 0,34, 1,45): Gpypnpn
nunwuwuhpnyejwt pupwgpnw 5-widw nbnniyunwquih  wpgbjwyhsubph  ogunwagnpddwu
htun  uuwdwd Ypdpwqgbtindh pwnglbinh quwhwundwd hwwuwhwunyejwt  gnpdwlhgp
sogunwgnpddwt hwdbdwn Yuqdb ' 1,08, 95% Juwnwhniejwt dhowlwpbp' 0,62, 1,87:
Snwdwpnyuwug Ypdpwgbindh pwngltinh wnwowgdwt L nnunwunbphnh  Gpluwpwnb
Yhpwndwt dholt ywnbwnwhbnbwupwihtu Yuw hwunmwndws sk

Ugnbgnipnitp (pnuidwipnlwitig YGpuwppuwnpnnulyutingejwt Ypuw

Opwlwu 0,5 dg nnunwuwmbiphnh wgnbignieniup  ubpduwhbnnyh  punyewgpbph Jpw
quwhwuwnyt  18-52 nwpbljwl wnnng Ywdwynpubiph opowunud’ (n = 27 nnunwuwinbphn, n =
23 wwgbpn) pniddwt 52 owpwpedw b pniddwup hwonpnnn 24 swpweyw pupuwgpntd:

52 swpwpyw pupwgpn Guwybunwh ndjuiubphg ubpduwpghoubiph punhwunip pwuwyh,
ubipduwhbnnyp dwywih b ubpduwpehoubiph swpdnituwynyejwu dhoht tinynuwjht uwgnudp
nnwnwuwnbphnh fudpnd Yugdb b hwdwwywunwufuwuwpwn 23%, 26% b 18%, npp 62gnnyt)
pun  wwgbpn fudpnd  Gulybwmwhtu  wndjuutph thnthinfungeniiubph: - Ubkpduwpeghoutiph
Ynugbuinpwghwih W ubpduwpohoubiph Yuwgdwpwunyejwu pw wgnbigniyeniu sh binb: 24
owpwpyw nhunwpyndhg hbinn  nnuwnwuwnbiphnh  fudpnd - ubpduwpohoubiph  punhwuntp
pwuwyh dhohu tinynuwjht thnthnfunieyniup Gjuybunwhu ndjuwihg 23% gwdp L binb:
Uhusnbin pninp gnigwupubiph dhohu wipdtipubipp gwuljwgwd wwhpu duwgb| Gu unpdwjh
uwhdwuubpnwd U s6U hwdwwwwnwufuwub] Yihuhynpbu tpwuwlwih  thnthnfunyeniuubph
twhiwwbu uwhdwuws swihwuhgubpht (30%), 52 swpwpen nnwnwunbppnh fudph 2
wwghbuwmubp niubgh| Gu ubpduwpohoutiph pwuwyp Guwytunwhu ndjuihg wybh pwu 90%
ujwgnut®  htwnwgw  huydnn 24 owpwpdw pupwgpnd  dwutwyh  JEpwywugqudwdp:



Snwdwpnyuwug Ybpwpinwnpnnuuunyejut ujwgbigdwt  hwjwuwlwunyeniup sh Yupbh
pwgwnbi:

Uhpyp-witinpuypt hwdwlupgh piwtiquipnidubn

4844 nnwdwpnyuwug onpowunwd nnunwuwnbiphnh W tnwdunynghth hwdwlygyws Yhpwndwdp
owqwuwlwgbndh pwpnpwy  hhwbpwughwh  4-wdjw  nwnwWbwuhpnyejwt  pupwgpntd
(CombAT nwunwitwuppnipjniu), «upinwiht wupwywpwpnyentu» punhwuny hwuljugniejwu
hpowwwynwubpp  nnwnwunbippnh b wwdunynghtph  hwdwygwsd Yppwndwt  fudpnid
(14/1610, 0,9%) gbiphofunn tu binbi|' huswbu nunwuwnbiphnh dnunpbpuwwhwh (4/1623, 0,2%),
wjuwbu | mwdunynghuh dnunpbipwwhwh (10/1611, 0,6%) hwdbdwwn:

Cwqgwuwlwgbindh pwngytinh twjutwywu pwgwuwywu phnwyupwiny b swgquuwlwgbindh
uwbghdhy hwlwdwpdup' 2,5 ug/d| gnigwuhony 50-hg 75 wwpblwu, 10,0 ug/d| gnigwuhony’
50-hg 60 wwpblwu, Ywd 3 ug/d| L 10,0 ug/d| gnigwuhony’ 60 wnwpbljwuhg pwnpép 8231
wnwdwpnywug 2powtund Juwwpywsd 4-wdjw wnwudht  hbGnwgnuneniunwd (REDUCE
nwnwuwuhpnysnt),  «upnwjpht wupwdwpwpnygjniu»  punhwunyp hwuljwgniejwu
hhowwnwynwubpp gbippofunn Bu bBnbp opwlwu 0,5 dg nnunwuwnbiphn (30/4105, 0,7%)
punniunn wwghbiunubph opowunwd’ wwgbipn (16/4126, 0,4%) punniunn wwghbBuwnutiph
hwdbdwwn:

Wu  nwnwuwuppniyegjwu  hbwwgw  Jepndnegyniup - gnyg £ indli, np o «upunwghu
wupwywpwnnin»  punhwunyp hwulugngejwu  hhawwnwynwubipp  gbiphotunn Gu - Gnb|
gnigwhbin - nnuwnwuwnbppn b widw-1 - wnpbuwpuluihsubph - wunwgnupuin  punniunn
wwghbiwnubiph (12/1152,  1,0%)  gpowunut’ nnunwuwnbiphnu wnuwug widw-1
wnpbuwpuywihsubiph wuwnwgnUpuwnh (18/2953, 0,6%), wjugbipnu widw-1
wnpblwpulwihsubiph wuwmwgnupuwnp hbtin (1/1399, <0,1%) Ywd wjwgbpnt wnwug widw-1
wnpbElwpulwihsubiph wunwgnuhuwh (15/2727, 0,6%) punntunn wwghbunubiph hwdbdwn:
12 nwunndphqugywsd, wjwgbpn Jwd Yndwwpwwnp huydwdp (n=18802) huphlwlwu
htGunwgnunnieniuubph dbpw-ybpinwdnygniund,  nph - pupwgpnd  quwhwundbp  §
nnuwnwuwnbphnh  Yppwndwdp  wwjdwuwdnpwd  uppw-wtinpwiht  fuwbqwpnwiubph
wnwowgdwu nhulbpp (hwdbtdwunbin hulhy fudpbph hbw), upunwht wupwywpwpniejwu
ypbwlwagpnpbt - towuwlwih  Yunu  pwpdpwgdwt  (RR - 1,05; 95%  Juwwhnigjw
dhowluwypbp' 0,71, 1,57), upwmwdywuph unipp hudbwpyunh (RR 1,00; 95% Juwnwhnyejwu
dhowluwypbip' 0,77, 1,30) Ywd huuniywh (RR 1,20; 95% Juunwhniejwu Jhowlw)pbp' 0,88,
1,64) nhuly sh hwjinuwpbipyb:

Cwqubwljuwgbindp pungltin U pwpdn wupphtwih ninnigptin

Cwqgwuwlwgbindh pwngytinh twjutwywu pwgwuwywu phnwyupwiny b swgwuwlwgbindh
uwbghdhy hwlwdwpdup Guybnwpt® 2,5 ug/d| gnigwuhony 50-hg 75 twpblwu, 10,0 ug/d|
gnigwuhony' 50-hg 60 wnwpblwu, 3 ug/d] L 10,0 ug/d| gnigwuhoubipny' 60 wnwpblwuhg
pwpop 8231 wnwdwpnywug 2powtund  Ywuwnwpdwsd  wwgbpnh U nnunwuwnbiphnh
hwdbdwwwlwu hGunwgnunnyeniund (REDUCE  nwunwduwuhpnip)nit), 6706 wwghbumnubip



niubigtp  Gu  wubnwjhu - phnwyupwih  wnuubp (hpduwlwunwd  pun wwpuwnhp
wpdwuwgnnipjwu) Fhunuph dhwynpubipp npnabint hwdwp:

NwnwWuwuhpnyejwt pupwgpnd  pwgwhwjundtp £ 2wqwuwlwgbndh  pwngybin
wfuwnnpnadwdp 1517 wwghbuw: Pniddwu Gpyne fudpbpnud | phnwyupwiny hwjintwpbpdwsé
owqwuwlwgbndph pwnglbtinubph  dGdwdwutnyeniut - wfuwnnpnpdbp £ npwbu guidp
wuwnhbwuh (Shunup uwunnuyh 5-6 dhwynp, 70%):

Shunup uwunnuyh 8-10 dhwynp quwhwwnywsd sugquuwlwagbindh pwngybnubiph wytijh 2wwn
nbwpbp gpwugyti] Bu nnunwunbphnh fudpnd (n=29, 0,9%)" wjwgtipn fudph hwdbidwn
(n=19, 0,6%) (p=0,15): 1-2-pn wwphubiphtt Shunth uwunnwyh 8-10 dhwynp pwnglbinubiph
rhyp nnunwuwnbiphnh (n = 17, 0,5%) L wwgbpn fudpbpnd (n = 18, 0,5%) Gnb| L unyup: 3-4-
nn wwphubiphtu nhunwuwnbiphnh fudpnd (n=12, 0,5%) wybjh swwn Ghuntuh vwunnuyh 8-10
dhwynp pwngytinubp Gu wfuwnpnadb), pwu wjwgbipn fudpnud (n=1, <0,1%) (p=0,0035):
Cwqwuwlwgbindh pwngltinh nhuyh fudpnd gunuynn wnudwpnlwug spowtnid 4 wnwpnig
wybi| wmbnnnipjwdp nnunwuwnbiphnh wqnbgnyejwu yepwpbpjw| indjuiubp sfuu:

Shunup  uwunnwyp 8-10 dhwynp quwhwwnws wqwiwgwagbndh pwnglbin nwbignn
wwghbuwbpp tnnynup nnunwuwnbiphnh fudpnud (0,5% Jnipuipwigjnin
dwdwuwlwhwwunyjwdnwd) hwunwwnntt £ tnbp wdpnng nwnwduwuppnyejwu pupwgpnud (1-2-pn
wwph W 3-4-pn wnwph), dhusnbn wywgbpn fudpnd Shunuph uwunnwyp 8-10 dhwynp
quwhwunydwsd pwnglbin niubignn wwghbunbph winynup 3-4-prp nmwippubiph pupwgpnd wybh
gwdp b bGinb|, pwu 1-2-pnn wwpphubiph pupwgpnd (hwdwwwunwufjuwuwpwp <0,1% W 0,5%
hwdbdwuwnniejwdp) (nbu 4.4 pwdhup): Shunup uwunnuyh 7-10 dhwynp quwhwnywsd
pungyinh nbwpbiph dholt tnwpplipnuyeyniu sh tinti| (p=0,81):

REDUCE thnpdwpydwt |pwgnighs 2 wwphubph hbGnwqw nwnwdbwuhpnyejniup Shunup
uwunnuyh 8-10 dhwynp qwhwundwsd swquuwlwgbndh pwnglbinh unp nbwpbp <p
hwjinuwpbinb:

Cwqwuwlwgbindh pwngytinh 4-wdjw nwnwWuwuppniejutu (CombAT) pupwgpnd, npwntin
wwpunwnhp wpdwlwgpnyent wwhwuoynn phnwupwtbp s6U wpdb, b swqwuwlwgbindh
pwngltinh pninp whunnpnanwiubpp hpdudwd Bu bnbp wnwudphu nbwpbph hwdwp wpdwsd
wwwnbwnwiht  phnwyupwubiph  Jpw, Shunuh uwunnuyp 8-10 dhwynp quwhwunygwd
pwngytinubiph hwwfuwywunienwup Yuqdb) £ (n=8, 0,5%) nnunwuwnbphnh hwdwp, (n=11,
0,7%)" nmwduninghup U (n=5, 0,3%)" hwdwlygywsd pniddwu hwdwp:

Fuwlsnypywtu  gpowund 4 wwppbp  hwdwbwpwwpwuwlwu  nwnwuwuhpnyeniitbpp
(npnughg BpYynwp hpwlwuwgyb) b punhwunip pynd 174895 wynwnijwghwjnwd, dbyp' pyny
13892 wynwniywghwynd b djnwup® pyny 38058 wnwnijughwinwd) gnyg tu wndb), np 5-wibw
nbnniyunwquih - wpgbijwyhsutiph - Yhpwnndp - Yuwdws o pwquitwlugbingh - pundan
wuwnphbwuh pwngybinh, swgwuwlwagbndh pwngltinh Ywd punhwunip dwhwgnyejwu htw:
“unwuwnbiphnh U gwquuwlwgbindh pwpép wunmhéwuh pungltinh dholt Yuwp huwnwy sk:
Ugnbgniypynit ubnwlwtl pnitiyghuyp Ypw



“Iunwunbphn/nwdunynghtuh wgnbignyeniup ubnwywu $niyghwih Jpw quwhwwnydt) |
owgqwuwlwgbindh pwpnpwy hhwbpwwghw niubkgnn ubinwlwu  wywmhynyens nwibignn
nnwdwpnyuug opowund’ Ypluwyh Ynyp, wwgbpn huldnn nwuniduwuppnyejudp (n=243
nnunwuwnbiphn/tnwdunynght,  n=246  wjwgbpn):  Lwdwlygwd  pniddwu  fudpnud
wnwdwpnwug  ubnwlwu  wnnnonejwu  hwpgwpebtpphlh  quwhwundwu  dhwynph
ypbwlwagpnpbiu bowuwlwih (p <0,001) wybih dtd ujwgnud (Juunpwpwgnw) nhundb) £ 12
wduw pupwgpniy:

Lwgnuip hpduwlwund Ywwdwsd L bGnb ny pb tpblghwih, w) ubpduwdwjppdwu L
punhwuny  pwjwpwpwdnyejuu  Jwunpwpwgdwu  hbwn:  Uju  wqnbignyeniutbpp  sGu
wunpwnwnab| hGitnwgnunniejwu dwulwyhgubpp' nnunwuwnbiphr/nwduntnghup
wmwubhnyejwu Jypw, npp 12 wdujw pupwgpnd guwhwwnyb) b yhdéwlwgpnpbiu tpwuwlwih
wybh Jb66 pwdwpwpywdnipjwdp' hwdbidwnwsd wjwgbipnjh htiwn (p<0,05):

Utinwlwu $niuyghwih Ynnduwyh wgnbigniyeniutbn wju nwunwiuwuphpnieniund wnweowgh)
GU pniddwu 12 wdhuubiph pupwgpnd, U dntwynpwwbiu npwug Ytiuu wuhbunwgb) b pniddwu
wywpwnhg 6 wdhu wug:

Lwjinuh £, np nnunwunbphn/unnwduniynghtt hwdwygnyeniup - b nnnwunbiphnh
dnunpbpwwhwt wnwowgunw GU ubnwywu dniyghwih Ynnduwyh wgnbignieniutbin (inbu
4.8 pwdhup):

huswbiu uyuwndby £ wy Yhuplwlwu nwndbwuppnyegniutbpnd, ubpwnju; CombAT-p L
REDUCE-p, swpnitwlwywu pniddwtu hbinn ubnwlwu niulghwih hbin Yuwdwsds Ynnduwyp
wqnbignyejniuubiph hwéwhuwlwunientup ujwgnid k:

Swduninght

Swdunynghup dGdwgunud £ dbgh hnuph wnwybjwgnyu wpwgniejniup: Cwqwuwlwgbndh W
dhgniyh hwpe dywutbpp pnyugubind’ wquunndd £ npwlp fugwunwubphg, npwund huy
pwpbjwybind Jdhqupdwlydwu wfunmwuhgubpp: Wu bwb pwpbjugnd £ dbgh  wywhdwu
wfunwuhoubpp, npnug hwdwp Yupbnp nbp nwup dhquuwwpyph ng Yuyniu yhdwyp: Ubkgh
wwhdwu b wpdwydwt wjunmwuppubph Jypw wju  wgnbgnipgniiutpp ywhwwuynd  Gu
Gpwpwwl  pniddwu plupwgpnd:  Yhpwhwunejutu  Jud  Yuwnbnbphqughwih
wuhpwdbonnipniup qquihnpbiu hitwagynid E:

Wdw-1 wnpbuwpulwipsubiph wuwmwgnupunubpp Ywpnn Gu ujwqgbigubip qupybpwywihu
Guondp’  Swjpwdwuwiht phdwnpnejniup udugbigubine  dhongny:  Swdunynghuny
Ywwwpws  hbwnwgnunnieniuutiph pupwgpnd  qupybpwywhu  Gupdwu  Yhupynpbiu
Upwtiwlwih hotignud sh nhunytiy:

5.2 Hinwlhubwnhlyuw

Fwgwhwjndt; £ nnunwunbppr/nwdunynghuph W nnwnwuwmnbphnh W wwdunynghup
wnwudhu nbnwuwwwhéubipp dhwdwdwuwlyjw Yppwndwu dhole wnlw
Yuuwhwdwpdbtipnyeniup:



LYtbuuwhwdwpdtipniyejwu daljwuqudjw nbnwswihdwu nwnduwuppnye ittt hpwwuwgyt) §
huswbu pwngws, wjuwbu £ Ynpun Jhbwynw: Ynipn Jhbwlynd tnwduninghu/nnunwuntiphn
hwdwygnyejut wnwdunynght  pwnwnpwwnwpph hwdwp nhndb] b Chach 30% Ujwgnid’
hwdbdwwnwd pwngwd yhbwlyh htin: Uunwunp sh wgnnid tnwduniynghup AUC-h Jpuwi:
Lbpddnud

tupwupbiphn

0,5 dg nnunwuwnbiphnh  delwuqwdjw  ubpphtu  punniunwdhg hGunn wpwt  ohéniynid
nnunwuwnbphnh wnwybjugnyu Ynugbunmpwghwt hwuntwund | 1-3 dwdnwd: Pugwpawly
YEuuwdwwinsbhneniup  dnunwynpuwbu 60% £ Uununp b wgnnud  nnunwuinbiphnh
Yauuwdwunstihniejwu Ypw:

Swduniynght

Swdunynghup ubipddynud L wnhubphg L gpbeb wdpnnonyejudp  YGUuwdwwskh L:
Swdunynghup ubipdddwu wpwgnyeniup b ubpdddwu wunhbwup twgnud Gu, bpp wju
punnwwynid k£ nunbiing htunn 30 pnwbh pupwgpnid: <wywuwpwswith ubpdddwup Ywpnn
uwwuwnb nnunwuwmnbphn/unwduniynghup’ dhoun Unyu uununt punniubng hbwn Yhpwnndp:
Swduninghup wjwgdwjnd gnigupbipnw £ nbnwswihht hwdwdwutwlwt ubplujnye)niu:
Unwn Jhbwlynu wnwduninghtp dalwuqudjw nbnwswihh punniunwdhg hbwn, wwgqdwnud
dtpohupu Ynugbunmpwghwtu wnwybjwgnyuhtu £ hwutund dnin 6 dwddw pupwgpnid, huy
hwjwuwpwlonjwsd dhbwlynid, npp hwuntwwund £ pwqdwyh nbnwswihh punniudwu 5-pn
onp, Cra—h dhohtu hwjwuwpwlpnwsd yhbwyp wywghbunubiph dnuin Gpyne Gppnpnnyd wdbjh
pwpdp £, pwu wjiu hwuniuwund E dalwuqudjw nbinwswihhg hbinn: Quwjwd nw uljuwnyb) &
wmwnpbig  wwghbiunubph  2powunid, unyu  wpryniupubpp wyulwith Bu twb wydbh
Gphunwuwpn wwghbUuwnubph dnun:

Fuwtunwd

tupwupbiphn

“nunwunbppnt nup pwgfudwu dbd dwywy (300-hg 500() W nidtin uwwwygynud § wyjuqdwh
uwyhwwynigubph htinn (>99,5%): Udklopjw Yhpwnnuwihg hbwunn nnunwuwmnbphnh shéntywht
Ynugbunpwghwubpp hwjwuwpwyzndwsd Jhdwyh Ynugbunmpwghwih 65%-ht Gu hwutnud 1
wdpu wug b dninwdnpwwbu 90%-hu* 3 wdhu wg:

Unwwynpwwbu 40 ug/d| hwjwuwpwyonwsd yhdwyh 2hénilywihu Ynugbunpwghwubipp (Cy)
hwuntuwun B opwlwu dbYy wuqwd 0,5 dg nbnwswihn 6 wdhu wbinnniejwdp
punnwbiing hbwnn: Chéniyhg nnunwuwnbiphnh  wugnwp nbiwh  ubpduwhbnnly dhophuntd
Ywqinud | 11,5%:

Swduniynght

Snwdwpnyuwug dnuin wnwduninghup 99%-ny Ywwwlgynw £ wjjuqdwih uwhunwynigutiph
htiin: Pwotudwu dwywip thnpp £ (dnuinwynpwwtiu 0,2 |/lyqg):

Lhuuwithnfuwybpwnid

tupwupbiphn




“unwuinbphnp in vivo wywjdwuubpnud Gupwpyynwd £ hunbuuhy dGwnwpnihgdh: In vitro
wwjdwuubpnd nnunwuwnbphnp dGnwpnihqip £ Gupwplynd ghinnppnd P450 3A4 L 3A5
$bpdbunmubpnd’  wnwowgubind  bpbp  dnunhpnpopupjugwd  dbwwpnhn L dby
nhhhnpopupjwgyws dbinwpnihun:

Opwlwu 0,5 dg nnunwuwnbtiphnh ubippht punniunwihg htiwnn, dhtsh hwwuwpwlyndws
dhéwyp, punnudwd nbnwswihh 1%-hg dhusle 15,4 %-p  (dhohup 5,4 %) wuthnthnfu
nnunwuwntiphnp duny wpwnwquunynwd £ Ynwupny:

Utwgwsd dwup Ynuupny | wpnwqundnud® jnipupwtgnipp npwtiu nbinh hbn wnugynn 4
hhduwywu dbwnwpnjhnbph dund' 39%, 21%, 7% L 7%, L 6 Gpypnpnwihtu JdGwmwpnhuubph
auny (Jnipwpwuginipp 5 %-hg wwwu): Uwpnnt dbgh dbg wuthnihnfu nnunwuwnbiphnh dhwju
htitnpwjht pwuwlubp Gu hwjinuwpbpynid (nbnwswihp 0,1%-hg wwlwu):

Swdunynghti

Uwpnlywug dnin pwgwlwnd £ wwdunynghth hhnpnpinppnh [R (<) hgndbip]-hg S (+)
hgndtph Euwuwnphndtpwiht YEuuwhnfuwlbpwndp: Swduniynghuh hhnpnpinphnp gpwpnnid
ghinnnppnd P450 $tipdtumnubpny Gupwpyynw £ puwnbiuupy dbunwpnihqdh, huy nbnwswidh
10%-hg phs dwut wuthnthnfu duny wpunwqunynid £ Gphlwdubipnd:

Wunwdtuwguphy, dbunwpnipintbph nbnuypubwmpluwywu  wpndbhp  dwpnluug  dnn
hwuwnwwnywd sk: In vitro wprynwipubipp gnyg tu vwhu CYP3A4 U CYP2D6 dtipdbumnmubiph
dwutwlgnyeniup, huswbu twb wy CYP hgndbpdtuntbiph  wltowt  dwutwygnyejniup
wwduninghth  dbwwpnihgdphu: - Henbph gwpnwht dGnwpnihqdh o $bpdBumutiph
wngbwyndp Ywpnn £ hwugbigub] inwdunynghup wgnbgnyejwu ddwgdwup (inbu 4.4 L 4.5
pwdhuubipp):  Lwjupwt Gpphlwdwht  wpunwqwwnwp  wwdunynghth  hhnpnpinphnh
dbwnwpnjhnubptu wynphynpbu Gupwplynwd Gu gyniynipnupnugdwt fuwd uny$buwnwgdwu:
Upwnwquwnnid

tupwupbiphn

“Munwuwnbiphnh  wpunwquunnwp nbnuswthwywfuw £, W pun Gplunyehu, gnpdpupwgp
uywpwagnpynud £ gniquhbnwpwp Bpynt wpnwqundwt ninhny, npnughg deyp hwgbigws k
Yihuhynpbu hwdwwwwnwufuwu Ynugbunpwghwubpny, dinwp' hwgbgws sk:

Swdp ohbnitlywipu Ynugbunpwghwubtipny (3 ug/d-hg wwlhwu) nnunwunbphnt wpwgnpbiu
dwppynud £ puswbu Ynugbunpwghwihg Yuwjudws, wjuwbu k| Ynugbunpwghwihg wuljwtu
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Duotam 0.5 mg/ 0.4 mg capsules, hard ALKALOID

Summary of Product Characteristics sKopJs

SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Duotam 0.5 mg /0.4 mg capsules, hard

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each capsule contains 0.5 mg dutasteride and 0.4 mg tamsulosin hydrochloride (equivalent to 0.367 mg
tamsulosin).

Excipients with known effect:
Each capsule contains traces of lecithin (may contain soya oil) and approximately 103 mg propylene

glycol.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Capsule, hard
Duotam are oblong, hard gelatin capsules, of body brown color and cap of beige color with C001 printed

in black ink in the cap. Content of the capsule: oblong soft gelatin capsule (approximately 16.5 x 6.5 mm)
of light yellow color, filled with transparent liquid and pellets of tamsulosin of white to off white color.

4, CLINICAL PARTICULARS
4.1 Therapeutic indications
Treatment of 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.

For information on effects of treatment and patient populations studied in clinical trials please see section
5.1.

4.2 Posology and method of administration

Posology

Adults (including elderly)

The recommended dose of Duotam is one capsule (0.5 mg/0.4 mg) once daily.

Where appropriate, Duotam may be used to substitute concomitant dutasteride and tamsulosin
hydrochloride in existing dual therapy to simplify treatment.



Duotam 0.5 mg/ 0.4 mg capsules, hard ALKALOID

Summary of Product Characteristics sKopJs

Where clinically appropriate, direct change from dutasteride or tamsulosin hydrochloride monotherapy to
Duotam may be considered.

Renal impairment
The effect of renal impairment on dutasteride/tamsulosin pharmacokinetics has not been studied. No
adjustment in dosage is anticipated for patients with renal impairment (see section 4.4 and 5.2).

Hepatic impairment

The effect of hepatic impairment on dutasteride/tamsulosin pharmacokinetics has not been studied so
caution should be used in patients with mild to moderate hepatic impairment (see section 4.4 and section
5.2). In patients with severe hepatic impairment, the use of Duotam is contraindicated (see section 4.3).

Paediatric population
Dutasteride/tamsulosin is contraindicated in the paediatric population (under 18 years of age) (see section
4.3).

Method of administration
For oral use.

Patients should be instructed to swallow the capsules whole, approximately 30 minutes after the same
meal each day. The capsules should not be chewed or opened. Contact with the contents of the dutasteride
capsule contained within the hard-shell capsule may result in irritation of the oropharyngeal mucosa.

4.3 Contraindications

Duotam is contraindicated in:
= patients with hypersensitivity to dutasteride, other 5-alpha reductase inhibitors, tamsulosin
(including tamsulosin-induced angioedema), soya, peanut or any of the other excipients listed in
section 6.1
= women and children and adolescents (see section 4.6)
= patients with a history of orthostatic hypotension
= patients with severe hepatic impairment.

4.4 Special warnings and precautions for use

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 tumours

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 2.5 to 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 Duotam should be regularly evaluated for prostate cancer (see section 5.1).
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Prostate specific antigen (PSA)

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

Patients receiving Duotam should have a new PSA baseline established after 6 months of treatment with
Duotam. It is recommended to monitor PSA values regularly thereafter. Any confirmed increase from
lowest PSA level while on Duotam may signal the presence of prostate cancer or noncompliance to
therapy with Duotam and should be carefully evaluated, even if those values are still within the normal
range for men not taking a 5-alpha reductase inhibitor (see section 5.1). In the interpretation of a PSA
value for a patient taking dutasteride, previous PSA values should be sought for comparison.

Treatment with Duotam 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 Duotam . If clinicians elect to use percent free
PSA as an aid in the detection of prostate cancer in men undergoing Duotam therapy, no adjustment to its
value appears necessary.

Digital rectal examination, as well as other evaluations for prostate cancer or other conditions which can
cause the same symptoms as BPH, must be performed on patients prior to initiating therapy with Duotam
and periodically thereafter.

Cardiovascular adverse events

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 alpha;- adrenoceptor antagonist, 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 or alpha;-adrenoceptor antagonists do not support a conclusion on increased cardiovascular
risks (see section 5.1).

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-alpha reductase inhibitors (see section 5.1). Physicians
should instruct their patients to promptly report any changes in their breast tissue such as lumps or nipple
discharge.

Renal impairment
The treatment of patients with severe renal impairment (creatinine clearance of less than 10 mL/min)
should be approached with caution as these patients have not been studied.

Hypotension

Orthostatic: As with other alpha;- adrenoceptor antagonists, a reduction in blood pressure can occur
during treatment with tamsulosin, as a result of which, rarely, syncope can occur. Patients beginning
treatment with Duotam should be cautioned to sit or lie down at the first signs of orthostatic hypotension
(dizziness, weakness) until the symptoms have resolved.

In order to minimise the potential for developing postural hypotension the patient should be
haemodynamically stable on an alpha;- adrenoceptor antagonist prior to initiating use of PDE5 inhibitors.
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Symptomatic: Caution is advised when alpha adrenergic blocking agents including tamsulosin are co-
administered with PDES5 inhibitors (e.g. sildenafil, tadalafil, vardenafil). Alpha;- adrenoceptor antagonists
and PDES inhibitors are both vasodilators that can lower blood pressure. Concomitant use of these two
drug classes can potentially cause symptomatic hypotension (see section 4.5).

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 increase the risk of
eye complications during and after the operation. The initiation of therapy with Duotam 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 Duotam 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
benefit and duration of stopping therapy prior to cataract surgery has not yet been established.

Leaking Capsule

Dutasteride is absorbed through the skin, therefore, women, children and adolescents must avoid contact
with leaking capsules (see section 4.6). If contact is made with leaking capsules, the contact area should
be washed immediately with soap and water.

Inhibitors of CYP3A4 and CYP2D6

Concomitant administration of tamsulosin hydrochloride with strong inhibitors of CYP3A4 (e.g.
ketoconazole), or to a lesser extent, with strong inhibitors of CYP2D6 (e.g. paroxetine) can increase
tamsulosin exposure (see section 4.5). Tamsulosin hydrochloride is therefore not recommended in
patients taking a strong CYP3A4 inhibitor and should be used with caution in patients taking a moderate
CYP3A4 inhibitor, a strong or moderate CYP2D6 inhibitor, a combination of both CYP3A4 and
CYP2D6 inhibitors, or in patients known to be poor metabolisers of CYP2D6.

Hepatic impairment
Dutasteride/tamsulosin has not been studied in patients with liver disease. Caution should be used in the
administration of Duotam to patients with mild to moderate hepatic impairment (see section 4.2, section
4.3 and section 5.2).

Duotam contains lecithin from soya, which may contain soya oil. If you are allergic to peanut or
soya, do not use this medicinal product.

Duotam contains propylene glycol and sodium

This medicine contains approximately 103 mg propylene glycol in each capsule.

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

4.5 Interaction with other medicinal products and other forms of interaction

There have been no drug interaction studies for dutasteride/tamsulosin. The following statements reflect
the information available on the individual components.
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Dutasteride
For information on the decrease of serum PSA levels during treatment with dutasteride and guidance
concerning prostate cancer detection, please see section 4.4.

Effects of other drugs on the pharmacokinetics of dutasteride

Dutasteride is mainly eliminated via metabolism. In vitro studies indicate that this metabolism is
catalysed by CYP3A4 and CYP3AS5. 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 are potent inhibitors of the enzyme CYP3A4 (e.g.
ritonavir, indinavir, nefazodone, itraconazole, ketoconazole administered orally) may increase serum
concentrations of dutasteride. Further inhibition of 5-alpha reductase at increased dutasteride exposure, is
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 pharmacodynamic
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 hydrochloride with drugs which can reduce blood pressure,
including anaesthetic agents, PDES5 inhibitors and other alpha;- adrenoceptor antagonists could lead to
enhanced hypotensive effects. Dutasteride/tamsulosin should not be used in combination with other
alpha;- adrenoceptor antagonists.

Concomitant administration of tamsulosin hydrochloride and ketoconazole (a strong CYP3A4 inhibitor)
resulted in an increase of the Cp.x and AUC of tamsulosin hydrochloride by a factor of 2.2 and 2.8
respectively. Concomitant administration of tamsulosin hydrochloride and paroxetine (a strong CYP2D6
inhibitor) resulted in an increase of the C.x and AUC of tamsulosin hydrochloride by a factor of 1.3 and
1.6 respectively. A similar increase in exposure is expected in CYP2D6 poor metabolisers as compared to
extensive metabolisers when co-administered with a strong CYP3A4 inhibitor. The effects of co-
administration of both CYP3A4 and CYP2D6 inhibitors with tamsulosin hydrochloride have not been
evaluated clinically, however there is a potential for significant increase in tamsulosin exposure (see
section 4.4).

Concomitant administration of tamsulosin hydrochloride (0.4 mg) and cimetidine (400 mg every six
hours for six days) resulted in a decrease in the clearance (26%) and an increase in the AUC (44%) of
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tamsulosin hydrochloride. Caution should be used when dutasteride/tamsulosin is used in combination
with cimetidine.

A definitive drug-drug interaction study between tamsulosin hydrochloride and warfarin has not been
conducted. Results from limited in vitro and in vivo studies are inconclusive. Diclofenac and warfarin,
however, may increase the elimination rate of tamsulosin. Caution should be exercised with concomitant
administration of warfarin and tamsulosin hydrochloride.

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

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

4.6 Fertility, pregnancy and lactation

Duotam is contraindicated for use by women. There have been no studies to investigate the effect of
dutasteride/tamsulosin on pregnancy, lactation and fertility. The following statements reflect the
information available from studies with the individual components (see section 5.3).

Pregnancy

As with other 5-alpha reductase inhibitors, dutasteride inhibits the conversion of testosterone to
dihydrotestosterone and may, if administered to a woman carrying a male foetus, inhibit the development
of the external genitalia of the foetus (see section 4.4). Small amounts of dutasteride have been recovered
from the semen in subjects receiving dutasteride. It is not known whether a male foetus 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-alpha 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.

Administration of tamsulosin hydrochloride to pregnant female rats and rabbits showed no evidence of
foetal harm.

For information on preclinical data, see section 5.3.

Breast-feeding

It is not known whether dutasteride or tamsulosin are 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 (see section 5.1). The possibility of reduced male fertility cannot be

excluded.
Effects of tamsulosin hydrochloride on sperm counts or sperm function have not been evaluated.
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4.7 Effects on ability to drive and use machines

No studies on the effects of dutasteride/tamsulosin on the ability to drive and use machines have been
performed. However, patients should be informed about the possible occurrence of symptoms related to
orthostatic hypotension such as dizziness when taking Duotam.

4.8 Undesirable effects

The data presented here relate to the co-administration of dutasteride and tamsulosin from the 4 year
analysis of the CombAT (Combination of Dutasteride and Tamsulosin) study, a comparison of
dutasteride 0.5 mg and tamsulosin 0.4 mg once daily for four years as co-administration or as
monotherapy. Bioequivalence of dutasteride/tamsulosin combination with co-administered dutasteride
and tamsulosin has been demonstrated (see section 5.2). Information on the adverse event profiles of the
individual components (dutasteride and tamsulosin) is also provided. Note that not all the adverse events
reported with the individual components have been reported with dutasteride/tamsulosin and these are
included for information for the prescriber.

Data from the 4-year CombAT study have shown that the incidence of any investigator-judged drug-
related adverse event during the first, second, third and fourth years of treatment respectively was 22%,
6%, 4% and 2% for dutasteride + tamsulosin co-administration therapy, 15%, 6%, 3% and 2% for
dutasteride monotherapy and 13%, 5%, 2% and 2% for tamsulosin monotherapy. The higher incidence of
adverse events in the co-administration therapy group in the first year of treatment was due to a higher
incidence of reproductive disorders, specifically ejaculation disorders, observed in this group.

The investigator-judged drug-related adverse events have been reported with an incidence of greater than
or equal to 1% during the first year of treatment in the CombAT Study, BPH monotherapy clinical studies
and REDUCE study are as shown in the table below.

In addition the undesirable effects for tamsulosin below are based on information available in the public
domain. The frequencies of adverse events may increase when the combination therapy is used.

The frequency of adverse reactions identified from clinical trials:

Common; >1/100 to <1/10, Uncommon; >1/1000 to <1/100, Rare; >1/10,000 to <1/1000, Very rare;
<1/10,000. Within each SOC grouping, undesirable effects are presented in order of decreasing
seriousness.

System organ class Adverse reactions Dutasteride+ |Dutasteride \Tamsulosin®
tamsulosin®
Nervous system disorders Syncope - - Rare
Dizziness Common - Common
Headache - - Uncommon
Cardiac disorders Cardiac failure (Composite  |Uncommon  |Uncommon® |-
term’)
Palpitations - - Uncommon
Vascular disorders Orthostatic hypotension - - Uncommon
Respiratory, thoracic and Rhinitis - - Uncommon
mediastinal disorders
Gastrointestinal disorders  |Constipation - - Uncommon
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Diarrhoea - - Uncommon

Nausea - - Uncommon

Vomiting - - Uncommon
Skin and subcutaneous Angioedema - - Rare
disorders Stevens-Johnson syndrome |- - Very rare

Urticaria - - Uncommon

Rash - - Uncommon

Pruritus - - Uncommon
Reproductive system and Priapism - - Very Rare
breast disorders Impotence® Common Common® |-

Altered (decreased) libido®  |Common Common® |-

Ejaculation disorders®" Common Common®  |Common

Breast disorders? Common Common® |-
General disorders and Asthenia - - Uncommon
administration site disorders

? Dutasteride + tamsulosin: from CombAT study - the frequencies of these adverse events decrease over
time of treatment, from year 1 to year 4.

. Dutasteride: from BPH monotherapy clinical studies.

¢, Tamsulosin: from EU Core Safety Profile for tamsulosin.

¢ REDUCE study (see section 5.1).

!, Cardiac failure composite term comprised of cardiac failure congestive, cardiac failure, left ventricular
failure, cardiac failure acute, cardiogenic shock, left ventricular failure acute, right ventricular failure,
right ventricular failure acute, ventricular failure, cardiopulmonary failure, congestive cardiomyopathy.

2 Includes breast tenderness and breast enlargement.

3 These sexual adverse events are associated with dutasteride treatment (including monotherapy and
combination with tamsulosin). These adverse events may persist after treatment discontinuation. The role
of dutasteride in this persistence is not known.

" Includes semen volume decreased.

o

OTHER DATA

The REDUCE study revealed a higher incidence of Gleason 8-10 prostate cancers in dutasteride treated
men compared to placebo (see sections 4.4 and 5.1). Whether the effect of dutasteride to reduce prostate
volume, or study related factors, impacted the results of this study has not been established.

The following has been reported in clinical trials and post-marketing use: male breast cancer (see section
4.4).

Post marketing Data
Adverse events from world-wide post-marketing experience are identified from spontaneous post-
marketing reports; therefore the true incidence is not known.

Dutasteride

Immune system disorders
Not known: Allergic reactions, including rash, pruritus, urticaria, localised oedema, and angioedema.
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Psychiatric disorders
Not known: Depression

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

Reproductive system and breast disorders
Not known: Testicular pain and testicular swelling

Tamsulosin

During postmarketing surveillance, reports of Intraoperative Floppy Iris Syndrome (IFIS), a variant of
small pupil syndrome, during cataract surgery have been associated with alpha;- adrenoceptor
antagonists, including tamsulosin (see section 4.4).

In addition atrial fibrillation, arrhythmia, tachycardia, dyspnoea, epistaxis, vision blurred, visual
impairment, erythema multiforme, dermatitis exfoliative, ejaculation disorder, retrograde ejaculation,
ejaculation failure and dry mouth have been reported in association with tamsulosin use. The frequency of
events and the role of tamsulosin in their causation cannot be reliably determined.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are
asked to report any suspected adverse reactions via the national reporting system listed in Appendix V.

49 Overdose

No data are available with regard to overdosage of dutasteride/tamsulosin. The following statements
reflect the information 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
overdosage symptomatic and supportive treatment should be given as appropriate.

Tamsulosin

Acute overdose with 5 mg tamsulosin hydrochloride has been reported. Acute hypotension (systolic blood
pressure 70 mm Hg), vomiting and diarrhoea were observed which were treated with fluid replacement
and the patient could be discharged the same day. In case of acute hypotension occurring after overdosage
cardiovascular support should be given. 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.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Urologicals, Alpha-adrenoreceptor antagonists;
ATC code: GO4CA52.

Dutasteride/tamsulosin is a combination of two drugs: dutasteride, a dual 5 a-reductase inhibitor (5 ARI)
and tamsulosin hydrochloride, an antagonist of o, and oyq adrenoreceptors. These drugs have
complementary mechanisms of action that rapidly 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-alpha 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 o, and ay4 adrenergic receptors in the
stromal prostatic smooth muscle and bladder neck. Approximately 75% of the a;-receptors in the prostate
are of the ay, subtype.

Dutasteride co-administration with tamsulosin
The following statements reflect the information available on dutasteride and tamsulosin co-
administration therapy.

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 > 30mL 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-alpha reductase inhibitor or alpha;- adrenoceptor antagonist. The
primary efficacy endpoints 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 (Qma) and prostate
volume. The combination achieved significance for IPSS from Month 3 compared to dutasteride and from
Month 9 compared to tamsulosin. For Qnax 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
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
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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 (Qnax) and prostate volume. IPSS is an 8-item instrument based on the AUA-SI
with an additional question on quality of life. Results following 4 years of treatment are presented below:

Parameter Time-point Combination|Dutasteride| Tamsulosin
AUR or BPH related surgery (%) Incidence at Month 48 4.2 5.2 11.9a
Clinical progression* (%) Month 48 12.6 17.8b 21.5a

IPSS (units) [Baseline] [16.6] [16.4] [16.4]
Month 48 (Change from |-6.3 -5.3b -3.8a
Baseline)

Qmax (ML/sec) [Baseline] [10.9] [10.6] [10.7]
Month 48 (Change from [2.4 2.0 0.7a
Baseline)

Prostate Volume (mL) [Baseline] [54.7] [54.6] [55.8]
Month 48 (% Change -27.3 -28.0 +4.6a
from Baseline)

Prostate Transition Zone Volume [Baseline] [27.7] [30.3] [30.5]

(mL)# Month 48 (% Change -17.9 -26.5 18.2a
from Baseline)

BPH Impact Index (BII) (units) [Baseline] [5.3] [5.3] [5.3]
Month 48 (Change from |-2.2 -1.8b -1.2a
Baseline)

IPSS Question 8 (BPH-related [Baseline] [3.6] [3.6] [3.6]

Health Status) (units) Month 48 (Change from |-1.5 -1.3b -1.1a
Baseline)

Baseline values are mean values and changes from baseline are adjusted mean changes.

* Clinical progression was defined as a composite of: IPSS deterioration by >4 points, BPH-related
events of AUR, incontinence, UTI, and renal insufficiency.

# Measured at selected sites (13% of randomised patients)

a. Combination achieved significance (p<0.001) vs. tamsulosin at Month 48

b. Combination achieved significance (p<0.001) vs. dutasteride at Month 48

Dutasteride

Dutasteride 0.5 mg/day or placebo was evaluated in 4325 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 three
primary efficacy 2-year multicenter, multinational, 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.
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The most important clinical efficacy parameters were American Urological Association Symptom Index
(AUA-SI), maximum urinary flow (Quax) 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 approx. 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 Q. for the studies was approx 10 mL/sec (normal Qn.x > 15 mL/sec). After one and two
years 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 against 1.8% in the
dutasteride group (57% risk reduction). This difference is statistically significant and means that 42
patients (95% CI1 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% CI1 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-alpha 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 MCIU/mL) compared to placebo at
the end of one year's treatment. However, as TSH levels were variable, median TSH ranges (1.4 - 1.9
MCIU/mL) remained within normal limits (0.5 - 5/6 MCIU/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 male 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.
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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 ARIs (see
section 4.4). 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%
C10.34, 1.45). In the second study, the estimated odds ratio for breast cancer associated with the use of 5
ARIs compared with non-use was 1.08: 95% CI 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.

Cardiovascular adverse events

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, (4/1623, 0.2%) and tamsulosin, (10/1611, 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
(30/4,105, 0.7%) compared to subjects taking placebo (16/4,126, 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;- adrenoceptor antagonist concomitantly (12/1,152, 1.0%), compared to subjects taking dutasteride
and no alpha;- adrenoceptor antagonist (18/2,953, 0.6%), placebo and an alpha;- adrenoceptor antagonist
(1/1,399, <0.1%), or placebo and no alpha;- adrenoceptor antagonist (15/2,727, 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% C1 0.88, 1.64) were found.

Prostate cancer and high grade tumours

In a 4-year comparison of placebo and dutasteride 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), 6,706 subjects had prostate needle biopsy (primarily protocol mandated) data available for
analysis to determine Gleason Scores. There were 1,517 subjects diagnosed with prostate cancer in the
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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) (see section
4.4). 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
of 174,895, one on a population of 13,892, and one on a population of 38,058) showed that the use of 5-
alpha 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.

Effects on sexual function

The effects of dutasteride/tamsulosin on sexual function were assessed in a double-blind, placebo-
controlled study in sexually active men with BPH (n=243 dutasteride/tamsulosin, 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 dutasteride/tamsulosin, which was rated with a
statistically significant greater satisfaction throughout 12 months 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 (see section 4.8).

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.

Tamsulosin

Tamsulosin increases 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
maintained during long-term therapy. The need for surgery or catheterization is significantly delayed.
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al-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.

5.2 Pharmacokinetic properties

Bioequivalence was demonstrated between dutasteride/tamsulosin and concomitant dosing with separate
dutasteride and tamsulosin capsules.

The single dose bioequivalence study was performed in both the fasted and fed states. A 30% reduction in
Cmax Was observed for the tamsulosin component of dutasteride/tamsulosin in the fed state compared to
the fasted state. Food had no effect on AUC of tamsulosin.

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. Both the rate and extent
of absorption of tamsulosin are reduced when taken within 30 minutes of a meal. Uniformity of
absorption can be promoted by the patient always taking dutasteride/tamsulosin 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 Cax 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.

Distribution

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 (Cs) 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
0.2L/kg).

Biotransformation

Dutasteride

Dutasteride is extensively metabolised in vivo. In vitro, dutasteride is metabolised by the cytochrome
P450 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 amounts of unchanged dutasteride (less than 0.1% of
the dose) are detected in human urine.
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Tamsulosin

There is no enantiomeric bioconversion from tamsulosin hydrochloride [R(-) isomer] to the S(+) isomer
in humans. Tamsulosin hydrochloride is extensively metabolised by cytochrome P450 enzymes in the
liver and less than 10% of the dose is excreted in urine unchanged. However, the pharmacokinetic profile
of the metabolites in humans has not been established. In vitro results indicate that CYP3A4 and CYP2D6
are involved in metabolism of tamsulosin as well as some minor participation of other CYP isoenzymes.
Inhibition of hepatic drug metabolising enzymes may lead to increased exposure to tamsulosin (see
section 4.4 and 4.5). The metabolites of tamsulosin hydrochloride undergo extensive conjugation to
glucuronide or sulfate prior to renal excretion.

Elimination

Dutasteride

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 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.

Following intravenous or oral administration of an immediate-release formulation, the elimination half
life of tamsulosin in plasma ranges from 5 to 7 hours. Due to the absorption rate-controlled
pharmacokinetics with tamsulosin modified release capsules, the apparent elimination half life of
tamsulosin in the fed state is approximately 10 hours and in the steady state in patients approximately 13
hours.

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.

Tamsulosin

Cross-study comparison of tamsulosin hydrochloride overall exposure (AUC) and half-life indicate that
the pharmacokinetic disposition of tamsulosin hydrochloride may be slightly prolonged in elderly males
compared to young, healthy male volunteers. Intrinsic clearance is independent of tamsulosin
hydrochloride binding to AAG, but diminishes with age, resulting in a 40% overall higher exposure
(AUC) in subjects of age 55 to 75 years compared to subjects of age 20 to 32 years.

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 (see
section 4.2).
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Tamsulosin

The pharmacokinetics of tamsulosin hydrochloride have been compared in 6 subjects with mild-moderate
(30 < CL¢ < 70 mL/min/1.73m?) or moderate-severe (10 < CL, < 30 mL/min/1.73m?) renal impairment
and 6 normal subjects (CL, > 90 mL/min/1.73m?). While a change in the overall plasma concentration of
tamsulosin hydrochloride was observed as the result of altered binding to AAG, the unbound (active)
concentration of tamsulosin hydrochloride, as well as the intrinsic clearance, remained relatively constant.
Therefore, patients with renal impairment do not require an adjustment in tamsulosin hydrochloride
capsules dosing. However, patients with endstage renal disease (CL. < 10 mL/min/1.73m?) have not been
studied.

Hepatic impairment

Dutasteride

The effect on the pharmacokinetics of dutasteride in hepatic impairment has not been studied (see section
4.3). Because dutasteride is eliminated mainly through metabolism the plasma levels of dutasteride are
expected to be elevated in these patients and the half-life of dutasteride be prolonged (see section 4.2 and
section 4.4).

Tamsulosin

The pharmacokinetics of tamsulosin hydrochloride have been compared in 8 subjects with moderate
hepatic dysfunction (Child-Pugh's classification: Grades A and B) and 8 normal subjects. While a change
in the overall plasma concentration of tamsulosin hydrochloride was observed as the result of altered
binding to AAG, the unbound (active) concentration of tamsulosin hydrochloride does not change
significantly with only a modest (32%) change in intrinsic clearance of unbound tamsulosin
hydrochloride. Therefore, patients with moderate hepatic dysfunction do not require an adjustment in
tamsulosin hydrochloride dosage.

Tamsulosin hydrochloride has not been studied in patients with severe hepatic dysfunction.

5.3 Preclinical safety data

Non-clinical studies have not been conducted with dutasteride/tamsulosin. Dutasteride and tamsulosin
hydrochloride individually have been extensively evaluated in animal toxicity tests and findings were
consistent with the known pharmacological actions of 5-alpha reductase inhibitors and alpha;-
adrenoceptor antagonists. The following statements reflect the information available on the individual
components.

Dutasteride
Current studies of general toxicity, genotoxicity and carcinogenicity did not show any particular risk to
humans.

Reproduction toxicity studies in male rats have shown a decreased weight of the prostate and seminal
vesicles, decreased secretion from accessory genital glands and a reduction in fertility indices (caused by
the pharmacological effect of dutasteride). The clinical relevance of these findings is unknown.

As with other 5-alpha reductase inhibitors, feminisation of male foetuses in rats and rabbits has been
noted when dutasteride was administered during gestation. Dutasteride has been found in blood from
female rats after mating with dutasteride treated males. When dutasteride was administered during
gestation to primates, no feminisation of male foetuses was seen at blood exposures sufficiently in excess
of those likely to occur via human semen. It is unlikely that a male foetus will be adversely affected
following seminal transfer of dutasteride.
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Tamsulosin
Studies of general toxicity and genotoxicity did not show any particular risk to humans other than those
related to the pharmacological properties of tamsulosin.

In carcinogenicity studies in rats and mice, tamsulosin hydrochloride produced an increased incidence of
proliferative changes of the mammary glands in females. These findings, which are probably mediated by
hyperprolactinaemia and only occurred at high dose levels, are regarded as not clinically relevant.

High doses of tamsulosin hydrochloride resulted in a reversible reduction in fertility in male rats
considered possibly due to changes of semen content or impairment of ejaculation. Effects of tamsulosin
on sperm counts or sperm function have not been evaluated.

Administration of tamsulosin hydrochloride to pregnant female rats and rabbits at higher than the
therapeutic dose showed no evidence of foetal harm.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Hard Capsule Shell:
Black iron oxide (E172)
Red iron oxide (172)
Titanium dioxide (E171)
Yellow iron oxide (172)
Gelatine

Contents in Dutasteride Soft Capsule:
Excipients for fill solution composition:
Propylene glycol monocaprylate, Type Il
Butylhydroxytoluene (E321)

Soft Capsule Shell:

Gelatine

Glycerol

Titanium dioxide (E171)
Triglycerides (medium chain)
Lecithin (may contain soya oil)

Tamsulosin Pellets:

Methacrylic acid - ethyl acrylate copolymer 1:1 dispersion 30 per cent (contains sodium laurilsulfate and
polysorbate 80)

Cellulose microcrystalline

Dibutyl sebacate

Polysorbate 80

Silica, colloidal hydrated

Calcium stearate

Black Inks:
Shellac (E904)
Black iron oxide (E172)
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Propylene glycol (E1520)
Ammonia solution, concentrated
Potassium hydroxide

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

24 months

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.
It should be used within 90 days of opening.

6.5 Nature and contents of container

HDPE bottle with silica gel desiccant contained in the cap.
30 capsules in 100 ml bottle.

6.6 Special precautions for disposal and other handling

Dutasteride is absorbed through the skin, therefore contact with leaking capsules must be avoided. If
contact is made with leaking capsules, the contact area should be washed immediately with soap and
water (see section 4.4 and 4.6).

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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