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‘ HUONG DAN SU DUNG THUOC
RYRFILCHILL" 10

Thude nay chi ding theo don thube
Poc ki hwimg dan sir dung trwrde khi ding
Pé xa tim tay tre em
Thanh phiin céng thire cho 1 vién:
Thanh phén hoat chét:
MGbi vién Filchill 10 chira 10 mg Tadalafil
Thanh phén té dugc:
Lactose monohydrat, Natri lauryl sulfat, Povidon K30, Crospovidon, Natri stearvl fumarat,

Hydroxypropyl melh} lcellulose 606, Titan dioxid, Tale, Polyethylen glveol 6000, Polysorbat 80,
Pham mau tartrazin lake, Phim mau sunset vellow lake.

0 Dang biio ché: Vién nén bao phim mau vang, hinh giot mrée, hai mét tron, kich thude 6 x 9 mm.

Chi djnh: |
Diéu tri rbi loan cuong duong & nam giGi truémg thanh. D¢ tadalafil ¢6 hiéu qua, can phai kich thich
tinh duc. .

Cich ding, litu dimg: i

- Cach ding:

| Thube 6 thé duge udng trong hodc ngodi biva an.

Nén sir dung dang phin liéu thich hgp d6i véi cac hudmg din liéu ding duai 10 mg.

Liéu ding;

Roi loan cuomg duong & nam gici tricong thanh

Théng thuomg, liéu khuyvén cdo la 10 mg uung truce khi dyr tinh sinh hoat tinh duc. O nhimg bénh nhén |

dung liéu tadalafil 10 mg khong dat hiéu qua day du, c6 thé ding lidu 20 mg.

Udng thubc it nhét 30 phit trude khi sinh hogt tinh dye.

S lan dung thude t6i da la 1 lin/ngay.

“ Tadﬂiafll duge dung trrde khi du tinh sinh hoat tinh dyc, khong khu?fén c?u si[dung l.ién tuc hing tggﬁ}',

O nhitng b¢nh nhén dir tinh sir dung tadalafil thuémg xuyén (it nhat 2 lan/tudn), che do ngay 1 lan voi
licu tadalafil thap nhat c6 thé duge coi 1a phi hop. dira trén sir lva chon cua bénh nhén va danh gia cua
béac si.

o nhﬁng b¢nh nhan nay. liéu khuyén cdo & 5 mg. ngay 1 ldn ubng vao cing thoi diém trong ngay. Liéu

¢6 thé giam xudng 2.5 mg, | lan/ngay tiy thude vao kha niing dung nap cua timg ngudi.

Sy phi hop ciia viée tiép tue sir dung ché do hang ngay nén duge dénh gid lai dinh ky.

Doi twgng dic bigt

Negwdi cao tudi

Khong cén diéu chinh liéu & bénh nhén cao tudi.

Suy than

Nam gidi truémg thanh bj roi loan cuong duong: Khéng cin dmu chinh liéu o bgrm nhén suy thin nhe

dén trung binh. D6i véri b-f;ﬂh nhan suy thin nang 10 mg 14 liéu t6i da duqc khuyén cdo dé diéu trj theo

véu cml. Liéu dung ngay 1 lin 2.5 hodc 5 mg tadalafil cho diéu tri r6i loan cuong duong khong duqrs: [
khuyén cdo ¢ bénh nhén suy thin niing.

Suy gan

Nam glm truomg thanh bi roi loan cuong duong; E)mu tri roi loan cuomg dwong sir dung tadalatil theo |

nhu céu, liéu khuyén cdo cua tadalatil la 10 mg udng trude khi dy tinh sinh hoat tinh dyc. Dir li¢u lim |
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sang vé tinh an toan cua tadalafil thi han ché ¢ bénh nhan suy gan nang (nhém C Child - Pugh): néu ké

dom, bac si nén danh gia can than lgi ich/nguy co cua timg nguoi. Chira co dir heu co ﬂﬁn Ve viée sur
dung liéu cao hon 10 mg tadalafil cho bénh nhéin suy gan. Che d6 liéq tadalatil 1 lan/ngay dé diéu trj roi
loan cuomg duomg chira duge danh gia o bénh nhan suy gan, do do, néu ké dom, bdc si nén dinh gia cin
than lg ich/nguy co cua img ngurdn.

Dt thao diecmg

Nam gidi truomg thinh déi thao dutmg bj roi loan cuomg duong: Khong can diéu chinh liéu.

Tre em

Viée str dyng 1adalafil khong phis hop cho tré em trong diéu trj roi loan cuong duong.

Tinh an todn vé hiéu qua cua tadalafil & nhimg nguin dudi 18 woi vin chura dugc thiét lap.

Mét s6 lwu ¥ die biét vé xir I¥ thude trwde vi sau khi sir dung thuie:

Khing ¢o véu ciu dac biét vé xur Iy thude sau khi sir dung.

Chéng chi dinh:

Qua mén cam véi tadalafil hode vai bat k¥ thanh phin @ duge nao cua thude.

Trong cac nghién clru ldm sang, tadalafil da biéu hi¢n lam tang tac dong ha huyét 4p cta cdc nitrat. Diéu

nay duge cho la két qua tir tic dong phodi hop cua cac nitrat va tadalafil trén chu trinh nitric oxid/cGMP.

Vi vy, chﬁng chi dinh ding tadalafil cho bénh nhén dang suir dung bt eir dang nao cua cac nitrat hin co.

Tadalafil. khdng duge sir dung & nam giéi méc bénh tim dang dugc khuyén phai tranh sinh hogt tinh

duc. Céc bdc sT nén xem xét nguy co tim tiém @n do sinh hoat tinh duc ¢ nhimg bénh nhén méac bénh tim

mach tir trudc. .

Nhimg nhém bénh nhén c6 bénh tim mach sau ddy da khong duge bao gom trong cic nghién ciru lam

sang va do dé chong chi dinh sir dung tadalafil voi:

. Bénh nhin bj nhoi mau co tim trong vong 90 ngay qua.

- Bénh nhan bj dau thit ngye khong on dinh hodc dau that ngye xay ra trong khi sinh hoat tinh duc.

« Bénh nhan suy tim nhom 2 theo phién loai cia NYHA hodc suy tim tro nding hon trong 6 thang qua.

« Bénh nhan bj loan nhip tim khong kiém sodt, ha huvét ap (< 90/50 mmHg) hay ting huyeét dp khong
kiém soat duge.

« Bénh nhiin bj djt quy trong vong 6 thang vira qua.

Tadalafil duge chong chi dinh cho bénh nhén mit thi gide mot bén mét do bj bénh thin kinh thi gide do

thiéu mau cuc bd viing trde khong do nguyén nhéin dong mach (NAION), bt ké trude day co hay

khong c6 lién quan dén sy tiép xuc chat e che PDES.

Chong chi dinh vige ding dong thoi cée thude (e ché PDES, bao gom tadalafil, vai cdc chét kich thich

guanylat cyelase, nhir riociguat, vi nd ¢6 thé co kha ning din dén ha huyét ap c6 triéu chimg.

Cinh béo va thin trong khi ding thude:

Trude khi diéu tri nam gioi truémg thanh bi rbi loan cuong duong véi tadalafil

Cén phai hoi bénh sir va kham sirc khoe dé chan doan bi rdi logn cuomg dwong va xéac dinh cde nguyén

nhin tiém an kém theo. trude khi xem xét diéu trj duoc 1y,

Trude khi bat ddu bat ky diéu trj rbi loan cuong duong, cée bac s nén xem xét tinh trang tim mach cua

bénh nhan, vi c6 mdt mirc ) vé nguy co tim mach di kém vai sinh hoat tinh dyc. Tadalafil c6 déic tinh

gidin mach. két qua 1a huyét dp giam nhe va thodng qua nén lam ting tdc dung ha huyét dp cia céc nitrat.

Viée danh gid roi logn chirc ning cuong duong nén bao gom xac dinh céc nguyén nhan tiém dn va

phurong phap diéu trj thich hop sau khi danh gid vé bénh Iy thich hop. Tadalafil khang biét co hiéu qua &

nlhhlﬂnf_ :ﬁnh nhén di tri qua phéu thudt ving chiu hodc phiu thuft tuyén tién liét tri¢t dé khong giir diy
dn Kinn.

Tim mach

Céc bién ¢ tim mach nghiém trong, bao gom nhdi mau co tim, tir vong dot ngdt do tim, dau thit ngye

khong On dinh, loan nhjp that, dét quy, con lhiéuiméu ndo thoang qua, dau ngye, danh uﬁng nguc va

nhip tim nhanh. da dugc béao ngay sau khi dua thude ra thj truomg va‘hodc trong nghién ciru lim sang vé

vige sur dung tadalafil dé diéu trj ri loan cuomg dwong. Hau hét bénh nhan géip nhimg hi¢n rgng trén

déu di ¢6 cdc yéu 16 nguy co tim mach tir truoe. Tuy nhién, khong thé xac dinh chic chdn cac hién

tymg néu tén 6 lién quan tryre tiép téi nhing yéu té nguy co nay khong. 151 tadalafil, téi sinh hoat tinh
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duc hogc la do phoi hop cua nhimg yeu éu 10 ndy hodic cac véu 16 khac nira.
Céac nhém bénh nhén miic bénh tim m:;u,h sau day khong duge dua vao nghién etru lam sang PAH:
- Bénh nhiin mﬁi. bénh van dong mach chu va van hai I4 ¢6 tri¢u chimg 1dm sang rd rét.
« Bénh nhiin miii. bénh mang ngodi tim co that. [
» Bénh nhin méc bénh co tim han ché hodc sung huyét.
« Bénh nhin bj roi loan chire niing thét trai dang ké.
« Bénh nhan ml loan nhip tim de doa tinh mang.
. Bénh nhan miic bénh mach vanh ¢o trigu chimg.
« Bénh nhdn tang huyeét ap khong kiém sodt durge.
Vi khong ¢o dir li¢u ldm sang vé tinh an todn cua tadalafil & nhimg bénh nhén nay, viée sir dung tadalafil
Lhnng durge khuyén cdo.
Thude gidn mach phoi ¢6 the lam xiu di ding ké tinh trang tim mach cia bénh nhin mac bénh tic tinh
mach phoi (PVOD). Vi khdng ¢6 dir li¢u lim sing vé vige sir dung tadalafil cho b¢nh nhén mic b¢nh téc
tinh mach. khong khuyvén cdo ding tadalafil cho nhimg b¢nh nhiin nay. Néu cac diu hiéu phi phdi xay
ra khi dung tadalafil. nén xem xét kha nang lién quan den PVOD.
Tadalafil co dac tinh gidn mach toan thin ¢é lhE dan dén giam hu',et ip thodng qua. Cac béc si nén xem
xét cdn thén liéu bénh nhén cO mot s bénh tiém dn, chﬁnu. han nhu m nghén dong chay thit trai nghiém
trong, suy giam dich. ha huyét 4p tir chi hodc bénh nhan b ha huyét ap khi nghi ngoi, ¢6 thé bj anh
huemg nghiém trong bai cde tac dung gidn mach.
(8] bénh nhan ding dong thai vai cac 1hum. r.:iwm, ting huyel ap, tadalafil ¢ thé gy giam huyét ap. Khi
bét déu diéu trj hang ngay voi tadalafil, cdn cin nhic k¥ vé lim sang dé diéu chinh liéu pho hop cho ligu
phép chong ting huyet ap.
O bénh nhin dang dung thuoe chen alpha-1. viée ding dong thoi vai tadalatil c6 thé din dén ha huyét ap
tri¢u chimg o mt s6 bénh nhén. Do do, sy két hop tadalafil va doxazosin khéng khuyén cdo.
Thi lye
Khiém khuyét vé th gidc va cdc trutmg hop bi bénh thin kinh thi gidce do thiéu méau cuc bo vimg trude
kh&ng do nguyén nhin djng mach (NAION) da duge bao cdo lién quan dén dl.mg tadalafil va cac cha[
irc ché PDES khac. Phén tn:h dir liéu quan sat cho thiy ling nguy co NAION cip tinh & nam giti bi roi
loan cuong duong sau khi hep xiie tadalafil hmzu: cic chat tre chq. PDES khac. Vi diéu n&y ¢o the '{B}' ra
v tit ca bénh nhan ding tadalafil, nén ur vén cho br:rlh nhin trong trudmg hop ¢6 k}uem khuyét vé thi
gidc dot ngdt. nén ngumg dung tadalafil va hoi y Iuen béc si ngay. Bénh nhan duoc biét bi rbi loan thodi
hoa vong mac di truyén, ké ca viém vong mac sic to. k]'u:}ng bao gom trong céc nghién cir lam sang d6i
vn Lam_. huyel ap dong mach phoi, khong duge khuyén cdo sir dung.

iam hodc mat 1 thinh lue dét ngdt
Cac Iruunghn;lpmat thinh luc dot ng@tﬂdm;mlnincﬁnsuuk}u sir dung tadalafil. Miic du cac véu 16
nguy co khac da xudt hi¢n trong mot S0 truomg hop (nhur tudi tac, bénh ddi thio dudmg, ting huyét ap,
tien sir mét &unhgnécmdmahcnquandencax.bgnhmo lién két), bénh nhan nén dugc khuyén dé
tim sy chiim s6c v 1é kip thiri trong trismg hop giam hodic mét thinh hre dot ngdt.
Suy than va gan
Do ting sir tiép xuic tadalafil (AUC). kinh nghiém lim sang han ché va thiéu nang do anh huéng dén dd
thanh thai bing thim phan, khdng nén ding ché dj liéu tadalafil | 1an/ngay & bénh nhén suy thin nang.
Dir li¢u lém séng vé tinh an toan cua vige dung tadalafil don liéu trong nhimg nhém b¢nh nhén by suy
gan ning (Nhém C Child-Pugh) con han ché, néu tadalafil duge ké don cho bénh nhin nay, bac si can
phai céin nhac kv gitra loi ich va nguy co cua timg ngudi. Ding tadalafil | lin/ngay chua dwge nghién
ctru ¢ bénh nhin xo gan ndng (Nhém C Child-Pugh). do 46 dung tadalafil hang ngay khong duge '|
khuyén Cao.
Suc d va bién iai phiu d va |
Cuong duong di duge bao cio & nam gioi dicu tri bing chét (e ché PDES. Bénh nhin bi cuong duong |
kéo dai 4 g hay lau hon nén duge huéng diin dé tim klé'm S\ try gitp y té ngay. Néu cuong duong |
khong duoe diéu tri ngay. ¢o the ton hai md duong vt va mit vinh vien kha nﬁng cuong. :
Tadalafil nén duge sir dung thin trong ¢ nhimg bénh nhén bj bién dang giai phau cta duong vét (ching
han duong viit gdp goc. bénh xo thé hang hay bénh Peyronie) hay ¢ nhimg bénh nhén ¢6 nhimg bénh 1y |
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de ua\. ra cum; ddu duung viit (nhu bénh thiéu mau hong cau hinh liém. da u ty. bénh bach cau).

Anh hwéng cia thubc lén kha niing ldi xe, viin hanh may méc:

Twong tic, twong Ky cia thube:

t (re ché CYP3A4
Déi véi nhimg bénh nhan dang ding chét giy cam img manh CYP3A4 nhu rifampicin, vige su dung
tadalafil khong duge khuyen cdo.
D& vdi nhimg bénh nhan dang ding dng thai chat tre ché manh CYP3A4. chang han nhur ketoconazol
hodéc nitonavir, viée sur dung tadalafil Khong duge khuvén cdo.
Diéu tri rdi loan chire ndng cuong duong
Tinh an toan va hiéu qua khi két hop tadalafil vai cac chit e ché PDES khac hodc cac diéu trj roi loan
cuomg duong khic chua duge nghién cuu. Bénh nhin nén duge thong bao khong dung adalafil vai cac
loai thuoe nay.
Prostacyelin va cic chit tuong tu
Higu qua va tinh an toan cua tadalafil phdi hgp voi prostacyclin hode cic chét twong tr cua no chura
dugre nghién clru trong cac nghién ciru lam sang ¢6 doi chimg. Do do, nén thin trong trong tririmg hop
dung phoi hop.
Bosentan
Hiéu qua cua tadalafil & nhimg bénh nhén di sir dung li¢u phip bosentan chua duge chimg minh cy thé.
Ta duge
Thudc nay chira lactose. Bénh nhin co vin dé di truyén hiém gap vé khong dung nap galactose, thiéu
enzym Lapp lactase hodc kém hip thu glucose-galactose khong nén ding thude nay.
Thude o chira tartrazin lake va sunset vellow lake, co thé gay phan img dj img.

bu’dung thude cho phy nir ¢6 thai vi cho con bi:

Thén ky ¢ thai

Dir liéu vé viée sir dung tadalafil o phu nir - mang thai ¢dn han ché. Céc nghién ciru trén dong vit khong
chi ra tac dqr:g c6 hai true tiép hodc gidn tiép den sy mang thai. sy phit trién cua phdi thai‘thai nhi, qua
trinh sinh né hofic sau sinh. Nhu mdt bién phap phong ngira, tot nhét 1a tranh sir dung tadalafil trong khi
mang thai.

Thai ky cho con bu 1 _
Dir liéu vé duge lye hoe va doc tinh ¢6 sin & dong vét cho thay tadalafil bai tiét vao sira. Nguy co doi
v tre dang b me la khong thé loai trir. Khong nén sir dung tadalafil trong théi gian cho con bu.

Kha niing sinh sian

Anh huomg da biét la sy suy giam kha ning sinh san o ché. Hai nghién ciu 1am sang tiép theo cho 'thd}“
ring tic dung nay khé xay ra & ngudi, mic di sir giam nong d tinh tring da dugc nhin thiy ¢ mjt so
nam gici.

Tadalafil anh hudmg khong dang ké dén kha nang li xe va sir dung may moc. Mic di tén sudt bao cdo
v¢ chong mit & nhom ding gia duge va tadalafil trong cac thir nghiém lam sang la twong tr nhau, bénh
nhén nén c6 nhin thirc vé phan (mg cua tadalafil d6i véi ho. trude khi ldi xe hodic sir dung may moc.

Twong tic ciia thude véi cic thude khic va cic loai twong tic khic:
Céc nghién clru twong téc duge thye hign vai 10 mg va‘hode 20 mg tadalafil, nhu duge chi ra dudi
déy. Poi vii nhimg nghién ciru tuong tac trong do chi sir dung liéu tadalafil 10 mg, cde tuomg tac lién
quan dén 1im sang & liéu cao hon khong thé liét ké hoan toan.
Tic dung cia cdc chat nén khdc trén tadalafil

‘dic chit tre ché cytochrom P450
Thuac khdang nam nhom azol (vi dy ketoconazol) _
Tadalafil duge chuyén hoa chu yéu bai CYP3A4. Mgt chit ire ché chon loc CYP3A4 nhu ketoconazol
(200 mg mdi ngay) lam ting mire tiép xic licu don tadalafil (10 mg) (AUC) gip doi va Cmax li%khn
so sanh voi gid tri AUC va Cmax cua tadalafil (10 mg) khi sir dung don doe. Ketoconazol (400 mg mdi
ngay) lam ting mure tiep xuc liéu dom tadalafil (20 mg) (AUC) gip 4 lin va Cmax 22%.
Chat tic ché protease (vi dy ritonavir) |

Ritonavir, mdt chét irc ché protease (200 mg ding 2 lan/ngay). la chit irc ché CYP3A4, CYP2C9, |
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CYP2C19 va CYP2D6. lam tang mire tiep xic liéu dom tadalafil (20 mg) (AUC) gip 2 lin ma Kkhong
6 thay doi vé Cmax. Ritonavir (500 mg hodic 600 mg ding 2 lan/ngiy) lam tang mire tiép xic lidu don

" tadalafil (10 mg) (AUC) 32% va giam Cmax 30%.

| Mac du cac twong téc chuyén biét chua duge nghién cliu, mjt vai chét (e ché protease. nhur saquinavir

‘ vt nhimg chat te ché CYP3A4 khic. nhur erythromycin, clarithromycin, itraconazol v nuée ép buei khi

sir dung dong thai voi tadalafil can phai thén trong vi chung ¢6 thé lam ting ndng d§ cua tadalafil trong
huyét twemg. Nhu viy. tv 1¢ cac tic dung khong mong mudn ciing cé thé ting.
Cdc chdt van chuvén
Vai rd cua cac chat van chuyeén (vi dy nhu p - glveoprotein) vani tadalafil chua duge biét. Do d6 ¢ mit
tiém an tuemg tac thude bod sy tre ché cua cae chit vén chuyén.
Cac chét giv cam img cytochrom P450
Cac khang sinh (vi du rifampicin
MGt chit gay cam img CYP3A4 nhu rifampicin (600 mg mdi ngay) lam giam tadalafil AUC o 88% va
Cmax 46% so vai gid t AUC va Cmax cuoa tadalafil (10 mg) sir dung don die. Vige giam nay co thé
duge dyr dodn lam giam hi¢u qua cua tadalafil. mic d¢ giam hiéu qua thi khing ro.
Cac chat gay cam img khic cua CYP3A4 nhu phenobarbital, phenytoin va carbamazepin ciing c6 thé

| lam giam nong do cua tadalafil trong huyet tuong.

Char dai khang thu thé endothelin-1 ivi du bosentan)

‘ | Bosentan (125 mg 2 lan/ngay). mot chit nén cia CYP2C9 va CYP3A4 va mqﬂchalr..amung vira phai
cta CYP3A4, CYP2C9 vi ¢6 thé ca CYP2C19. tadalafil (40 mg 1 lamnga\ ) liam giam tép xuc toan thin
cuia tadalafil 42% va giam Cmax 27% theo sau sy két hop dung da liéu.

| Higu qua cua tadalafil o nhimg bénh nhén da sir dung liéu phap bosentan chua duge chimg minh cy
| thé. Tadalafil khéng anh huong dén mire tiép xiic (AUC vi Cmax) cta bosentan hodc cac chit chuyén
hoa cua nd. Tinh an toan va hi¢u qua cta sir két hop tadalafil va cac chit dbi khang thy thé endothelin-1

khae chua duge nghién cin. :
Tic dung ciia tadalafil doi véi cic thuée khic 4

Cadc nitrat

Trong céc nghién ctru lam sang. tadalafil (5 mg, 10 mg va 20 mg) cho thiy lam ting tac dung ha dp cua | o]

cac nitrat. Do do, chong chi dinh sir dyng tadalafil cho bénh nhan dang dimg bit cir dang thude nao cia | M

nitrat hiru co. Dya trén céc két qua cia nghién ciru lam sang. trong d6 130 dm twgmg duge chi dinh ding

liéu hang ngay tadalafil 20 mg trong 7 ngay va 0.4 mg mlmgyt.enn dit dudi ludi tai céc thii diém khac <

nhau, sy tuong tic thudc kéo dai trén 24 gitr va khong thy syr tuong tic nita cdch 48 giér sau khi udng

tadalafil liéu cudi cing. Vi vay, & b¢nh nhin duge ké dom bat k¥ licu tadalafil (2,5 mg — 20 mg), khi

dung nitrat duge cho la giai phap can thiét trong tinh hudng de doa mang song, phai it nhét 14 48 gio sau

liéu sir dung tadalafil cudi cung. Trong nhimg truimg hqp nhu viy. cac nitrat chi duge sur dung vén sur
. gaam sit chiit che bing cic thiét bj thich l-u;lp dé theo ddi vé huyét dong hoe.

Cdc thude r.'hrmg tang huyét dp (bao gom cdc .rhm'ic' chen kénh calci)

Vige sir dung dong thii doxazosin (4 va 8 mg mdi ngay) va tadalafil (liéu don 5 mg va 20 mg mdi ngay) |

lﬂmtﬁngtac dunghahuymapcuac]m:clwnalpha nﬁ}'motcﬂchdmgke Téc dong nay kéo dai it nhét

12 gidr va cd thé ¢6 triéu chimg, bao gom ca ngit. Do dd, syr két hop nay khong due khuyén cdo,

Trong céc nghién ciru twong tée thude duge thye hién trén mot sO giéi han nhimg ngudi tinh ngu:rén

khoe manh, nhimg tac dong nay chua duge bao cdo vai alfuzosin hofic tamsulosin. Tuy nhién, nén thin

trong khi sir dung tadalafil cho nhimg benh nhén dang dung bét cir thude chen alpha nio. dang chi y o

ngudi cao woi, Didu tri nén duge bt ddu vai liéu thip nhat va diéu chinh ting dén.

. Trong céc nghién ciru duge Iy lam sang. tiém nang cua tadalafil (10 va 20 mg) lam ting téc dung ha
- huyét dp cua cic san pham thude chéng tang huyét ap da duge kiém tra. Céc nhom chinh cua cac san

pham thude ching tang huyét ap da duge nghién ciu (co thé 1a don trj ligu hodic la mt phén cia li¢u
phap két hgp), bao gom thuu. chen kénh calci (amlodipin). thubc (rc ché men chuyén angmtenmn
(cnalapnl). thude ire ché thu 1he beta-adrenergic (metoprolol). lgi tiéu thiazid (bentrofluazid) va thude (re
ché thu thé angiotensin I (nhiéu logi va liéu khac nhau, don hodc két hgp véi thiazid, thude ch¢n kénh
calci, thube chen beta vivhodie thude chen alpha). Tadalafil (10 mg trir céc nghién ciru véi thude e ché
thy thé anglmemm I va amlodipin sir dung liéu 20 mg) khong ¢6 twong téc ¢6 ¥ nghia ldm sing voi bat |
k¥ nhém nao trong s0 nay, Trong mdt nghién ciru duge 1y lam sing khéce, tadalafil (20 mg) da duoce |
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nghién ciru két hop vai 10i da 4 nhom lhuoc t.hc-ng. tang huyét ap. O nhimg doi twong ding nhiéu loai
thuode chonb ting huyét ap, su dao dong vé huyét ap thoang qua xudt hign co lién quan dén mire do kiém
sodl hmét ap. Vé miit nay. nhf.l'ng d6i tugmg nghién ctru ¢o mire huyét ap kiém sodt 61, mire giam huyét
ap 6i thiéu va twomg ty nhu o nguin kKhoe manh. 0 nhﬂ'ng doi tugmg nghién ciru ma huwl ap khong
duge kiém sodt t6t. mirc giam lém hon méc di mire giam nay khong lién quan dén cac triéu chimg ha
huyét ap o phan lén cac d6i wrong. O nhﬂ:ng bénh nhan dang dung dunj, thiri céc thude L]"IUI'IL. ting huye &
ap. tadalafil 20 mg c6 thé gay h;; huyét ap (ngogi trir thude chen alpha (vi dy doxazosin). néi chung. it vi
khong ¢o kha néng lien quan dén lam sang. Phin tich dir liéu nghién ciru ldm sang o pha 3 cho thiy
khong ¢ sur khac biét vé cae tic dung phu & bénh nhan dung tadalafil ¢ hodc khong co lhunc ha huyét
dap. Tuy nhién. nén dua ra ln Khuyen lam sang thich hop cho bénh nhan ve viée giam huy & ap khi ho
dugre diéu trj bang cic san pham thude chong ting huyét dp.

Riociguar

Céc nghién elru tién lam sang cho thay tac dung ha huyét dp toan than tang thém khi cic chdt e ché
PDES duge két hop vai nmlgual Trnm_.. cdc nghién clru lam sang, riociguat da cho thay lam tang thém
tic dung ha huyét ap cua thuoe (re ché PDES. Khang ¢o hing chimg hiéu qua 1am sang hiru ich cua sy
I\cl hop trong dm tuong duge nghién ciru. Chdng chi dinh sur dyng dong thad riociguat vai céc chat e
ché PDES. bao gom ca tadalafil.

Chit tre ché 3-alpha reductase

Trong mét nng:n ciru lam sang so sanh viée dunb dong thoi tadalafil 5 mg véi finasterid 5 mg so vai
gia duge chng vai finasterid 5 mg trong vige lam giam cac trigu chumg BPL. khong ¢6 phan img bat Igi
mdi nao duge xdc dinh. Tuy nhién, mot nghién clu twomg tic thude chinh thire danh gid tac dyng cua
tadalafil v chat (e ché S-alpha reductase (5-ARI) chira duge thire hién. can thin trong khi dung két hop
tadalafil véi cac chit (rc ché 5-ARL.

Chdt nén CYPIA2 (vi du theophyllin):

Khi tadalafil 10 mg duge dhng vdi theophyllin (chét tre ché phosphodiesterase khong chon loc) trong
m¢t nghién ciru duge 1Y lam sang. khong co wong tac duge dong hoe. Anh huong duge dong hoe duy
nhét la nhip tim ting nhf (3.5 bpm). Mic du tic dung nay la nho va khnng c6 v nghia lim sang trong
nghién ciru ndy, nhung can duge xem xét khi sir dung két hop cic thude nay.

Ethinviestradiol va terbutalin:

Tadalafil d& dugc chimg minh lém ting sinh kha dung dudmg udng cua ethinylestradiol. O trang thai én
dinh, tadalafil (vin liéu 40 mg moi n;,én mt lan) lam tang murc ticp xuc cua ethinylestradiol (AUC) lén
26% va Cmax 70% so véi cac bign tranh thai ding véi gia dm;u: Khong ¢ bﬁng chung ve tac dung
¢o v nghia thong ké cia tadalafil doi véi levonorgestrel, cho thy riing tac dung doi vai ethinylestradiol
li do sy ire ché qua trinh sunfat héa dudmg rudt cua tadalafil. Tuy nhién, sy lién quan lam sing ctia phat
hién nay vin chua chic chiin,

Sy gia ting twrong tyr AUC va Cmax da thiy véi ethinylestradiol co thé dige quan st thiy khi ding
terbutalin dudmg uong, co thé la do e ché qua trinh sunfat héa duomg rut boi tadalafil. Tuy nhién, ¥
nghia lam sang cua phat hién nay van chua chic chan.

Ruegru:

Néng dé rugu (ndng dd 16i da trong mau 0,08%) khong bi anh huomg boi vige dung chung vai tadalafil
(10 mg hodic 20 mg). Ngodi ra, khong ¢6 sy thay doi nong do tadalafil dum: thdy 3 gidr sau khi ding
dong théi véi rugu. Ruwdﬂdumdmgthencanhd&t&:dahﬁat} ¢ hap thu nrou (qua dém nhanh
khﬁngﬁnchodeni&yﬂsauk]uunng ruou). Tadalafil (20 mg) khong lam tang thém sy giam huyét a
trung binh do rugu (0.7 g/kg hodic xdp xi 180 ml nrgu 40% o nam gidi néng 80 kg) nhmgummsédm
nmg.chungmﬁlmlhcvﬂhahuyetapthedungdﬁmghl nhan. Khi tadalafil duoe dtmg"r'mhcullﬁp
hom (0.6 g’kg) ciing véi rugu, ha huyét ap khong duge bdo cdo va chong mét xay ra véi tin sb tuong
nhur khi sir dung nrou dom doc. Anh hudmg cia rugu trén chire ning nhén thire khong tang khi sir dung
ddng théi voi tadalafil (10 mg).

 Cdc thude chuyén héa bai Cvtochrome P450

Tadalafil k]nnggaymsuucchcdﬁngkevenﬁt ldm sang hodic sr cam (mg cua d¢ thanh thai cda cac
thude chuyén héa bai cic dong dang CYP450. Céc nghién ciru da khing dinh ring tadalafil khong trc
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Chat nén CYP2CY (vi du R-warfurin).
Tadalafil (10 mg va 20 mg) khong o tac dung déng ké vé mit lam sang trén mie Giép xic (AUC) cua S-
warfarin hofic R-warfarin (chdt nén CYP2C9), ciing nhu tadalafil khong lam thay ddi thoi gian
prothrombin do tac dung boi warfarin.
Acid acen! salicvlic (aspirin):
Tadalafil (10 mg va 20 mg) khong o kha niing lim tang thad gian chay méu bai acid acetyl salicylic.,
Chit nén P-glve aprotein (vi dy digoxin).
Tadalafil (40 mg 1 lin/ngay) khong ¢6 tic dung ding ké vé mit lim sang di véi duge dng hoe cua digoxin,
Céc thude diéu tri ddi thao dheing:
Céc nghién ciru cy thé vé tromg tac vai cde thude didu tri bénh déi thao duemg chura duoe tién hanh.
Tuong ky, cua thube:
Do khéng c6 cic nghién ciru vé tinh tuong ky cuia thube. khéng tron 3n thude nay voi ic thube Khic.
Tic dung khing mong mubn
Tadalafil déi véi rii logn chire niing cwong duwong
Tom tit so luoe vé tinh an toan
Céc téc dyung khong mong muon thuémg duge béo cdo & bénh nhan dang ding tadalafil dé diéu trj rbi
. logn cueomg duomg la dau ddw, kho tiéu, dau hung va dau co, trong do tv 1¢ méc tang 1én khi tang liéu
| tadalafil. Céc phan img phy duge bdo cdo la thodng qua va thuomg nhe hodc trung binh. Phén lém cac
com dau dau duge bdo cdo vai lidu ding tadalafil 1 lan/ngay xay ra trong vong 10 dén 30 ngay dau tién
| bat dédu diéu tri.
| MMMWE.MM
Céc tac dyng khong mong muon li¢t ké trong bang dudi diy dugre ghi nhan tir cdc bao cao ty phat va
trong cde thir nghiém Jam sang ¢6 doi chimg gia duge (bao gﬂm tong cénb 8022 bqnh nhin trén
tadalafil va 4422 bénh nhén ding gia dugc) dé diéu tri theo yéu céu lidu 1 lan/ngay vai ri loan chirc
ning cuamg dtm‘n;
Qul ude vé tan suat: Rat thuimg gﬁ]{:ﬁ (= 1710). thuomg g p(‘-‘* 1/100 dén < 1/10), it gip (= 1/1000 dén
< 1/100), hiém gap (> 1/10.000 dén < 1/1.000) va rat hiém gip (< 1/10.000) va chua rd tn suit
| (khong thé ude tinh tir cac dir lidu ¢o sin),

Rit thwomggip  Thwimg gip It gip Hiém gip

Roi loan hé thong mién dich
‘ Phan (mg qua mén Phu mach *
Réi loan hé than kinh

Dau diu Chéng mat Pt quy ' (bao gom cac
| bién co xuat huyét), ngit,
com thidu mau cye b
qua ', dau mira
diw 2, co gidt %, mét tri nho
thoang qua

Rai loan mdt

'Nhin m, Khlémkhxyétth;gléc.mn':g
|?\'hﬂ‘ngcim gific duoe md ta|mi mit. sung huyét két

nhu dau mit bmhﬂﬁnhnhﬁugtﬁ:dn
thié¢u méu cuc bd ving tnrie
| khdng do nguyén nhéin ddng
rnacthAION)’ tic mach
vong mae *

ché hoge cam (mg CYP450. bao gom CYP3A4, CYPI1A2. CYP2D6. CYP2EL CYP2C9 va CYP2C19,
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Roi loan tai va mé dao

U tai Miat thinh e dot ngot
Roi loan tim '
Nhip tim nhanh, danh trong |Nhoi méu co tim, dau thit
nguc ngyc ki'nung on dinh °. logn
! - nhip thit *
Rmﬁ;m ma:._l_r imm - - B [
Do mit Ha huyét ap’.
ang huyée iy

\Roi loan hé hap. frmgngm Vel trung thet

‘Nghet mili 'Kha tha, chay mau cam N e ———
Roi loan rfé_u_ hr_m _ _ _
Khé tiéu ‘Dau byng. ndn mira. budn
l ndn. trio nguge da day thye
I | quan
Réi loan da va mé duwdi da -
Phat ban |ML day. hoi chu‘ng
Stevens 'JCI']'I.I‘I.SDH . ﬂﬂn
da troc v En . tng tiet mo
héi (d6 mo hoi)
Rai J'mm cor xueeme, mo lién két va  xuong
Dau lunlg+ dau co. dau
‘ cac chi
Raoi loan thin va tiét niéu -
Tiéu ra mau -
Réf loan hé thong sinh san va bai tiét siva
Cuomg duong kéo dai Chu‘ng curong duung vt
xudt huyét duong vit, xuat
tinh ra mau
Roi logn toan thé va tinh trang tai ché ding thude
Pau ngye ', phit ngoai bién, Phi mat *, ngimg tim dt
mét moi ngot 2

ciru lam sang d6i chimg gia dugc .

huyét ép.

lién quan dén cdc phan (mg bét li.
Cac doi nromg déc biét khac

Tom tét v

(1) Hau hét cic bénh nhén c6 cdc yéu 1 nguy co tim mach tir trude
(2) Gifm sit sau khi dua ra thj trudmg d3 béo cio phan (mg bt lgi khong quan sét thay trong céc nghién

M6 ta cic tde dung khdng mong muén duge lua chon
Ty IgbétthubngECGcmhunmmchut.chuyeulﬁnh;pcl'mmmg,dﬂduucbmcmcnh&ngbcnh
nhén duge diéu trj bang tadalafil 1 lin/ngay so véi gia duge. HAu hét cac bat thuomg FCG nay khong

(3) Béo céo thuomg xuyén hon khi tadalafil duge cho nhimg bénh nhén dang ding céc thude chéng ting

Dﬂhéuémhﬂ'ngbénhnhﬁnu'énﬁi tudi nhén tadalafil trong cac nghién ciru lam sang, dé diéu trj roi loan
cuomg duomg con han ché. Trong cée nghién ciru lim sang voi tadalafil dupcthwhxenthm:.reucaudleu
tri ri loan cuomg duomg, tiéu chay duge bédo cao thutmg xuyén hon & nhimg bénh nhén trén 63 tudi.
Tadalafil dbi mmnu,éap.ﬁngwmpm
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Cac tac dung khong mong muon thuémg duge béo cao nhat. dang xav ra > 10% bénh nhan diéu tri
tadalafil 40 mg. la dau diu, budn non, dau lung. kho tiéu, do mét, dau co. viém mii hong va dau cac
l...h.l Cac phan img bét lgi duge bio cdo 1a thoang qua. v noi chung la nhe hodc trung binh. Dir liéu phan
ghﬁllmﬂn hgnchcﬂnhﬂ'n;bqnhn]unlrm 75 tuoi.

Trong nghién ciu dﬁl chimg gia dwrge then chﬁt cua tadalafil trong diéu tri PAH. t6ng cong c6 323 bénh
nhin duge dicu tr hﬁn; tadalafil voi liéu tir 2 25mg d:n 40 mg | lan/ngay va 82 bénh nhén duge diéu trj
bﬁnggmduqc Théi gian diéu tri 1a 16 tdn, Tin suit mnj:ﬂwmuet. ngimg thude do tée dung phuy la
thip [mdalanl 11%. gia duge 16%). Ba trim ndm muoi bay (357) bénh nhin da hoan thanh nghién ciru
then chdt bude vao mdt nghién ci mo mn!.r_ dai han. Li¢u nghién ciru 1a 20 mg va 40 mg 1 lin/ngay.

Bang t6m tat vé tic dung khnng mong muon
Céc tac dung khong mong muon liét ké trong bang dudi day duoe bido cio trong qua trinh nghien clru

lam sang doi chimg gia duge o bénh nhén mac PAH duge diéu tri hing tadalafil. Ciing bao gdm trong
bang la mgt soO tac dung Lhc-n;. mong muon di duge bio cio trong cac nghién ciru ldm mg va'hodc sau
khi dura ra thi tnnfny, voi tadalafil trong Lhn:u tri rOi logn cuong duong nam. hhﬂng bién ¢ nay da dugc
in dinh mdt tan suat "chura nﬁ lan sudt". vi tan sO & bénh nhan PAH khong thé udc tinh dugre tir dir ligu
¢ sin hodc duge an dinh tAn suat dya trén dir liéu nghién ciru lim sang tir nghién ciru doi chimg gia
duge then chit.

Qui ude vé tan suit: Rét thuom glip (= 1/10). muﬂnggap (= 17100 dén < 1/10), it gap (= 1/1000 dén <
1/100). hiém giip (> 1/10.000 den < 1/1.000) vé rit hiém gip (< 1/10.000) va chua rd tin sudt (khong thé
_ Imctfﬂhml:ar:di‘rllcumsﬂnl

Riit thwomg gip  Thwimg gip it giip Hlf'm gip i(:]'lll'l rd tin suit '
| |Roi loan hé thong mién dich B
Phén img qua man - | Phi mach
Roi logn hé than kinh
Pau diu Ngit, dau nira ddw®  |Co gidt®. mit tri nho
B thodng qua’
Roi loan mat
Nhin mé Bénh thén kinh thi gidc
do thi¢u mau cuc bo
vung trude khong do
|| nguyén nhan dong
| mach (NAION), tic
| rmch ving mac, khiém
: i khuyét thj gidc
Roi loan tai va mé dao
U 1ai Mt thinh lye dét ngét
Roi logn tim
Pénh trdng ngye %, ¥ |[Ngimg tim dot ngot’, ¥, Pau thit ngye khong
nhip tim nhanh 2° 6n dinh, logn nhip that,
nhdi méu co tim?
Roi loan mach mdu
Pé mt Ha huyét ap Tang huyét ap
Roi loan hé hdp, long ngwe vé trung that
Viém miii hong  |Chay mau cam
(bao gom nghet
mii, nghet xoang |
va viém mili) |
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Roi logn tiéu hoa i
'Budn nom, kho tiéu Non, trio nguoc da | '
(bao gom dau \day thye quan !
bung/kho chiu’) | ! .
Roi loan da va mié dedi da I
|Phat ban Mé dax Tﬁng tiét mo 'an chimg Stevens-
Ihc-; [dn mo hoi)* Juhrmun viém da trde
o | —— | N L vay
Rm logn co 'rmmg ma -"J't n Jl'r. ! vl xuomg o -
'Pau co. dau hmg. I
‘dau cac chi (bao |
- gom ca kho chju
‘ ichan tay) | il i Bl
'Rru loan thdn va tiét nigu |
‘ I | Tiéu ra mau i
|Rm logn hé Ihrmg sinh san va bai .'n:‘f stk ) _ - '
| Tﬁn;, chm mau tu Chung cu-:mg dumqg —{ Cuong duemg kéo dai u“‘
cung vat', Nuat huyét duong
| ' vit, xudt tinh ra miu |

\Rai logn toan thé va tinh trang tai cha dimg thude

| ' Phi mét. dau ngye’

Mo 1a cae tac dung khong mong mudn duoe lua chon

(1) Cde bien co khdng duge bao céo trong cdc nghién ciru ding ky xakhnngt]'teunctinh dwgre tir dir liéu
¢6 sin, Céc tac dung khong mong mudn di duge bao gbm trong bang la két qua cua viée sau khi dua ra
th; trwomg hodic dir liéu nghién ciru lam sang tir viée sir dung tadalafil trong diéu trj roi loan cuong

gt 4
mach tir trude.
va kho chiju & da day.
(4) Thug: ngit khong duni
nguyét bit thuomg/qua nhi

durgre then chét cua tadalafil.

phapwaglamdanrhendmmm ngay ca khi tiép tuc diéu tri
Qllillﬂll"i cich xr tri:

Qud liéu:

I"lHauhmna:.b¢nhrﬂ1&nlmngdnnh1}ngbléncﬁnavdﬁdmb&ncmdéumcﬁc}eu 16 nguy co tim
(3) Cdc thufit nglr MedDRA thyc té bao gdm khé chju ¢ bung, dau bung, dau bung dudi, dau bung trén

MedDRA trén lam sang bao gom céc bao cdo vé tinh trang chay mau kinh
utﬂtumngkmh,b&nghu}ﬁdakmhkéadmhoacxudthuyﬂamdm

{51Cﬂcphm1ungbatimdidu¢c I:mgnmuvungbangiakﬂqmcuav:wsaukh:duaraﬂmmmmhoat
dir liéu nghién ctru ldm sing sir dung tadalafil trong diéu tri ri loan cuong dwong, va ngodi ra. cdc uoe
lmhlansualch:duauen 1 hoéic 2 bénh nhén gap phai phan img bit lgi trong nghién ciru ddi chimg gia

(6) Nhirc déu la phan (mg bét loi thuﬁngdugcbﬁutmnlmt Nhirc ddu co thé xay ra khi bit déu liéu

Nhimg liéu don lén dén 500 mg da duge cho cdc dbi tugng khoe manh, va da liéu hing ngay Ién dén 100

mg da duge dung cho bénh nhin rdi loan cuong duong. Phan (mg bat loi twong tw nhir da thiy o lidu

thap hom.

X tri;

nhén tao déng g6p khong dang ké dé loai bo tadalafil,
Bic tinh dwge lye hoe:

Ma ATC: GO4BEOS

Trong trutmg hop qua liéu. cde bién phap hd trg thdng thuemg nén duge dp dung nhur yéu ciu. Chay thin

Nhém duge Iy: Hé sinh dyc tiét nigu - Thuoe ding trong rdi loan cuong duong,
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Dic tinh duye djng hoc:

Co che hoat dong
Tadalafil la chat (e ché chon loe. ¢o hoi phuc manh cua phosphodiesterase tuyp 5 (PDES), enzym
chl:wen bigt chju trich nhiém cho sy thodi hoa cua guanosin monophosphat vong (¢GMP).
Roi logn crremg dheemg
Khi kich thich tinh duc gy ra su phong thich mlm. oxid tai cho, sy e ché PDES do tic dong cua
tadalafil lam tang ndng d§ cGMP trong thé hang. Diéu nay dura 16 g:ﬁn co trom v ldm tang dong mau
vio trong md duong vit, tir d6 gay cuong duomg var Tadalafil khong 6 tic dung trong diéu tr rdi loan
cuong durmg trong truomg hop Khang ¢6 kich thich tinh duc.
Tang hn o dp dong mach phm
Tang huyét ap dong mach phdi ¢o lién quan dén viée phong thich nitric oxid bj suy yéu bai ndi mac
mach miu va do d6 lam giam nong dd ¢cGMP trong co tron mach mau phoi. PDES la phosphodiesterase
chjem uu thé trong mach méu phoi. Ue ché PDES bing tadalafil lam tang nong d6 ¢cGMP din dén gidn
té bao co tron mach mau phoi va gian mach coa mang mach mau phoi.
Tdc dung dirore v hoe
Cac nghlen ciru i vitro cho tha\ tadalafil (¢ ché chon loc Pl }I-S PDES la mét men duge tim lhm trong
cor trom thé hang, co tron mach miu va tang, co xuemg. tiéu cdu, than, phdi vi tiéu ndlo. Téc dong cua
I&Iaialli trén PDES manh hon trén cic phosphodiesterases khac. Tadalafil co tic dong trén PDES manh
gép > 10.000 lén hon PDE], PDE2 va PDEA, la nhimg men tim thdy trong tim. niio, mach méu, gan va
nhimg co quan khac. Tac dong cua tadalafil trén PDES manh gap > 10.000 ldn hon trén PDE3. 1a men
tim thdy trong tim v& mach mau. Tinh chon loc hon ddi véi PDES so véi PDE3 quan trong vi PDE3 la
mot men lién quan 1 sy co bop cor tim, Ngoai ra, tadalafil ¢6 tac ding trén PDES manh hom khodang 700
lén so vai PDES, 14 mét men tim lhﬂ'lr trén xﬁng mac va ¢6 vai trd tdi ngp hinh anh. Tadalafil ¢6 tic dong
manh hom trén PDES gap > 10.000 ldn so véi cic men tir PDE7 dén PDE0.
Bénh nhi
Mot nghién ciru duy nhét da durgre thare hlcn & bénh nhin nhi méc t:hlrng loan dudmg e Duchenne
(DMD) cho thdy khong ¢6 bang chimg vé hiéu qua. Nghién ciru ngdu nhién, mi déi, d6i chung gia
durgre, song song cua tadalafil duge thyce hign & 331 bé trai tr 7-14 tum vai DMD duge diéu tr i:mr'm]=
cnnu:ﬂstm'md dong thoi. Nghién ciru bao gom thin gian mi déi 48 tuin trong dé bénh nhin duoe chon
ngau nhién voi tadalafil 0.3 mg/kg. tadalafil 0.6 mg/kg hodc gia duge hang ngay. Tadalafil khong cho
thdy hiéu qua trong viée lam chim sy suy giam trong di lai khi duge do bang chinh diém cudi khoang
cich di bo trong 6 phit (6MWD): Binh phuong t6i thiéu (LS) ¢6 nghia la thay doi trong 6MWD sau 48
tuﬂn 14 -51.0 met trong nhom gia dugre, so van vii -64.7 mét trong nhom tadalafil 0.3 mgfkg (p =0,707)
va -59.1 mét trong nhom tadalafil 0.6 mg/kg (p = 0.338). Ngnfn ra, khéng co bﬁ.ng chimg ve hi¢u qua tir
hatkvpﬂmnuch thir cip ndo duge thyc hi¢n trong nghién ciru nay. Céc két qua an toan tong thé tir
nghién ciru nay nhin chung phi hop véi hé soran toan da bié cua tadalafil va voi céc tic dung phu (AE)
dugre dyr kién ¢ doi tugng DMD ¢ tré em dang ding corticosteroid.

Hep thu .
Tadalafil duge hép thu nhanh chéng sau khi udng va dat ndng d6 trong huyét twong t5i da (Cmax) trung
binh quan st du'i;m trong thivi gian trung binh 2 gior sau khi udng. Sinh kha dung tuyét dbi cla tadalafil
theo sau liéu udng chua duge thiét lap.
Ty 1§ va mire d¢ hap thu cua tadalafil khong anh huong bai thirc an, do do no ¢o thé udng khi chua in
hodc da an. Thi dle-msudungthu&{humﬁngsovm budi t6i saukhdmghéudun 10 mg) khong anh
huomg déng ké trén lam sang d6i vai tv 1& va mire dd hép thu thude.
Phén bé
Thé tich phén bo trung binh ctia thudc khoang 77 lit & trang thai dn dinh, chimg 10 tadalafil dwgc phan
bd dén cac mé. O ndng do diéu tri, 94% tadalafil trong huyét tuomg duoc gin két véi protein. Su gan két
véi protein khong bj anh huomg boi suy giam chire ning ll'l.an.
Dudi 0,0005% liéu thude sir dung xuét hién trong tinh dich cua nhimg ngudi khoé manh.

Chuyén héa

Tadalafil duge chuyén hoa chii yéu boi chit dong dang cytochrome P450 (CYP) 3A4. Chat chuyén hoa
luu thong chu yéu 1a methylcatechol glucuronid. Chat chuyén hoa nay c6 tac déng kém hom it nhat

13.000 ldn so véi tadalafil vé tic dong trén PDES. Vi viiy khong thiy c6 céc tic dong trén lim sing & |
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cac nong dd quan st duge cua cac chat chuyén hoa.

Thai tric , |

D6 thanh thai trung binh khi udng cua tadalafil 1a 3.4 lit/gio o trang thai on dinh va thin gian ban huy

trung binh la 16 gior trén nhl'l'ng ngudi khoe manh.

Tadalafil duge bai tiét chu véu dudi dang nhimg chit chuyén hoa khong téc dung. chu yéu trong phin

(khoang 61% liéu ding) va voi muc do it hom trong nuoe tiéu (khoang 36% liéu).

Tuvén tinh/Khéng - Tuvén tinh

Duge dong hoc cua tadalatil trén nhimg nguin khoe manh la duong bicu dién lién quan cia thin gian va

lieu lugmg. Liéu vugt qua trong khoang tir 2.5 dén 20 mg. mire tiép xic tadalafil (AUC) tang tuomg img

theo liéu trén nhimg ngudi khoe manh. Tir 20 mg dén 40 mg. mire ting uep xuc it hon tv 1§ duoe quan

sit. Trong thoi gian dung tadalafil 20 mg va 40 mg | lanngay. nun; dé trong huyeét tuong o trang thai 6n

dinh dat duoce trong vong 5 ngay va muc tiép xuc la khoang 1.5 ldn sau mot liéu duy nhat.

D61 tuomg duoe dong hoe

Duge dong hoe duge xac dinh voi sy tiép cin o nhimg bénh nhin voi roi loan cuong duong tuong

nhur duge dong hoe ¢ nhimg » i tugmg Khong b roi logn cuong duong.

() nhimg bénh nhén bj tang huyét dp phoi Khong diéu trj v bosentan dong thii, trung binh tadalafil tiép

xue ¢ trang thai on dinh 1hen sau liéu 40 mg cao hon 26% so vai nhimg ngudi tinh nguyén khoe

manh. Khong ¢o si khac bigt vé lam sang trong Cmax so véi nhimg ngufn tinh nguyén khoe manh. Két

qua cho thay do thanh thai tadalafil & nhimg bénh nhan bj ting huyét ap phoi thip hon so vai nhimg

ngudi tinh nguyén khoe manh.

D6i twomg diic biét

Ngweeri cao tudi

' Nhimg ngudi cao tdi khoé manh (65 tudi tror 1én) co dd thanh thai tadalafil thip hon. két qua 1a c6 mire
tiép xtic cao hom 25% (AUC) so véi nhimg nguoi khoe manh tudi tir 19 dén 45. Anh hudng cua tudi tac
la khong déng ké vé mat lam sang va khong can diéu chinh licu.

Swy than

Trong cac nghién ciru duge 1y lam sang sir dyung don liéu tadalafil (5 mg dén 20 mg). mirc tiép xic

tadalafil (AUC) 1ing gin gap doi & ngudi suy thin nhe (d thanh thai creatinin 51-80 ml/ phut] hodc suy

thin vira (46 thanh thai creatinin 31-50 ml/phit) va & nhimg bénh nhin bénh thin giai doan cudi Ipc

mau. () nhimg benhnhanl.ha\ than nhén tao. Cmax cao hon 41% so vai ngudi khoe manh,

Do sir tng mic uep xuc tadalafil (AUC), kinh nghi¢m ldm siang han ché va khong c6 kha nang loai bo

tde dong bai thim phin. tadalafil khdng duge khuyén cdo & bénh nhén suy than ning.

Suy gan

Mire ticp xuc tadalafil (AUC) o ngudn suy gan nhe hay vira (Nhom A va B cua Child- PUgh‘.l duge so

sinh véi mife tiép xiic ¢ nguoi khoe manh khi duge ding liéu 10 mg. Dix li¢u ldm sang vé tinh an toan

cia tadalafil con han ché & bénh nhan suy gan ning (Nhém C cua Child-Pugh). Néu tadalafil duge ké

dom. béc si ké dom nén cdn thin danh gia loi ich/nguy co cla timg ngudi. Chtmt.ﬁdﬂ'h:ucﬁsinve vige

ding liéu tadalafil cao hon 10 mg cho bénh nhan suy gan. Chua co dir liéu c6 sin vé vige ding liéu

tadalafi] 1 lan/ngay cho bénh nhiin suy gan. Néu tadalafil dugc ké 1 lan/ngay, bac si ké don nén cén than
l danh gid lg1 ich/nguy co cla timg ngudi.

Bénh nhian bi xo gan nang (nhom C Child-Pugh) chua duge nghién ciu va do do khong nén ding

tadalafil & nhimg bénh nhéin nay.

Bénh nhan dai thédo dimg

Phoi nhiém tadalafil {AUC]ubq:nhnhantmmwdmmgﬂmphankhmng 19% so voi gid trj AUC cho

cac doi tuong khoe manh sau khi dung liéu 10 mg. Sy khac bigt trong sy tiép xic ndy khong cin diéu

chinh liéu.

Chung téc

Céac nghién ciru duge dongbocdﬂbmgmncdcd& umngvhbé:ﬁnh&nmeﬁcnhﬁmdinléckhﬁc nhau,

va khong c6 sy khic biét trong phoi nhiém dién hinh vai tadalafil 3 duge xac dinh. Khong can diéu

chinh liéu.

Gidi tinh

O nhimg doi twong nam va nir khée manh sau khi ding tadalafil don va da liéu, khong thiy sy khac biét
' lién quan dén ldm séng nao trong phai nhiém. Khang cin diéu chinh liéu.
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" Quy ciich déng goi:
Ep vi nhém - PVC, vi 1 vién, 4 vién, 7 vién, 10 vién. Hop 1 vi.
Diéu ki¢n bao quan, han ding, tiéu chuén chit lugng cia thube:
Diéu ki¢n bao quan: D¢ & nhiét d6 dudi 30°C, tranh 4m va anh sing,
Han diing ciia thude: 24 thang ké tir ngay sin Xudt,
Tiéu chuin chit lhegng: TCCS.
Tén, dia chi cua co so san xuit thube:
e Cimg 1y CP Darge philim Agimespharm

27 Nguyin This Hoc, P M$ Binh, TP Long Xuvén, An Giang. Vidt Nam
Corsor waim waskt. Chl nhdnh Céng ty CP Duge phim Agimeupharm - Nhi miy sin vait Duwe pham Agimevpharm
ABMEXPHARM g Vi Trong Plng. Khom Thanh An, P M$ Thi, TP. Long Xuyén, An Giang, Viét Nam
WHO-GMP Tel: 0296 3RST300  Fax: 0296 3X§7301

An Giang, ngay ﬂgrﬁdngﬂa niim 2022
TL Tnng giam dic
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Tadalafil Sandoz 10 mg Film-coated Tablets

Summary of Product Characteristics Updated 04-Jun-2018 | Sandoz Limited

1. Name of the medicinal product
Tadalafil Sandoz 10 mg Film-coated Tablels

2. Qualitative and quantitative composition
Each film-coated tablel contains 10 myg ladalafil

Excipient(s) with known effect
Each tablet contains 177 mg lactose monchydrate.

For the full list of excipients, see section 5,1
3. Pharmaceutical form
Film-coated tablat.

Ochre to yellow, oval shaped film coated tablel of approximately 11 x ¥ mm. On one side debossed with *10”. The ofher
side of the tablet is plain,

4, Clinical particulars
.4.1 Therapeutic indications
Treatment of erectile dysfunction in adult males. In order for tadalafil to be effective, sexual stimulation is required.
4.2 Posology and method of administration
Posology
Erectile dysfunclion in adult men
In general, the recommended dose i1s 10 mg taken prior to anticipated sexual activity and with or without food. In those

patienls in whom ladalafil 10 mg does not produce an adequate effect, 20 mg might be tried :

It may be taken al least 30 minules prior to sexual activity *

The maximum dose frequency is once per day "":‘,
-

Tadalafil 10 mg and 20 mg is intended for use prior to anticipated sexual activity and it is nol recommended for
continuous daily use.

In patients who anticipate a frequent use of tadalafil (i.e., at least twice weekly) a once daily regimen with the lowest
doses of tadalafil might be considered suitable, based on patient choice and the physician's judgement.

In these patients the recommended dose is 5 mg taken once a day at approximately the same lime of day. The dose
. may be decreased o 2.5 mg once a day based on individual tolerability.

The appropriateness of continued use of the daily regimen should be reassessed peradically.
Benign prostatic hyperplasia in adult men

The recommended dose is 5 mg, taken at approximately the same time every day with or without food. For adult men
being treated for both benign prostatic hyperplasia and erectile dyslunction the recommended dose is also 5 mg taken at
appraximately the same time every day. Palients who are unable to tolerale tadalafil 5 mg for the treatment of benign
prostatic hyperplasia should consider an allernative therapy as the efficacy of tadalafil 2.5 mg for the treatment of benign
prostatic hyperplasia has not been demonstrated

Pulmonary arlerial hyperfension

Treatment should only be iniliated and monitored by a physician experienced in the treatment of PAH. The
recommended dose 15 40 mg (2 x 20 my) taken once daily with or without food

Special populations

Elderly

Dose adjustments are not required in elderly patients,
Renal impairment

* Adult men with erectile dysfunction or benign prostatic hyperplasia: Dose adjustments are not required in pafients with
mild to moderate renal impairmenl. For patients with severe reanal impairment 10 mg is the maximum recommended
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dose for on-demand treatment. Once-a-day dosing of 2.5 or 5 mg tadalafil both for the treatment of erectile dysfunction
or benign prostatic hyperplasia is not recommended in patients with severe renal impairment (see sections 4. 4 and 5.2)

» Pulmonary arterial hypertension: In patients with mild to moderate renal impairment a starting dose of 20 mg once per
day is recommended. The dose may be increased to 40 mg once per day, based on individual efficacy and tolerability. In
patients with severe renal impairment the use of tadalafil s nat recommended. (see sections 4.4 and 5.2),

Hepatiic impairment

= Adult men with erectile dysfunction or benign prostatic hyperplasia: For the treatmenl of ereclile dysfunction using on-
demand tadalafil the recommended dose of ladalafil is 10 mg taken prior fo anticipated sexual activity and with or without
food. There is limited clinical dala on the safety of tadalafil in patienls with severe hepatic impairment (Child-Pugh Class
C}); if prescribed, a caraful individual benefitinsk evaluation should be undertaken by the prescribing physician. There are
no available data about the administration of doses higher than 10 mg of tadalafil to patients with hepatic impairment
Once-a-day dosing of tadalalil both for ihe treatment of ereclile dysfunclion and banign proslalic hyperplasia has nol
been evaluated in patients with hepatic impairment; therefore, if prescrnibed, a careful individual benefit/risk evaluation
should be undertaken by the prescrbing physician. (see sactions 4.4 and 5.2)

* Pulmonary artenal hyperension. Due 1o limited clinical expenence in patienls with mild to moderale hepatic cirrhoss
(Child-Pugh Class A and B), following single doses of 10 mg, a starting dose of 20 mg once per day may be considered.
If tadaiafil is prescribed, a careful individual benefit/risk evaluation should be undertaken by the prescribing physician
Patients with severe hepatic cirrhosis (Child-Pugh Class C) have not been studied and therefore dosing of ladalafil is not
recommended, (see sections 4.4 and 5.2).

Drabetles q

Adult men with erectile dysfunction or benign prostatic hyperplasia: Dose adjustments are not required in diabetic
palients.

Paedratric population
There is no relevant use of tadalafil in the paediatric population with regard lo the treatment of erectile dysfunction

The safely and efficacy of tadalafil in individuals below 18 years of age has nol yet been established. Currenlly available
dala are described in section 5.1.

Method of administration
Oral use.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients lisled in section 6.1.

In elinical studies, tadalafil was shown to augment the hypotensive effects of nitrates. This is thought to result from the
combined effects of nitrates and tadalafil on the nitric oxide/cGMP pathway. Therefore, administration of tadalafil lo
patients who are using any form of organic nitrate is contraindicated (see section 4.5).

Tadalafil, must not be used in men with cardiac disease for whom sexual activity is inadvisable. Physicians should
consider the potential cardiac risk of sexual activity in patients with pre-existing cardiovascular disease.

The following groups of patients with cardiovascular disease were not included in clinical studies and the use of tadalafil
is therefore contraindicaled:

« patients with myocardial infarcion within the last 80 days,

= patients with unstable angina or angina occurring during sexual inlercourse,

« patients with New York Heart Association Class 2 or greater heart failure in the last 6 months,

* patiants with uncontrolled arrhythmias, hypotension (< 90/50 mm Hg}, or uncontrolled hypertension,
* palients with a stroke within the last & months.

Tadalafil is contraindicated in patients who have loss of vision in one eye because of non-arteritic anterior ischaemic
optic neurcpathy (NAION), regardless of whather this episode was in connection or not with previous PDES inhibitor
exposure (see section 4.4),

The co-administration of PDES inhibilors, including tadalafil, with guanyiate cyclase stimulalors, such as riociguat, is
contraindicated as it may potentially lead to symplomalic hypotension (see section 4 .5).

4.4 Special warnings and precautions for use
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A medical history and physical examination should be underiaken to diagnose erectile dysfunction or bemign prostatic
hyperplasia and determine polential underlying causes, before pharmacological treatment is considered.

Prior to initiating any treatment for erectile dysfunction, physicians should consider the cardiovascular status of their
patients, since there is a degree of cardiac risk associated with sexual activity. Tadalafil has vasodilator properties,
resulting in mild and transien| decreases in biood pressure (see section 5.1) and as such polentiales the hypotensive
effect of nitrales (see section 4.3).

The evaluation of erectile dysfunction should include a determination of potential underlying causes and the identification
ol appropriate treatment following an appropriate medical assessment. Il is not known if tadalafil is effective in patients
who have undergone pelvic surgery or radical non-nerve- sparing prostatectomy.

Prior 1o initiating treatmen! with tadalafil for benign prostatic hyparplasia patients should be examined to rule out the
presence of carcinoma of the prostate and carefully assessed for cardiovascular conditions (see section 4.3).

Cardiovascular

Serious cardiovascular events, including myocardial infarction, sudden cardiac death, unstable angina pectoris,
ventricular arrhythmia, stroke, transient ischemic attacks, chest pain, palpitations and tachycardia, have been raporied
either post marketing and/or in clinical studies using tadalafil for the treatment of erectile dysfunction or benign prostatic
hyperplasia. Most of the patients in whom these evenis have been reported had pre-exisling cardiovascular risk factors.

However, it Is not possible to definitively delermine whether these events are related directly lo these risk faclors, to
tadalalil, 1o sexual activity, or to a combination of these or other factors.

The following groups of patients with cardiovascular disease were not included in PAH clinical studies:

= Patients with clinically significant aortic and mitral valve disease

= Patients with pencardial constriction

* Patients with restriclive or congeslive cardiomyopathy

* Patients with significant left ventricular dysfunction

* Patients with lfe-threatening arrhylhmias

= Patients with symptomatic coronary artery disease

* Palients with uncontrolled hypertension.

Since there are no clinical data on the safety of tadalafil in these patients, the use of tadalafil is not recommended.

Pulmonary vasodilators may significantly worsen the cardiovascular status of patients with pulmonary venc-occlusive
disease (PVOD]. Since there are no clinical data on administration of tadalafil lo patients with veno-occlusive disease,
administration of tadalafil o such patients is not recommended. Should signs of pulmonary oedema occur when tadalafil
is administered, the possibility of associated PVOD should be considered.

Tadalafil has systemic vasodilatory properties that may result in transient decreases in blood pressure. Physicians
should carefully consider whether their patienis with cerain underlying conditions, such as severe left ventricular outflow
obstruction, fluid depletion, autonomic hypotension or patients with resling hypolension, could be adversely affected by
such vasodilatory effects.

In patients recewving concomitant antihypertensive medicinal products, tadalafil may induce a blood pressure decrease.
When initiating daily treatment with tadalafil, appropriate clinical considerations should be given lo a possible dose
adjustment of the antihypertensive therapy.

In patients who are taking alphal blockers concomitant administration of tadalafil may lead to symptomatic hypotension
in some palients (see seclion 4 5). Therelore, the combination of tadalafil and doxazosin is nol recommended.

Visi
Visual defects and cases of NAION have been reported in connection with the intake of 1adalafil and other PDES
inhibitors. Analyses of observational datla suggest an increased risk of acute NAION in men with erectile dysfunction
following exposure to tadalafil or other PDES inhibitors. As this may be relevant for all patients exposed lo tadalafil, the
patient should be advised that in case of sudden visual defecl, he should stop taking tadalafil and consull a physician
immediately (see section 4.3). Patients with known hereditary degenerative retinal disorders, including relinitis
pigmentosa, were not included in the climeal studies for pulmonary arienal hypertension, and use in thesa patients is nol
recommended.

Degreased or sudden hearing loss

Cases of sudden hearing loss have been reported after use of tadalafil. Although other risk faciors were prasenl in some
cases (such as age, diabeles, hypertension, previous hearing loss history and associated connective tissue diseases),
patients should be advised to seek prompt medical attention in the event of sudden decrease or loss of hearing.
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ne b i ir
Due (o increased tadalafil exposure (AUC), limited clinical experience and the lack of ability lo influence clearance by
dialysis, once-a-day dosing of tadalafil is not recommended in palients with severe renal impairment,

There is limited clinical dala on the safely of single-dose administration of tadalafil in patients with severe hepatic
insufficiency (Child-Pugh Class C). If tadalafil is prescribed for on demand use, a careful individual benefit/risk evaluation
should be underlaken by the prescribing physician. Once-a-day administration has not been studied in patients with
severe hepaltic cirrhosis (Child-Pugh Class C) and, therefore, daily dosing of tadalafil is not recommended.

Pnapism and anatomical deformation of the penis

Priapism has been reported in men freated with PDES inhubitors. Patienls who experience erechions lasting 4 hours or
more should be instructed to seek immediate medical assistance, If priapism s not treated immediately, penile tissue
damage and permaneni loss of potency may result,

Tadalafil, should be used with caution in patients with anatomical deformation of the penis (such as angulation,
cavernosal fibrosis or Peyronie’s disease), or in patients who have conditions which may predispose them to priapism
{such as sickle cell anaemia, multiple myeloma or leukaemia).

h CYP3A oy
For patents chronically taking potent inducers of CYP3A4, such as nfampicin, the use of tadalafil is nol recommended
{see seclion 4.5)

For patients taking concomitant potent inhibitors of CYP3A4, such as ketoconazole or ritonavir, the use of tadalafil is not
recommeanded (ses secton 4.5) l’

Trealmenis lor ereclile dysfunclion

The safety and efficacy of combinations of tadalafil and other PDES inhibitors or other treatments for erectile dysfunction
have not been studied. Patients should be informed not o take ladalafil with these medicinal products.
Prostacyclin and iis analogues

The efficacy and safety of tadalafil co-administered with prostacyclin or its analogues has not been studied in controfled
chrical studies. Therafore, caution 15 recommended in case of co-administration.

Bosentan

The efficacy of tadalafil in patients already on bosentan therapy has not been conclusively demonstrated (see sections
45and 51}

Laclose

Tadalafil contains laciose. Patients with rare hereditary problems of galaclose intolerance, |ofal laclase deficiency or
glucose-galaciose malabsorplion should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Interaction studies were conducted with 10 mg and/or 20 mg tadalafil, as indicated below. With regard to those q
interaction studies where cnly the 10 mg tadalafil dose was used, clinically relevant interactions at higher doses cannol
be completely ruled out.

Azole Antifungals (e.g. kefoconazoie)

Tadalafil is principally metabolised by CYP3A4. A selective inhibitor of CYP3A4, keloconazole (200 mg daily) increased
tadalafil (10 mg) single dose exposure (AUC) 2-fold and Cpr5, by 15 %, relative to the AUC and C g, values for tadalafil
alone. Ketoconazole (400 mg daily) increased tadalafil (20 mg) single dose exposure (AUC) 4-fold and C 5, by 22 %.

Protease imhibitors (e.g. ntonavir)

Ritonavir, a protease inhibilor (200 mg twice daily), which is an inhibitor of CYP3A4, CYP2C9, CYP2C19, and CYP2D6,
increased ladalafil (20 mg) single dose exposure (AUC) 2-fold with no change in Cp,g,. Ritonavir (500 mg or 600 mg
twice daily) increased tadalafil (20 mg) single-dose exposure (AUC) by 32 % and decreased C gy by 30 %.

Although specific interactions have nol bean studied, olher protease inhibitors, such as saquinavir, and other CYP3A4
inhibilors, such as erythromycin, clarithromycin, itraconazole and grapefruil juice should be co-administered with caution
as they would be expecled lo increase plasma concentrations of tadalafil (see section 4.4). Consequently the incidence
of the adverse reactions listed in section 4.8 mighl be increased.
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Transporters

The role of transporters (for example p-glycoprotein) in the disposition of ladalafil is not known Therefore there is the
potential of drug interactions mediated by inhibition of transporters

Cytochrome P450 inducers
Anfimicrobial medicinal products {e.g. rifampicin)

A CYP3A4 inducer, rifampicin (600 mg daily), reduced tadalafil AUC by 88 % and Cax by 46 %, relative to the AUC and
Cnax values for tadalafil alone (10 mg). This reduced exposure can be anticipated to decrease the efficacy of tadalafil.
the magnitude of decreased efficacy is unknown.

Other inducers of CYP3A4 such as phenobarbital, phenyloin and carbamazepine, may also decrease plasma
concentrations of tadalafil

Endothelin-1 receplor antagomsts (e.g bosentan)

Bosentan (125 mg twice daily), a subslirale of CYP2C9 and CYP3A4 and a moderale inducer of CYP3A4, CYP20Y and
possibly CYP2C19, reduced tadalafil (40 mg once per day) systemic exposure by 42 % and C.y by 27 % following
multiple dose co-administration The efficacy of tadalafil in patients already on bosentan therapy has not been
conclusively demonstraled (see sections 4.4 and 5.1). Tadalafil did not affect the exposure (AUC and Ciya,) of bosentan

or its metabolites. The safety and efficacy of combinations of tadalafil and other endothalin-1 receptor anlagonisis have
nol been studied.

I icinal
Nitrates
In clinical studies, tadalafil (5, 10 and 20 mg) was shown to augment the hypotensive effects of nitrates. Therefore,
administration of tadalafil to patients who are using any form of organic nitrate is contraindicated (see sechion 4.3).
Based on the results of a clinical study in which 150 subjects receiving daily doses of tadalafil 20 mg for 7 days and 0 4
mg sublingual nitroglycerin at various times, this interaction lasted for more than 24 hours and was no longer detectable
when 48 hours had elapsed after the last ladalafil dose. Thus, in a patient prescribed any dose of tadalafil (2.5 mg-20
mg), where nitrate administration is deemed medically necessary in a life-threatening situation, at least 48 hours should

have elapsed after the last dose of tadalafil bafore nitrate administration is considered. In such circumstances, nitrates
should only be administered under close medical supervision with appropriate haemodynamic monitoring.

Anti-hypertensives (including calcium channel blockers)

The co-administration of doxazosin (4 and 8 mg daily) and tadalafil (5 mg daily dose and 20 mg as a single dose)
increases the blood pressure-lowering effect of this alpha-blocker in a significant manner. This effect lasts al least twelve
hours and may be symptomatic, including syncope. Therefore this combination is not recommended (see section 4.4).

In interaction studies performed in a limited number of healthy volunteers, these effects were not reported with alfuzosin
or lamsulosin. However, caution should be exercised when using tadalafil in patients treated with any alpha-blockers,
and notably in the elderly. Treatments should be initiated at minimal dose and progressively adjusted.

In clinical pharmacology studies, the potential for tadalafil (10 and 20 mg) to augment the hypotensive effects of
antihypertensive medicinal products was examined. Major classes of antihyperiensive medicinal products were studied
(either as monotherapy or as part of combination therapy), including calcium channel blockers (amlodipine), angiolensin
converting enzyme (ACE) inhibitars (enalapril), beta-adrenargic receptor blockers (metoprolol), thiazide diuretics
(bendrofiuazide), and angiotensin |l receptor blockers (various types and doses, alane or in combination with thiazides,
calcium channel blockers, beta-blockers, and/or alpha-blockers). Tadalafil (10 mg except for studies with angiclensin Il
recepior blockers and amlodiping in which a 20 mg dose was applied) had no clinically significant interaction with any of
these classes. In another clinical pharmacology study tadalafil (20 mg) was sludied in combination with up lo 4 classes
of antihypertensives. In subjects taking multiple antihypertensives, the ambulatory-blood-pressure changes appeared lo
relate to the degree of blood-pressure control. In this regard, study subjects whose biood pressure was well controlled,
the reduction was minimal and similar to that seen in healthy subjects. In study subjects whose blood pressure was not
controlled, the reduction was greater although this reduction was nol associated with hypotensive symptoms in the
majority of subjects. In patients receiving concomitant antihypertensive medicinal products, tadalafil 20 mg may induce a
blood pressure decrease. which (with the exception of alpha blockers (e.g. doxazosin) -see above-) is, in general, minor
and nol likely lo be clinically refevant. Analysis of phase 3 clinical study data showed no difference in adverse evenls in
patients taking tadalafil with or without antihyperiensive medicinal producls. However, appropriate clinical advice should
be given to patients regarding a possible decrease in blood pressure when they are trealed wilh antihyperiensive
medicinal producis.

Riociguat

Preclinical studies showed an additive systemic blood pressure lowering effect when PDES inhibitors were combined
with riociguat. In clinical studies, riocigual has been shown lo augmenl the hypotensive effects of PDES inhibilors. There
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was no evidence of favourable clinical effect of the combination in the population studied. Concomitant use of nociguat
with PDES inhibitars, including tadalafil, is contraindicated (see section 4.3),

5- alpha reductase inhitwtors

In & clinical study that compared tadalafil 5 mg coadministered with finasteride 5 mg to placebo plus finasteride 5 mg in
the relief of BPH symptoms, no new adverse reactions were identified. However, as a formal drug-drug interaction study
evaluating the effects of ladalafil and 5-alpha reductase inhibitors (5-ARIs) has nol been performed, caution should be
exercisad when ladalafil is co- administered with 5-ARIs

CYP1AZ2 subsirates (e.g. theophylline)

When tadatalil 10 mg was administered with theophylline (a non-seleclive phosphodesterase inhibilor) in a clinical
pharmacology study, there was no pharmacokinetic interaction. The only pharmacodynamic effecl was a small (3.5 bpm)
increase in heart rale. Although this effect is minor and was of no clinical significance in this study, it should be
considered when co-administering these medicinal products

Ethinyiestradiol and terbuialine

Tadalafil has been demonsirated lo produce an increase in the oral bicavailability of ethinylestradiol Al steady-slate,
tadalafil (40 mg once per day) increased ethinylestradiol exposure (AUC) by 26 % and Cpay by 70 % relative to cral
contraceplive administered with placebo. There was no stalistically significani effect of ladalafil on levonorgesirel which
suggests the effect of ethinylestradiol is due to inhibition of gul sulphation by tadalafil. The clinical relevance of this
finding is uncertain.

A similar increase in AUC and C,,, Seen with ethinylestradiol may be expected with oral administration of terbutaline, q
probably due lo inhibition of gut sulphation by tadalafil. The clinical relevance of this finding is uncertain.

Alcahal

Alcohol concentrations (mean maximum blood concentration 0.08 %) were not affected by co-administration with tadalafil
{10 myg or 20 ma). In addition, no changes in tadalafil concentrations were seen 3 hours after co-administration with
alcohol. Alcohol was administerad in a manner to maximise the rate of alcohol absorption (ovemight fast with no food
until 2 hours afler alcohol). Tadalafil (20 mg) did not augment the mean blood pressure decrease produced by alcohol
(0.7 g/kg or approximately 180 mi of 40 % alcohol [vodka] in an 80 kg male) bul, in some subjects, postural dizziness
and orthostatic hypotension were observed. When tadalalil was administered with lower doses of alcohol (0.6 g/kg),
hypotension was not observed and dizziness occurred with similar freguency to alcohol alone. The effect of aicohol on
cognitive function was not augmented by tadalafil {10 mg).

Cytochrome P450 metabolised medicinal products

Tadalafil is not expected to cause clinically significant inhibition or induction of the clearance of medicinal products
metabolised by CYP450 isoforms. Studies have confirmed that tadalafil does not inhibit or induce CYP450 isoforms,
including CYP3A4, CYP1A2, CYP2D86, CYP2E1, CYP2C9 and CYP2C185.

CYP2C39 substrates (e.g. R-warfarin)

Tadalafil (10 mg and 20 mg) had no clinically significant effect on exposure (AUC) to S-warfarin or R-warfann (CYP2C9
subslrate), nor did ladalafil affect changes in prothrombin lime induced by warfarin. ,..,

Acetlyl salicylic acid (aspirin)

Tadalafii (10 mg and 20 mg) did not potentiate the increase in bleeding lime caused by acetylsalicylic acid.
P-giycaoprotein substrales (e.g. digoxin)

Tadalafil (40 mg once per day) had no clinically significant effect on the pharmacokinetics of digoxin.
Antidiabetic medicinal products

Specific inleraction studies with anlidiabetic medicinal products were not conducted.

4.6 Fertility, pregnancy and lactation

Eregnancy

There are limited data from the use of tadalafil in pregnanl women. Animal studies do nol indicate direct or indirecl
harmful effects with respect lo pregnancy, embryonalfoetal developmenl, parlurition or postnatal development (see
seclion 5.3). As a precautionary measure, it is preferable to avoid the use of tadalafil during pregnancy.
Breastfeeding

Avallable pharmacodynamic/toxicological data in animals have shown excretion of tadalafil in milk. A risk to the breastfed
child cannot be excluded. Tadalafil should not be used during breast feeding.
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Fertility
Effecls were seen in dogs that migh! indicate impairment of fertility, Two subsequent clinical studies suggest that this

effect is unlikely in humans. although a decrease in sperm concentration was seen in some men (see sections 5.1 and
53)

4.7 Effects on ability to drive and use machines

Tadalafil has negligible influence on the ability to drive and use machines. Although the fraquency of reports of dizziness
in placebo and tadalafil arms in clinical studies was similar, patients should be aware of how they react to tadalafil
before drnving or using machines.

4.8 Undesirable effects

Tadalafil for erectile dysfunction or benign prostatic hyperplasia
Summary_of the safety profile

The most commonly reported adverse reaclions in palients taking tadalafil for the treatment of erectile dysfunction or
benign prostatic hyperplasia were headache, dyspepsia, back pain and myalgia, in which the incidences increase with
increasing dose of tadalafil. The adverse reactions reported were transienl, and generally mild or moderate, The majority

of headaches reported with tadalafil once-a- day dosing are experienced within the first 10 to 30 days of slarting
trealment

0 Tabulated summary of adverse reactions

The table below lists the adverse reactions cbserved from sponlaneous reporting and in placebo- controlled clinical
studies (comprising a total of 8022 patients on tadalafil and 4422 patients on placebo) for on-demand and once-a-day
treatment of erectile dysfunction and Ihe once-a-day treatment of benign prostatic hyperplasia.

Frequency convention: very common (21/10), commaon (21/100 to <1/10), uncommon (21/1,000 to <1/100), rare
(21/10,000 to <1/1,000), very rare (<1/10,000) and not known (cannot be estimated from the available data)

——
1
Very commen Common Uncommon Rare -
_ N
Immune system disorders c
b |
Hypersensitivily reactions | Angioedema? 1:'::
Nervous system disorders 7
—=
Headache Dizziness Stroke (including
haemorrhagic events),
Syncope, Transient
‘ ischaemic attacks’,

Migraine?, Seizures?,
Transienl amnesia

Eye disorders

Blurred vision, Sensations | Visual field defect, Swelling
described as eye pain of eyelids, Conjunctival
hyperaemia, Non- arteritic
anterior ischemic optic
nauropathy (NAION)Z,
Retinal vascular occlusion?

Ear and labyrinth disorders

Tinnitus Sudden hearing loss

Cardiac disorders’

Tachycardia, Palpitations | Myocardial infarction,
Unstable angina pectoris?,
Ventricular arrhythmia®
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Vascular disorders

Flushing Hypotension®, Hyperlension
Respiratory, thoracic and mediastinal disorders

MNasal congestion Dyspnoea, Epistaxis
Gastrointestinal disoroers

Dyspepsia Abdominal pain, Vemiting,

Nausea, Gasiro-
oesophageal reflux

Skin and subcutaneous lissue disorders

Rash Urticaria, Stevens-Johnson
syndrome?, Exfoliative
dermatitis?, Hyperhydrosis

(swealing)
Musculoskeletal and connective tissue disorders q
Back pain, Myalgia, Pain in
extremity
Renal and urinary disorders
Haematuria
Reproductive system and breast disorders
Prolonged erections Priapism, Penile
hasmorrhage,
Haematosparmia
General disorders and administration site congitions
Chest pain', Peripheral Facial oedema?, Sudden
oedema, Faligue cardiac death’ <
{1) Most of the patients had pre-existing cardiovascular nsk faclors (see sechon 4.4) q

{2) Postmarketing surveillance reported adverse reactions not observed in placebo-controlled clinical sludies.
{3) More commeonly reported when tadalafil is given to patients who are already taking antihypertensive medicinal

A slightly higher incidence of ECG abnormalities, pnmarily sinus bradycardia, has been reported in palients treated wilh
tadalafil once a day as compared with placebo. Most of these ECG abnormalities were not associated with adverse
reactions,

ol ial la

Data in patients over 65 years of age receiving tadalafil in clinical studies, either for the treatment of erectile dysfunction
or the treatment of benign prostatic hyperplasia, are limited. In clinical studies with tadalafil taken on demand for the
treatment of erectile dysfunction, diarrhoea was reporied more frequently in patients over 65 years of age. In clinical
sludies with tadalafil 5 mg taken once a day for the treatment of benign prostatic hyperplasia, dizziness and diarrhoea
were reporfed more frequently in patients over 75 years of age.

Tadalafil for pulmonary arterial hypertension
Summary of the safety profile

The most commonly reported adverse reactions, occurring in = 10 % of patients in the tadalafil 40 mg treatment arm,
were headache, nausea, back pain, dyspepsia, flushing, myalgia, nasopharingitis and pain in extremity. The adverse
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reactions reported were transient, and generally mild or moderate. Adverse reaction data are limited in patients over 75

years of age.

In the pivolal placebo-controlled study of tadalafil for the treatment of PAH, a lolal of 323 patients were treated with
tadalafil at doses ranging from 2.5 mg lo 40 mg once daily and B2 patients were treated with placebo. The duration of
treatment was 16 weeks. The overall frequency of discontinuation due lo adverse evants was low (tadalafil 11 %,

placebo 16 %). Three hundred and fifty seven (357) patients who compleled the pivotal study entered a long-lerm
extension study. Dosas studied were 20 mg and 40 mg once daily.

Tabulated summary of adverse reactions

The table below lists the adverse reactions reported during the placebo-controlled clinical study in patants with PAH

treated with tadalafil. Also included in the table are some adverse reactions which have been reported in clinical sludies

and/or post marketing with ladalafil in the trealment of male erectile dysfunction. These events have either been
assigned a frequency of "Not known " as the frequency in PAH palients cannot be estimated from the available data or
assigned a lrequency based on the clinical study dala from the pivotal placebo-controlled study of tadalafil.

Frequency convantion: very comman (21/10), commaon (21/100 to <1/10), uncommon (21/1,000 to <1/100), rare
(21/10,000 to <1/1,000), very rare (<1/10,000) and not known (cannot be estimated from the available dala)

Very common Common Uncommon Rare Mot known'
6 Immune system disorders
Hypersensitivity Angioedema
reactions”
Nervous system disorders
Headache® Syncope, Migraine®  |Seizures®, Transient Stroke? (including
amnesia’ haemorrhagic evenis)
Eye disorders
Blurred wvision Non-arleritic anlanor
ischemic optic
neuropathy (NAION),
Retinal vascular
occlusion, Visual field
defect
Ear and labyrinth disorders
‘ Tinnitus Sudden hearing loss
Cardiac disorders
death?, 3, pecloris, Ventricular
Tachycardia?, 5 ki P
Myocardial Infarction
Vascular disorders
Flushing Hypotension Hypertension

Respiralory, thoracic and mediastinal disorders

Nasopharyngitis Epistaxis
(including nasal
congeslion, sinus
congestion and

rhinitis)

Gastrointestinal disorders
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Nausea, Dyspepsia Womiting,
(including abdominal | Gastroesophageal

pain/discomlort?) reflux

Skin and subcutaneous issue disorders

Rash Urticaria®, Stevens-Johnson
Hyperhydrosis Syndrome, Exfolative
(sweating)® germatitis

Muscuwloskelatal and connective hssue disorders

Myalgia, Back pain,
Pain in extremity

{(including hmb
discomlort)
Renal and urinary disorders
Haematuria
Reproductive system and breast disorders q
Increased uterine Priapism®, Penile Prolonged erections
bleeding® haemorrhage,
Haematospermia

Genera! disorders and administration site conditions

Facial cedema, Chest
pain®

{1) Events not reported in registration studies and cannot be estimated from the available data. The adverse reaclions
have been included in the table as a resull of postmarketing or clinical study data from the use of tadalafil in the
treatment of erectile dysfunction

(2) Most of the patients in whom these events have been reported had pre-existing cardiovascular risk faclors.

(3) Actual MedDRA terms included are abdominal discomfort, abdominal pain, abdominal pain lower, abdominal pain
upper, and stomach discomfor

(4) Clinical non-MedDRA term lo include reports of abnormal/excessive menstrual bleeding conditions such as
menorrhagia, metrorrhagia, menometrorrhagia, or vaginal hemorrhage. “,

{5) The adverse reactions have been included in the table as a result of postmarketing or clinical study data from the use
of tadalafil in the treatment of erectile dysfunction; and in addition, the frequency eslimales are based on only 1 or 2
patients experiencing the adverse reaction in the pivolal placebo- conlrolled sludy of tadalafil.

(6) Headache was the mosl commaonly reported adverse reaction. Headache may occur at the beginning of therapy; and
decreases over time even if treatment is continued.

Reporling of suspecied adverse reactions

Reporling suspecled adverse reactions after authorisation of the medicinal product is important. It allows continued
monitaring of the benefit'risk balance of the medicinal product. Healthcare professionals are asked to report any
suspecled adverse reaclions via Yeliow Card Scheme al: www.mhra.gov uk/yellowcard or search for MHRA Yellow Card
in Google play or Apple App store.

4.9 Overdose
Single dosas of up lo 500 mg have been given to healthy subjects, and mulliple daily doses up to 100 mg have been
given to patients with ereclile dysfunction. Adverse reactions were similar lo those seen at lower doses.

In cases of overdose, standard supportive measures should be adopted as required. Haemodialysis contributes
negligibly to tadalafil elimination.
5. Pharmacological properties
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5.1 Pharmacodynamic properties

FPharmacotherapeutic group: Urologicals, drugs used in erectile dysfunction. ATC code: GO4BEDB.
Mechanism of action

Tadalafil is a polent and selective, reversible inhibitor of phosphodiesterase type 5 (PDES), the specific enzyme
responsible for the degradation of cyclic guanosine monophosphate (cGMP)

Ereclile dysfunclion and benign prostalic hyperplasia

When sexual slimulation causes the local release of nitric oxide, inhibilion of PDES by tadalafil produces increased levels
of cGMF in the corpus cavernosum. This results in smooth muscle relaxation and inflow of blood into the penile lissues,
thereby producing an erection, Tadalafil has no effect in the treatment of ereclile dysfunclion in the absence of sexual
slimulation

The effect of PDES inhibition on ¢GMP concentration in the corpus cavernosum is also observed in the smooth muscle of
the prostale. the bladder and their vascular supply. The resulting vascular relaxation increases blood perlusion which
may be the mechanism by which symptoms of benign prostatic hyperplasia are reduced. These vascular effects may be
complemented by inhibition of bladder afferent nerve activity and smooth muscle relaxation of the prostate and biadder.

Pulmonary artenal hypertension

Pulmonary arterial hypertension is associated with impaired release of nitnc oxide by the vascular endothelium and
consequent reduchon of cGMP concentrations within the pulmonary vascular smooth muscle. PDES is the predominant

. phosphodiesterase in the pulmonary vasculature. Inhibition of PDES by tadalafil increases the concentrations of cGMP

resulling in relaxation of the pulmonary vascular smooth muscle cell and vasodilation of the pulmonary vascular bed.

Pharmacodynamic effects

Studies in vitro have shown that tadalafil is a selective inhibilor of PDES5. PDES is an enzyme found in corpus
cavernosum smooth muscle, vascular and visceral smooth muscle, skeletal muscle, platelets, kidney, lung, and
cerebellum. The effect of tadalafil is more potent on PDES than on other phosphodiesterases. Tadalafil is =10,000-fold
more potent for PDES than for PDE1, PDEZ, and PDE4, enzymes which are found in the heart, brain, blood vessels,
liver, and other crgans. Tadalafil is >10,000-fold more potent for PDES than for PDE3, an enzyme found in the heart and
blood vessels. This selectivity for PDES over PDES is imporiant because PDE3 is an enzyme involved in cardiac
conltractility. Additionally, tadalafil is approximately 700-fold more potent for PDES than for PDES, an enzyme which is
found in the retina and is responsible for phototransduction. Tadalafil is also >10,000-fold more potent for PDES than for
PDET through PDE10.

Clinical efficacy and safiaty
Erectile dysfunction

Three clinical studies were conducted in 1054 patients in an at-home setting to define the period of responsiveness lo
tadalafil on demand. Tadalafil demonstrated statistically significant improvement in erectile function and the ability to
have successful sexual inlercourse up to 36 hours following dosing, as well as patients’ ability to attain and maintain
erections for successful intercourse compared lo placebo as early as 16 minules following dosing.

For tadalathil on demand doses of 2 to 100 mg has been evaluated in 16 clinical studies involving 3250 patients, including
patients with erectile dysfunction of various severities (mild, moderate, severs), astiologies, ages (range 21-B6 years),
and ethnicities. Most patients reported erectile dysfunction of at least 1 year in duration. In the pnmary efficacy studies of
general populations, 81 % of palients reported that tadalafil improved their erections as compared to 35 % with placebo.
Also, patients with erectile dysfunction in all severity categories reported improved erections whilst taking tadalafil (86 %,
83 %, and 72 % for mild, moderate, and severe, respectively, as compared to 45 %, 42 %, and 19 % with placebo). In
the primary efficacy sludies, 75 % of intercourse attempts were successful in tadalafil treated patients as compared to 32
% with placebo.

For once-a-day evaluation of tadalafil al doses of 2.5, 5, and 10 mg 3 clinical studies were initially conducted involving
853 palients of various ages (range 21-B2 years) and ethnicities, with erectile dysfunction of various severities (mild,
moderate, severe) and aetiologies. In the two primary efficacy studies of general populations, the mean per-subject
proportion of successful intercourse atternpts were 57 and 67 % on tadalafil 5 mg, 50 % on tadalafil 2.5 mg as compared
lo 31 and 37 % with placebo. In the study in patients with erectile dysfunction secondary to diabetes, the mean per-
subject proportion of successful altempts were 41 and 46 % on ladalafil 5 mg and 2.5 mg, respeclively, as compared lo
28 % with placebo. Most patients in these three studies were responders o previous on- demand treatment with PDES
inhibitors. In a subsequent study, 217 palienls who were treatmenl- naive to PDES inhibitors were randomized to tadalafil
5 mg once a day vs. placebo. The mean per- subject proportion of successful sexual inlercourse attempts was 68 % for
ladalafil patients compared to 52 % for patienis on placebo.

Benign prostatic hyperplasia

| T W,
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Tadalafil was studied in 4 clinical studies of 12 weeks duration enrolling over 1500 patients with signs and symploms of
benign proslatic hyperplasia. The improvement in the tolal international prostate symptom score with ladalafil 5mg in the
four studies ware -4 8, -5 6, -6.1 and -6.3 compared to -2 2, - 3.6, -3.8 and 4.2 with placebo. The improvements in total
international prostate symptom score occurred as early as 1 week. In one of the studies, which also included lamsulosin
0.4 mg as an active comparalor, the improvement in tolal international prostate symptom score with tadalafil 5 mg,
tamsulosin and placebo were -6.3, -5.7 and -4.2 respectively.

Pulmonary arterial hyperfension (PAH)

A randomised, double-blind, placebo-controlled study was conducted in 405 patients with pulmonary arerial
hyperiension. Allowed background therapy included bosentan (stable maintenance dose up o 125 mg twice daily) and
ghronic anticoagulation, digoxin, diuretics and oxygen, More than half (53.3 %) of the patients in the study were receiving
concomitant bosentan therapy.

Patients were randomised to one of five treatment groups (tadalafil 2.5 mg, 10 mg, 20 mg. 40 mag, or placebo). Patients
were at least 12 years of age and had a diagnosis of PAH that was idiopathic, ralalad 1o collagen disease. relaled lo
anorexigen use, related to human iImmunodeficiency virus (HIV) infection, associated with an atrial-septal defect, or
associaled with surgical repair of at least 1 year in duration of a congenital systemic-to-pulmonary shunt (for example
ventricular seplal defect, palenl ducius arleriosus). The mean age of all palienls was 54 years (range 14 lo 90 years)
with the majority of patients being Caucastan (B0.5 %) and female (78.3 % ). Pulmonary arterial hypertension (PAH)
etiologies were predominantly idiopathic PAH (61.0 %) and related lo collagen vascular disease (23.5 %) The majority of
patients had a8 World Health Organization (WHO) Functional Class Ill (5.2 %) or Il {32.1 %). The mean baseline 6-
minute-walk-distance (MWD ) was 343.6 melers

The primary efficacy endpaoint was the change from baseline at week 16 in B-minute walk distance (BMWD). Only
tadalafil 40 mg achieved the protocol defined level of significance with a placebo-adjusted median increase in GMWD of
26 metres (p=0.0004; 85 % CI: 9.5, 44 0; Pre-specified Hodges-Lehman method) (mean 33 metres, 85 % CI: 15.2, 50.3)
The improvement in walk distance was apparent from 8 weeks of trealment. Significant improvement (p<0.01) in the
MWD was demonstrated al week 12 when the patients were asked to delay laking study medicinal product in order lo
refiect trough aclive substance concentralion. Results were generally consistent in subgroups according lo age, gender,
PAH aetiology and baseline WHO functional class and BMWD. The placebo-adjusted median increase in BMWD was 17
melres (p=0.09; 85 % CI: : -7 1, 43.0; Pre-specified Hodges-Lehman method) (mean 23 melres, 95 % CI, -2.4, 47 8) in
those palients who received tadalafil 40 mg in addition lo their concomitant bosentan (n=38), and was 39 melres
(p=0.01, 95 % CI:13.0, 66.0, Pre-specified Hodges-Lehman method) (mean 44 metres, 95 % Cl: 18.7, 69.0) in those
patients who received tadalafil 40 mg alone (n=37).

The proportion of palients with improvement in WHO funclional class by week 16 was similar in the tadalafil 40 mg and
placebo groups (23 % vs. 21 %). The incidence of clinical worsening by week 16 in palients trealed with tadalafil 40 mg
(5 %; 4 of 79 patients) was less than placebo (16 %; 13 of B2 patients). Changes in the Borg dyspnoea score were small
and non-significant with bolh placebo and tadalafil 40 mg

Additionally, improvements compared to placebo were observed with tadalafil 40 mg in the physical functioning, role-
physical, badily pain, general health, vitality and social functioning domains of the SF-36. No improvements were
observed in the role emotional and mental health domains of the SF36. Improvements compared o placebo were
observed with tadalafil 40 mg in the EuroQol (EQ-5D) US and UK index scores comprising mobility, self-care, usual
aclivilies, pain/discomlort, anxiely/depression components, and in the visual analegue scale (VAS).

Cardiopulmonary hemodynamics was parformed in 93 patients. Tadalafil 40 mg increased cardiac output (0.6 Limin) and
reduced pulmonary artery pressures (-4.3 mmHg) and pulmonary vascular resistance (-209 dyn.s/em5) compared to
baseline (p<0.05). However, post hoc analyses demonsirated that changes from baseline in cardiopulmonary
hemodynamic parameters for the tadalafil 40 mg treatment group were not significantly different compared to placebo.

Long-term treaiment

357 patients from the placebo-controlled study entered a long-term extension study. Of these, 311 patients had been
Irealed with tadalafil for at least 6 months and 293 for 1 year (median exposure 365 days; range 2 days to 415 days). For
those palients for which there are data, the survival rate at 1 year is 56.4 %. Additionally, 6 minule walk distance and
WHO functional class slatus appeared lo be stable in those treated with tadalafil for 1 year.

Paediairic population

A single sludy has been performed in paediatnic patients with Duchenne Muscular Dystrophy (DMD) in which no
evidence of efficacy was seen. The randomised, double-blind, placebo-controlled, parallel, 3-arm study of tadalafil was
conducted in 331 boys aged 7-14 years with DMD receiving concurrent corticosteroid therapy. The study included a 48-
week double-blind period where patients were randomised to tadalafil 0.3 mg/kg, tadalafil 0.6 mg/kg, or placebo daily.
Tadalafil did not show efficacy in slowing the decline in ambulation as measured by the primary 6 minute walk distance
(6MWD) endpoint. least squares (LS) mean change in 6MWD at 48 weeks was -51.0 meters (m) in the placebo group,
compared with -64.7 m in the tadalafil 0.3 mg/kg group (p = 0.307) and -58.1 m in he tadalafil 0.6 mg/kg group (p =
0.538). In addition, there was no evidence of efficacy from any of the secondary analyses performed in this study. The
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overall safely resuls from this study were generally consistent with the known safety profile of tadalafil and with adverse
events (AEs] expected in a paediatric DMD population receiving corticosteroids.

The European Medicines Agency has deferred the obligation to submit the results of studies with the reference medicinal
product containing tadalafil in all subsets of the paediatric population in the treatment of erectile dysfunction and
pulmonary arterial hyperiension (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties
Absorption

Tadalafil is readily absorbed after oral administration and the mean maximum observed plasma concenliration (Crmax) I8

achieved at a median time of 2 hours after dosing. Absolute bicavailability of tadalafil following oral dosing has not been
determined.

The rate and extent of absorption of tadalafil are na! influenced by food, thus it may be taken with or wilhoul food. The
time of dosing (moming versus evening after a single 10 mg administration) had no clinically relevani effects on the rale
and extent of absorption,

Distribution

The mean volume of disiribulion 15 approximately 77 litres at steady stale, indicating thal tadalafil is distributed into
tissues. At therapeulic concentrations, 94 % of tadalafil in plasma is bound to proteins. Protein binding is not affected by
impaired renal funchon

. Less than 0.0005 % of the administered dose appeared in the semen of healthy subjects.
Biotransformation
Tadalafil is predominantly metabolised by the cytochrome P450 (CYP) 3A4 isoform. The major circulating metabolite is

the methylcatechol glucuronide. This metabolite is at least 13.000-fold less potent than tadalafil for PDE5. Consequently,
itis nol expecled o be clinically active at observed melabolite concentralions.

Eliminati
The mean oral clearance for tadalafil is 3.4 I'h at steady slale and Ihe mean terminal half-life is 16 hours in healthy
subjects.

Tadalafil is excreted predominantly as inactive metabolites, mamly in the faeces (approximately 61 % of the dose) and (o
a lesser extent in the urine (approximately 36% of the dose).

Linearity/non-linearity
Tadalafil pharmacokinetics in healthy subjects are linear with respect to time and dose. Over a dose range of 2.5 mg to
20 mg, tadalafil exposure (AUC) increases proportionally with dose in healthy subjects. Between 20 mg to 40 mg, a less

than proportional increase in exposure is observed  Duning tadalafil 20 mg and 40 mg once daily dosing, sleady-state
plasma concentrations are altained within 5 days and exposure is approximately 1.5 fold of that after a single dose.

p fion ol b
Pharmacokinelics determined with a populalion approach in patients with erectile dysfunction are similar lo
pharmacokinetics in subjects without erectile dysfunclion.

in patients with pulmonary hyperiension not receiving concomitant bosentan, the average ladalafil exposure at sleady-
stale following 40 mg was 26 % higher when compared 1o those of healthy volunteers. There were no clinically relevanl
differences in Cpa, compared to healthy volunteers. The results suggest a lower clearance of tadalafil in patients with
pulmonary hypertension compared to healthy volunteers.

Special populations
Elderly

Healthy elderly subjects (65 years or over) had a lower oral clearance of tadalafil, resulting in 25 % higher exposure
{AUC) relative to healthy subjecis aged 18 to 45 years after a 10 mg dose. This effect of age is not clinically significant
and does not warranl a dose adjustmenl.

Renal insufficiency

In clinical pharmacology studies using single dose tadalafil (5 mg - 20 mg), tadalafil exposure (AUC) approximately
doubled in subjects with mild (crealinine clearance 51 to B0 mifimin) or moderale (crealinine clearance 31 to 50 mi/min)
renal impairment and in subjects with end-stage renal disease on dialysis. In haemodialysis patients, Cpay was 41%
higher than thal observed in heallhy subjecls. Haemodialysis contribules negligibly to tadatalil elimination.

Due to increased tadalafil exposure (AUC), limited clinical experience, and the lack of ability 1o influence clearance by
dialysis, tadalafil is not recommended in patients with severe renal impairment.

5 A
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Hepatic insufficiency

Tadalafil exposure (AUC) in subjects with mild and moderate hepatic impairment (Child-Pugh Class A and B) is
comparable o exposure in healthy subjects when a dose of 10 mg is administered.

There is limited clinical data on the safety of tadalafil in patients with severe hepatic insufficiency (Child-Pugh class C). If
tadalafil is prescribed, a careful individual benefit'risk evaluation should be undertaken by the prescribing physician
There are no avallable data about the administration of doses higher than 10 mg of tadalafil tc palients with hepatic
impairment. There are no available data about the administration of once-a-day dosing of tadalafil to patients with
hepatic impairment. If tadalafil is prescribed once-a-day, a careful individual benafilrisk evaluation should be undertaken
by the prescribing physician,

Patients with severe hepatic cirrhosis (Child-Pugh Ciass C) have not been studied and therefore dosing of tadalafil in
these patients is not recommended

Patienls with diabelas

Tadalafil exposure (AUC) in patients with diabetes was approximately 19 % lower than the AUC value for healthy
subjects after a 10 mg dose. This difference in exposure does not warmant a dose adjustment

Race

Pharmacokinetic studies have included subjecls and palients from different ethnic groups, and no differences in the
typical exposure to ladalafil have been identified. No dose adjusiment is warranted.

Gendar q
In healthy female and male subjects following single and mulliple-doses of ladalafil, no clinically relevant differences in
exposure were observed. No dose adjusiment is warranted.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety pharmacology, repealed
dose toxicity, genotoxicity, carcinogenic potential, and toxicily to reproduction.

There was no evidence of teratogenicity, embryotoxicity, or foetoloxicity in rats or mice thal received up to 1000
mg/kg/day tadalafil. In a ral prenatal and postnatal development study, the no observed effect dose was 30 mg/kg/day. In
the pregnant ral the AUC for calculated free active substance at this dose was approximately 18-limes the human AUC
at a 20 mg dose.

There was no impairment of lertility in male and female rats. In dogs given tadalafil daily for & to 12 months at doses of
25 mg/kg/day (resulting in at least a 3-fold greater exposure [range 3.7-18.6] than seen in humans given a single 20 mg
dose) and above, there was regression of the seminilerous tubular epithelium that resulled in a decrease in
sparmatogenesis in some dogs. See also section 5.1.

6. Pharmaceutical particulars

6.1 List of excipients
Lactose monohydrate
Sodium laurilsulfate
Povidone K-12
Crospovidone (Type B)
Sodium stearyl fumarate
Eilm-coaling:

Polyvinyl alcohol
Macrogol 3350
Titanium dioxide (E171)
Talc

Iron oxide yellow (E172)

6.2 Incompatibilities
Not applicable.
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6.3 Shelf life

2 years
6.4 Special precautions for storage

This medicinal product does nat require any special storage conditions
6.5 Nature and contents of container

Alu-Alu (Al-OPAJAIIPVC) blisters
PVC/ACLAR/PVC - Al blisters
PVC/ACLAR/PVAC/PVE - Al blisters
Pack sizes:

4,12, 24 film-coaled tablets

Not all pack sizes may ba marketed
6.6 Special precautions for disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with local requirements
u'. Marketing authorisation holder
Sandoz Limiled

Frimley Business Park,
Frimley,

Camberley,

Surray,

GU16 7SR,

UK

8. Marketing authorisation number(s)
PL 04416/1460

9. Date of first authorisation/renewal of the authorisation
Date of first authorisation: 23/11/2016

10. Date of revision of the text

16/04/2019
-ompany Contact Details
Sandoz Limited
Address www
Park View, Riverside Way, Watchmoor Park, hitp:/Awww.sandoz.com

Camberley, Surrey, GU15 3YL, UK
Medical Information Direct Line

Telephone +44 (0)1276 698 101
+44 (0) 1276 B9B020
Adverse event reporting email

Sandozgb@EU. propharmagroup.com
Adverse event reporting telephone
0845 601 1387



