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TO HUONG DAN SU DUNG THUOC

Vién nén bao phim
TADALAFIL 20 MG

Thube Iﬁg‘ chi ditng theo don thube
xa bim by e cm
Do ki hudmg din sir dyng trude khi ding
gay cho biic 57 hofic dwge 5§ nhimg tic dung kKhing mong mudn khi sir dyng tha be

whbria S— T
.'I’:ﬁ'drnl'r phﬁ'n i dup'-:'
Netel dawryl sulfat, locrose monotndrar, HPC-L, leliufose vi tinh thé M112, Crozcarmellose
natri, magnesi steaval, HPMC EG, titan dioxyd, tale, PEG 4000, ddu thdu déu, exvd s&i Vg

2, DANG BAO CHE
Vién nen bao phim hinh qud 1&, miu vang, hal mt tron.

3. CHI PINH

Bicu trj rdi logn cuong dwong & nam gidi trwomg thanh.

Bé tadalafil ¢& higu qua trong diéu i réi loan cuong duomg, thi cin phai cd hoat ddng kich thich
tinh duc.

Thude duge chi dinh & g 16m dé diéu trj ting huyst ap ding mach phoi (PAH) theo phin logi
chire adng nhdm 11 va (11 ena WHO, dé cdi thién khi van ddng.

Higu qui d4 dwge the hién trong PAH tr phit (IPAH) va PAH lién quan dén bénah mach miu
collagen.

4 mcu DUNG, LIEU DUNG

Lié -

Bidu tef vl fogm -Um'ﬂﬁ' g o R ,s;rr.r.' trudn e thdnh

Noi chung, lidu kbuyén cao 14 10 mg wbng trude khi ¢b hoar dbng tinh duc via ding kém hodc
khing kém v thire @n,

Nhimg bénh nhan ding 10 mg tadalafil khing o ra tic dyung day du, thi ca thé ding thie liéu 20
mg. Co thé uﬁng thllr.ll: it nifidr 30 ph it In.'r-r.n: khi ¢d hogt @dng tinh dyc.

Tin sudt dimyg thute t5i da 13 mit lin mai ngaiy.

Tadalafil duge ding trude khi hoat déng tinh duc va khing khuyén cdo sir dung thudc hing
hgdy lign tue.

Bigu i tédng huyér dp didng moch phei

BYidu tri chi nén duoe bt diu va theo dii hari bac sTod kinh nghmm trang diéu tri PAH.

Liéu khuyén céo 13 40 mg (2 x 20 mg) ubng mat lin mdi ngdy o6 the kém hogc khong kém v
thire in.

P tirgng dic bigr

Ny cao fuis

Khéng cin didu chinh lidu & ngudi cao tudi.

'fﬂ.rl.' Tin

BNiéu irj r6i logn cuong duemg o nam gidi tredmg thanh: Khéng edn diéu chinh lidu & bénh nhan
suy thin nh¢ dén vira. DO vii bénh nhin suy thin ndng, 10 mg 13 liéu tdi da dugre khuyvén can
dé didu tj theo chi dinh. Litu ding | Mn/ ngiy cia tadalafil khing duge khuwén cao o bénh
nkin b suy thin ning,

Tang huué’t ip -ﬂ:.mg mach phcu O bénh nhan suy thin nhe dén vira, liéu khivi diu 20 mgx 1 lin/
ngiy duoc Ir.hu:r-r:n ed0. Lidu ¢b thé tng lén 40 mg = 1 lin/ ngay, dya trén hi¢u qua va kha ning
dung ngp cia timg ci nhin. O nhitng bénh nhin bj suy thin ndn £ k;hﬁug nE:: su da,m g tadakafil
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Suy gan

Biéu trj rdi logn cuomg dirong & nam gidi truing thanh: BE didu i rdi logn cuemg duong, liéu

ding duwge khuyen cao cla tadalafil 12 10 mg v udng trude khi oo hoat ding tinh dye va co thé

ding kém hodc khing kém v thire an. C6 dir lidu Lim sang han ché ve déd an todn caa tadalafil

o b¢nh nhin suy gan ngng (Child-Pugh nhom C); néu duge ké don cln cin nhic edn thin gitra

ot ich/ nii ro trén timg o4 nhin. Khong co dif liéu b sin vé vige sir dung tadaladil lidu cao hom

10 mg cha b¢nh nhin suy gan. o

Lidu ding mét kin mdt ngay cia tadalafil dé didu tri réi loan cuomg duang chus dige dinh gid o

bénh nhin suy gan; do dd. néu ké don, bac 5¥ nén cin nhic edn thin nhirng Ll ich! rii ro trén

timg ca nhan,

Ting huyet ap dgng mach phai: Do kinh nghiém lim sing han ché & bénh nhin xo gan nhe dén

vira (Child-Pugh nhém A va B), sau khi ding lidu duy nhét 10 me, lidu khai diu 20 g maoi

ngdy mdt lin cb thé duge xem xéL Néu tadalafil e ké dom, bde s7 nén ciin nhic can thin

tthimg lgi ichy' ri ro trén timg cd nhin. Bénh nhin bj xo gan ndng (Child-Pugh nhdm C) chura

duge nghién ciru va do dé khing nén ding radalafil.

Bin dng mde bénh tidy dedmg

Ban dng trudmg thinh b rdi logn cwong duong: Khéng cin didu chinh lidy & bénh nhan tidy

durimng,

Ireé em

Khing cé vige sit dung radalafil dé dicu trj rdi logn cuong duong & e em,

B an todn va éu qua coa tadalafil & tré em clira duge thinh lép.

Luu y: Nén lya chon dang bao ché thich hip bude cho cde ohi dinh dutng fadalafil 10 mg.

wc i h n : - &

Thude ding bang duing utng,

5. CHONG CHI DINH

Qui man véi hoat chit, hode bit ci thank phin nde cia thude

Trong cie nghién edru lam sing, tadalafil 3 duge ch irng myinh B lam tang tde dung ba huyés ap

cua mitrat. Cb the do téc dyng higp lwe cia hai thude trén trén con duirng oxyd nitric/ cGMP, Do

do, vige sit dung tadalafil cho béah nhin dang sir dung nitrat hitu ceor & hét k¥ dang nao deu by

chong chi djnh.

Khing sir dung tadalafil & nam gici mic bénh im va hogt @éng tinh dyc 14 khing thich hep o

nhimg ngwdri ndy. Cac béc sT nén xem xét nguy co tim tiém &n caa hoar ddng tinh duc & bénh

nhin méac bénh tim mach tiF trnudc.

Cae nhém bénh nhiin mac bénh tim mach sau ddy khong duoe dum vao thir nghigm lim sang vi

vige sir dung tadalafil 1a chiong chi dinh:

- Bj nhoi mau co tim trong vong 90 ngay gin diy.

- Bau thar ngue khing dn dinh hodc dau thir nguc khi hoat déng tinh duc,

- Suy fim 44 2 tro [én theo NYHA trong vong 6 thing gin diy,

- Logn nhip khiing kiém soat, huyés dp thip (= 9050 mmHg), hoe ting huyet dp khong kidm
SOl

- Bt quy trong vong 6 thing gin day. _ _

Tadalafil -:]n:‘mg chi dinh & ohimg bénh nhin bj mit th luc & migt |11é[|1:|-:3 bénh 1v thin kinh thi

gide do thicu méu cye b khing do ddng mach (NATON), bit ké dik ndy co lién quan hay

khing véi phoi ahiém thude de ché PDES trudc dé

Chong chi dinh diing déng thai cic chil e ché PDES. baa gﬁm tadalahl. v cac char kich thich

guanylate cychase, chiang han niwr riociguat, vi ¢6 thé din dén ha huyét dp cé tridu chimg.

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Trirde khi digw trj vil tadalafil

Cén tim higu bénh sir va thim khim 1im séng dé chudn dodn rdi loan chire nfing cueng dirong
vit e dinh ohimg cn nguyén tiém &n trde khi can nhic didu tr bing thudc.

Trudc khi bt diu didu | nén cin nhic tinh trang bédnh tim mach cia bénh nhan v ¢d md =d
nguy cor tim mach ed lién quan den hoat ding tinh duc. Tadalafil cb tic dimg giin mach. dia
dén ha huydt sp nhe va thodng qua v ¢b thé ting tie du ng ha huyét ip cia cdc nifrat.
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Vige dinh gid r5i logn cuong dwong nén bao ghm xéc dinh nhiing cin nguyen tém dn va
phuong phip dicu trj thich hep sau khi e6 nhitng déanh gid v 1@ thich hop. Vén chua hidt duge
tadalafil cd hi¢u qua rén bénh nhin phiu thugt vimg chiu hode phiu thudt cir bo tuyén tién list
khing dé lai diy than kinh.
Tim mach . _
B c6 mit 56 bitn cb tim mach nghiém trong xiy ra nhu nhéi mau co tim, dét tr, dau thit nge
khéng &n dink, logn nhip thit, 46t quy, con thicu miu ndo thodng qua, dau ngwe, dinh trang
ngyc vi nhip tim nhanh, hau hét xiy ra ¢ nhimg bénh nhin cd cde véu 1 nguy co tir tride
hung chua thé xic dinh nguyén nhin 1 do eac Ve 14 npuy oo ndy, do tadalafil, do hoat ddng
tinh due, hoge do két hgp eae yéu 1 trén hode do yéu 1 khic.
Ciac nhom bénh nhin mac bénh tim mach sau diy khonge dvoe dua vao cic nghién ciu [am sang
ciia PAH;

- Bénh nhin mac bénh van ding mach cho va van hai 13 b ¥ nghia lim sing,

— Bénh nhin bj co thit ming ngoai tim.

—  Bénh nhan bj bénh <o tim han ché hodc sung hu}-f*t.

~  Béuh nhin bj rdi fogn chire nang thir tehi dang ke,

~  Bgnh nhiin bi rai logn nhjp tim de doa dén tinh mang,

- Bénh nhiin bi bénh ding mach vanh co ridu chims.

= Bénh nhiin ting huyét ap khong kidm soit duge,
D khong co dit liéu lam sang vé dg an toan cia tadalafil & nhimg bénh nhin ndy, nén khéng si
ding tadalafil & nhimg bénh nhin nay. )
Thude giin mach phot ¢o thé lim ning thém tink rang tim mach cia bénh nhan mic bénh tic
tinh mach phdi (PVOD), Do khing o dir Ligu fam shng vit vige sir dyng tadalafil cho nhimng
bénh nhin mac bénh e tinh mach, khong khuyén clo sir dyng tadalafil cho nhimg bénh nhin
ndy. Méu xudt hign cic ddu higu phi phdi khi ding tadaladil, nén xem xét khi nang lién quan
dén PVOD,
Tadalafil b the dyng giin mach todn thin ob thé Him hg_huyﬁ dp thodng qua. Cac bic st nén
xem xét ciin thin lidu bénh nhiin mac mot s6 bénh [V tidm dn, nhy 13 e nghén ducmg ra thir i
nghiém trong, miét dich, ha huydt ip 1y phat hofic bénh nhin ha huyét 4p kb aghi ngoi, e6 thé bi
anh hirdmg xdu boi cac tie dung gidn mach cia tadalafil hay khang
Nhimg binh nhin dang so dyng cie thuse chen alpha; dong thi v tadalafil co thé gay i
chimg hy huyét dp. Khéng khuyvén cho ding phéi hop tadalafil voi doxazosin,
Thi gidc
B4 ¢ tnirimg hop suy gidm thi lye va NAION lién quan dén s dung tadalafil va cac thude e
¢ht PDES khac. Phin tich dir ligu ghi nhiin ¢ho thiy nguy co NAION edip tang [én & nam gid b
ol logn chire ndng cwong duong sau khi phoi nhiém tadalafil hofic cic thude e ché PDES khic.
Vi digu ndy eo thé xdy m voi it ca bénh chiin phoi nhidm adalafil, nén khuyén bénh nhin
ngemg thudc va dén gip bac sTngay lap e néu bj suy giam thi lire ddt ngit,
e hode mdt ihin gide dge ngdr
Bxi ¢ bdo edo cic truimg hop mat thinh gide din nggt khi ding tadalafil. Mac db cling o6 cic
yéu t nguy co khie trong mit 56 trudng hep (nhu tuéi, di thie duimg, wng huyét dp va tién si
muit thinh giac), nén khuyén bénh nhin ngung uong tadalafil vi nhanh chang tim kiém b oy y
té khi xiy ra gidm hodc mit thinh lye dat ngét.
Bénh nhan suy pan vd suy thean .
Do téng phon nhigm vin tadalafil (ALC), kinh nghigm lim sing con han ché vi khéng co kha
niang dio thai tadalafil bing cich thim phin, nén khong dimg Tadalafil | Hn/ ngdy & bénh nhan
suy than niing. .
Hen che di¥ ligu Him sang v& 4§ an toan khi sir dung tadalafil éw duy nhit cho bénh nhin AT
gan nfing. Néu phii ki don mdalafil thi nén dinh gid edn thin higu qua va nguy co trén tmg
bénh nhin
Sir ervemg v bat thisomg gidl phaw ciia diong vt
Neén khuyén bénh nhin dén gip bac 7 dé nhin duee chim soc v il mgay Jip e néu tinh trang
cuong Kéo ddi tr 4 gid ind 1én vi néu khong duge chita i kip thési tinh trang ndy =& cd the lam
o thuong mi d!.I_EF_IE.':'?i_hﬂF_mm khi néing tinh duc vinh vié_l:!:
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Tadalafil nén duge ding thin trong & bénh nhin b bit thuimg gidi phiu dwong vin (s cong,
%o thé hang hay bénh Peyronie) hodc & bénh nhin gip nhimg tinh trang lam ¢cho hg bj euong
duong (nhe thiu méu hong ciu hinh ligm, da u iy va ung thr miu).

Dhing chung vl cde thude tre ché CYPIAS

Thin trong khi dimg chung véi cdc thude e ché CYP3A4 (nhu rtonavir, s@quinavir,
ketoconazol, itraconazol, vi erythromycin) vi o6 thé lam ting AUC coa tadanafil,

Ding chung vt cde thude didu tri roi loan cuong diomg ke

Chura ¢ nghign etru ve an todn va hidu qué khi diing chung tadanafil va cac thuoe e che PDES
hay ciic thude tri rdi logn cuong duong khie, Khéng nén ding phéi hop cde thude trén,
Frostacyelin wi cde ehar neong i

Higu qua vi 4§ an todn cua tadalafil khi diing ddng thid vén prostacyelin hode cic chit turomg
chua duge nghiégn i trong cde nghién et Fm sang oo kiem soar. Do da, ein thin trong khi sir
dung phéi hop.

Bosenian

Higu qua cua tadalafil & nhimg bénh nhin 43 dicu trj vdi bosentan ehima duge chimg minh diy
dil.

Cianh béo lién quan dén 14 duye .

Thude ed chit lactose, bénh nhin méc bénh di truyén hidm gap khdng deng nap galaciose, thidu
Bt Lapp luctase hogc rdi loan hip thy glucose-galactose khang nén ding thude nay,

Thudc eb chira diu thiu diu ¢é thé pdy budn nén, nén, day bung, tiéu chay.

Thuie ¢b chira céc th duge oxyd sit ving oo thé giy dj ime.

7. SUDUNG THUOC CHO PHI) NI' CO THAI VA CHO CON Bl

Sir dyng thube cho phy nir e thai

Han ché dir licy Vi vige st dung tadalafil wén phy nir tang that, Nghign clu trén ddng vilt
khong thiy thiy ¢o tic dyung gy hai trye tiép hay gidn tidp caa thudc fén phy nir ¢ thai, sy
phit triée phéi thail thai nhi, qud trinh sink dé hodc sy phidt trién cia tré sau khi sinh, Vi li do an
toan, nén trinh ding tadafafil khi mung thai.

Sir dyng thude choe ply nir cho con bi

Nghién ciru trén ding vit cho thay tadalafil tift qua sira v co thé anh hudng dén tré bi sita me.
Khing nén ding thude cho phy nir cho con bi.

Khi ning sinh san

Nghién ciru trén chd cho thiy sy gidm khi ning sinh san nhung téc ding nay khd xay ra teén
nguwdr mie dil ¢ sy gidm nong ¢ tinh wing & mgt sh nam giai dimg thude,

8. ANH HUGNG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Tadalafil tac dong khing ddng ké 1én kha niing 131 xe hay vin hanh miy moc, Da viv vin cb bao
cao nhimg trimg hyp bi ching mit khi ding thudc, bénh nhan khéng nén 1 xe hay vin hink
may mée khi chua vd ddp dng cda minh.

9. TUONG TAC, TUGNG KY CUA THUGC

Anh hwdng cha cac thude khie 18n adalafil:

Chf tie cié cvtochrom P4350

Tadalafil chuyén hoa chu véu qua CYP3IAY. Chit irc {:hﬂ' chon lpc CYPIA4, kewoconazol (400
mgs bgdy) lim ting AUC cla tadabafil {20 mg) EﬂI,F' i 1in vi Cows [En 22 %50 Ritonavir, mat ¢hi
irc ché protcase (200 mg x 2 1An/ nghy), 13 chat (e ché CYPIA4, CYPICO, CYPICIO v
CYPID6, lam ding AUC cia tadalafil (20 mg) 18n 2 ln nhumg Khng lam thay d6i Ca.
Ritonavir (5060 mg hode 600 mg x 2 lan' ngay) lm ting AUC tadalafil (20 mg) lidy don 1én 32
o VA gidm Cos xudng 30 %, Mjc dit cde twomg tic cy thé chua duoe nghién ciru, cic chit e
ché protease khic nbu saquinavir, vi cac chiit oo ché CYP3A4 khic nhu erythromycin,
clarithromycin, itraconazal va nude ép bui, nén thin trong khi st dung déng thi, vi ching o6
the lam ting ndng ¢ trong huyet nrong cia tadalafil, Do dé cb thé lam ting tv 1§ gap chc tic
dung khang mong mudn cia thude,

Char e ché protein win chunin

Vai triy cia pratein viin chuyén (nhu p-glycoproten) trong viéc vén c:huj.-'én tadalafil van con
churs 16 nén b thé co tuomg tic thude thing qua sy i ché protein vin chuyén,
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Cede ehicdt nén P-glveaprotein (v dy: digoxin)

Tadalafil {40 mg x 1 lin/ ngay) khing cé anh huéng co ¥ nghia 1dm sing dii véi duge ding hoe
cua digaxin.

Chal cam img cyrochrom P4 50

Chat cam (mg CYPIA4, rifampicin lim giam 88 % AUC cua tadalafil, so vdi gid 1 AUC cia
tadalafil (10 mg) ding nidng 16 Sy giam phei nhidm ndy o6 thé S8 lam gidm hidu qua cia
adalafil; mive 43 gidm higu qui vin chua duge bidt Cac chdt cdm tmg CYP3IAS khic nhu
phenobarbital, phenytoin, vi carbamazepin elng e thé lim gidm néng d adalafil trong huyét
furCrag.

i'?rua}; dai khdng thu thé endothelin- fvi die: bosemtan) _

Bosentan {125 mg x 2 1&n/ ngdy), 12 chét nén cta CYPICY v CYP3A4 vi ehiit cam (ng vira cia
CYP3IA4, CYPICY va cd thé ca CYP2CIY, lam gidm 42 % sy phoi nhiém todn thin cua
tadalafil (40 mg x | 1A/ ngdy) vi 27 % Coax sau khi dimg da heu, Higu qué eds radalatil & bénh
nhén dd timg dicu trf vai bosentan chira duge chimg mink diy dir. Tadalafil khéng dnh huimg
dén sir phai nhidm (AUC v Coun) ctia bosentan hodc cic chit chuyén hda caa na. _

D6 an todn va higu qua ela vige phdi hop tadalafil v céc chit déi khing thu thé endothelin-1
khac chura duge nghién ciu.

Anh hudme cia tadalafil 18n cic thude khae:

Cac nivrat

Cac thir nghiém 1am sing cho thiy tadalafil lim ting Lic dung ha huyét ap cla thude nitrat, Do
dd chang chi dinh sir dung chung tadalafil va céc nitrai, Dwra trén két qua cia mdt nghién oy
lim sing, trén 150 déi twomg duge ding tadalafil 20 mg/ ngly wong 7 ngdy vh 04 mg
nitroglycenn ngim dudi i vio nhimg thii diém khde nhaw, neong tae nay kéo dii hon 24 mio
vil hét iwong 1A sau 48 gir ngimg idung tadalafil, Da da, o mdt bénh nhan duge ké dom tadalafil
o bédt ki mitre bicw ndo (tir 2,5 mg dén 20 mg), khi viéc sir dung nitrat dugc xem 1d mdt bién phap
y 1 in thidt trong trudmg hop de doa tinh m@ng, nén ding nitrat it nhat 13 48 gio sau khi ngimg
sir dir_lg tadalafil vi cdn c6 sy gidm sit v & chat che vé huyét dong.

Thude iri tdng huyét dp (ke cd thudc chen kénk ceni)

Vige ding dnﬁ]g thiri doxazosin (4 mg va & mg/ ngay) va tadalafil (5 mg/ ngiy vi 20 meg dang
dom lifu) lim ting te dung ha huyét 4p eta thude chen alpha ndy mat cich ding ki Tac dung
nity keo di it nhat 12 gio va cb thé ed tridu chimg, bao gom cé ngat. Do do, khdng nén sir dung
k€t hop.

Trong ede nghién e twong tic duge thye hign trén 56 lwgmg han ché tinh nguyén vién khoe
manh, nhimg tic dung ndy khéng dirge bdo céo vai alfuzosin hode tamsulosin, Tuy nhién, cin
thiin trong khi sir dung tadalafil & bénh nhan duge didu 1 véi thude chen alpha, dic bidt 1& &
ngudri cao tudi. Nén bat daw didu trj & mue lidy thip nhdt o6 thé vi didu chinh 1idu tr i

Trong cac nghién ciu dwge 1§ hoc lim sang, kha ning tadalefil lim ting téc dung hg huyét ip
clia thude ha huyét dp dd duoc kidm tra. Cac nhom thue didu tr ting huyét 4p chinh di duoe
nghién clru, bae gom thude chen kénh ¢anxi {(amlodipin), thubde (e ché enevm chuvén {ACE)
(enalapril), thudc chen thy thé beta-adrenergic  (metoprolal), thufe loi Gy thizzid
(bentrofluazid) va thude chen thy the angiotensin 1l { nhidu loai va lidu lwgng khae nhau, ding
rigng & hodc két hop véi thiazid, thudc chen kénh canxi. thudc chen beta vd/ hode chen alpha)
Tadplafil (10 mg, ngoai trir cac nghién ¢liu viri thudc chen thu thé angiotensin 11 va amlodipin
i sir dung liéu 20 mg) khang thiy co bit ki trong tic nio o6 ¥ nghta lam sing vii bt kv nhém
thuic nay. Trong mét nghién cine dwge Iy hoe lim sing khie, tadalafil (20 mg) 83 duge nghién
ciri ket hop v t6i da 4 nhém thude diéu tri ting huyél ap. O nhimg déi tuong ding nhidu thuie
hy huyér 4p, s thay ddi huvét ap fuu ddng cd thé 1ién quan dén mic A9 kiém soar huvé ap. Vé
the dung niy, cde ddi twomg nghién ciu ob huyét ip durge kitm sodt tae, huydt ap gidgm & mire tf’_n
thi¢u v tromg fr nhr & nhing ddi nrgng khée manh, O nhimg dai nrgng nghién clru md huye
ap khing duge kiém sodt, thi huyét ap hy nhidu hom, mde dé sy gidm niy khéng lign quan dén
cde trigu chimg ha huyét dp & phan lin cic doi fugmg, O nhimg bénh nhin ding ding thin v
eic thude ha huyet dp, tadalafil 20 mg co the lam gidm huyét dp, (ngoai trir thude chen alpha -
doxazosin noi trén) nhin chung 1 nhe va khang oo ¥ nghia lm sing. Phan tich di lidu thi
nghig¢m ld&m sang giai doan 3 cho thiy khong ei sir khac bigt gilfa cac thc dung khing mong
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muan & bénh nhin ding tadatafil cung hodic khang cing véi cie thude ha huyét dp. Tuy nhién,
ean dua ra tr vin cho bénh nhin vé kha ndng gam huyét ap khi ho duoc dide 1 vai cic thude
hiz hu}'ét ip.

Riocigad _ :
Nghién eiru tién 1im sing cho thiy sy gia ting tic ddng ha huyét 4p ha théng cin thude (e ché
PDES khi ding chung vai riociguat, nghién ciru lim sang cho thiy riociguat 1am gia ting e
didng ha huyet ap ciia thude e ché PDES. Chura co bing chimg lam sing néo vé lon ich cia vige
két borp hai thude teén nén chéng chi dinh ding chung ricociguat va chit irc ché PDES, trong d6
et tadalafil,

Thude tre ché Jeglpha reductase

Trong mat thr nghig¢m lim sang so sinh tadalafil 5 mg ducc ding dong thiri voi finasterid 3 mg
vin pia duge ding déng thii véi finasterid 5 mg trong viée ldm gidm cde tride chimg BPH,
khing thiy co tic dung khéng mong mudn méi ndo duge xac dinh. Tuy nhidn, chia o nghién
et twomg tc thude-thude chinh thire ndo vé vide danh grii tac dung cia tadalafil va chat e ché
3-alpha reductase (5-ARIs), nén cin thiin trong khi ding déng théi tadalafil véi 5-ARI

Chat nén CYPIA2 {mhw theophviling ;

Khi dimg chung tadalafil vii theophyllin (mit chit tre ché khong chon loe phosphodiesterase)
trong nghién oiu lim sang, khing cd nrong téc vé duge ddng hoc. chi o twrong the dige e hoe
nhi 1d su ting ohip tim (khodng 3,5 nhip/ phiit). Mic di tic ddng ndy nho va khang dnh hudmg
nhiéu trén Kim sang nhunglxﬁn nén can nhic khi phoi hop hai thude.

Thudc trink thai ditng udng

) trang thai &n djnh, tadalafil (40 mg % 1 lin/ ngiy) lam ting AUC cua cthinylestradiol 1én 26 %
Vil Cnax 1 TU %0 50 vl khi diing elng voi gid duge. Khong ob 1die dung ed ¥ nghiia théng ké cug
tadalafil trén levonorgestrel, diéu ndy cho thiy tic dung cia ethinylestradiol 14 do tadalafil (e
ché sy sulphat hoa & rudt. ¥ nghiz mit [am sing cos phat hién nay chua ra rang.

Terbutalin

L0 sy gin ting AUC v Cug twomg iy nhur ethinylestradiol khi dimg werbutalin dudmg udng, oo
the I3 do tadalafil e ché sir sulphat héa & rudt. ¥ nghia mat lim sdny cia phat hig¢n ndy chua ré
Hing.

Riroru

Nang dé con (nong 36 téi da tromg i trung binh 0,08 %5) khéng bi anh huing khi ding chung
vith tadalafil. Thém vio do nang di cba tadalafil ciing khéng thay ddi sau khi dang chung vii
Frgu 3 gidr, nigu duge ding theo cich dé i da hoa be g hip thu cia edn (uéng nhanh, qua
dém, khing ding vii thire in cho dén 2 gids sau khi wing). Tadalafil khing lam gia ting tic
dung ha huyét dp géy ra boi negu, nhing @ mot s 3é tremg €4 trigu chung chong mil v ha
huyet ap i the. Khi tadalafil duge ding chung véi negu lidu thip hon thi tridu chimg ha huvét
Ap khéng xiy fa v trigu chimg ching mit xdy ra vai tin sudt nhur khi chi dong rugu. Tae dong
cua rugu 1én khi nang nhin thirc khéng bi gia tang bii tadalafil

Cde thude chuvén hda qua cyochrom P40

Tadalafil khing duge cho 1i co thé giy ra sir tre ehé hay cam img ding ké trén lim sing da
thanh thii cia cac thude chuyén hoa qua cdc isoform CYP430, Nghign cim 83 chimg minh
tadalafil khéng (e ché hay cim (ng cic isoform CYP450. bao gém: CYP3A4, CYPIAD
E"r"]_"ED:&. CYP2EL, CYP2C? va CYP2C19.

Chér nén CYP209 (nfue Rowarfarin

Tadalafil khing co anh hudng trén 1am sang AUC cia S-warfarin hay R-warfarin {chét nén cia
CYP2CY) ciing nhu khing inh hurdmg dén sir thay d5i thii gian prothrombin do warfarin
Asprrin

Tadalafil khang dnh huong dén sw ting thi glan chiy mau do acid acetylsalicylic

Thudo ori didi théo ducng

Nghién cir vé turong tic cw thé vii thude trj déi thio dudmg van chua duoe tién hinh

Fromg ky: Khéng ap dung,

10, TAC DUNG KHONG MONG MUON CUA THUOC
Fom tat dde tinh an todn ciig {‘I_'[Er{'.ii

Cie phan img khdng mong mudn thuimg duge bio clo nhit & bgnh nhin ding tadalafil dé didy
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tri rdi logn cucmg duong hoe phi dgi tuyén tifn ligt 1nh tink 1 nhis i, khé tigu, dau lung va
dau co, trong do ty 1§ gip cie tic dyng khiing mong mudn tang lén khi ting Béu tadalafl. Cie
phin img khing mong mudn duge bio cio §a thodng qua, vi nhin chung 14 ahe hodc vira, Phin
lém cie tnrmg hop dau ddu duge bio cho khi ding tadalafil | lin/ ngiy déu xdy ra trong vong
M} dién 30 ngiy dau tidn ké vir khi bt diu didy i,

Thidmg gdp. 1/HK) <ADR < 1/H)

Thin kinh: Nhirc diu.

Mach mau: B9 bimg.

Hd hiip: Mghet mili,

Tiéu hoa: Kha tigu

Co xueng khop: Bau kmg, daw co, dau cic chi,

Fi 2ap, A0 00 408 <1100

Hé mién dich: Phiin img qui min.

Thén kinh: Chéng mat,

Mit; Mhin mé, cam gide dau mac

Tai: U tai,

Tim: Tim ddp nhanh, dénh [t'-ﬁng ngurec.

Mgch mau: Ting huyét dp’, ha huyét dp.

Hi hip: Khé the, chiy mau cam.

Ti¢u héa: Bau bung, budn ndn, nén, trio ngurge da day thye quin.
Da: Phat ban.

Than: Tiéu tién ra ma.

B phin sinh due: Kéo dii sy cuong,

Toin thin: Dau ngwe', phii ngoai bién, mét mai.

Hiém gap, 410000 <ADR <7100

HE mién dich: Phis mach, _

Than kinh: Bt quy’ (ké ed céc bién chimg xuit huyée), ngit, com thidu méq[ hodng qua, dau

nira diu’, co gidt®, mét i nhd tam théi,
Mt Thi luc giam sit, sumg mi mit, xung huyét két mac, bénh than kinh 1 344
eye b khing do nguyén nhin dong mach (NAIONY, tic mach ving mac?, oy
Tai: Miit thinh lye 408 ngdt.
Tim: Nhoi mau co tim, dau thit ngye khang n dinh’, loan nhip it
Da: Mé duy, héi chimg Steven-Johnson?, viém da tréc vay’, fing tiét mé hoi (48 mé hai)
B phin sinh dye: Cuong duong, chiy mau dwong vit, miu trong tinh djch.
Todn thin: Phit mat, ddt 1o do tm'?
! Hau hét cie hénh nhin i oo sin cde VEU 16 Rty cor tim mgeh,
! Gidm st s khi dwa thude ra thi treectg 8 bao edo odc phan g bking mong e
khdng thay trong cde thir nghtém fam sdng co doi chimg v pie dioe,
* Thucmg dirgre bao cdo nhidu hon khi diing tadalafil cho niving bénk nhdn dong ding cdc
thude ha fuvét dp.
M ta cic phin (mg khing mong mubn duoe chon loe
MGt ty I€ glp cao hon mat chir vé céac bar thidng ECG, chi véu b nhip xoang chim, di duge
bdo cdo & bénh nhin duge didu trj vii tadalafil 1 lan/ ngdy so voi gis durge. Hau hét nhimg bir
thurerng v didn thm db nay khéng lign guan dén phin img khing MONgE mudn
Cac dbi twpng dic bigt khae .
Han ché dir ligu v bénh nhin tén 65 twéi ding tadalafil trong cic thi nghigm lim sang d@ didu
trj roi logn cuong dwong hode digu phi dai twyen tién 1i¢t linh tinh. Trong cic thir nghiém bm
sang, tadalafil dusge ding dé didu trj réi logn cwong duong, ity chay thirémg duoe bdo céo hon o
nhimg bénh nhin rén 65 twéi. Trong cée thir nghigm 14m sing vai radalafil 5 mg udng 1 lin/
ngay dé didu tri phi dai tién liét tuyén lanh tinh, chiong mat va tidu chiy duge bio cio thirimg
xuyén hon & bénh nhan rén 75 woi,
Tim e dic tinh an to3n cia wdalafil trong didu tri ting huvét dp déng mach phii
Cac phin img khing mung mudn thutmg duge bdo cdo nhdt, xay ra o 10 % hénh nhan rong
nhom digu trj vién tadalafil 40 mg 1i ahic ddu, budn ndn, dan hmeg, khé tidu, da bime, dau o,

ac do thidu mau
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viém mili hong va dau cac chi. Cde phin img khing mong mudn due bao cio 13 thodng guu, va

nhin chung 14 nhe hodic vira. D ligu v& phan img khong mong mucn cin han ¢hé & bénh nhin

trén 75 tudi _

Trong nghién cdu quan trong co doi chimg véi gid dupe khi sir dyng tadalafil dé didu 1 PAH,

cd tong cong 323 bénh nhin duge didu i véi tadalafi] voi liéu tr 2.5 mg dén 40 mg x 1 lin/

ngdy va 82 bénh nhan duge dimg @i duge. Thai gian didu trj 14 16 twin, Tén sude ngimg thudc

do gdp cie tic dung khing mong mudn 1h thép (tadalafil 11 %, gia duge 16 %), 357 bénh nhiin

dd hodn thinh nghién ciu quan trgng dd tham gia mit nghién cliu mo ring dai han. Ligy ding

duge nghién ciu 1a 20 mg va 40 mg x | lin/ ngiy.

Rt thardng gap, 1710 <4DR

Mach mriu: Bo bimg.

Hé hip: Viém miii hong (bao gom nghet mii, nghiet xoang vi viém mii)

Tiéw héa: Budn ndn, kho tiéu (bao 2om dawkho chiju & bung '},

Thiecmg gap, 1A00 4D <j/i0

H¢ min dich: Phan (mg qui min®.

Thin kinh: Ngdt, dau nira diu®

Mt Mit mé,

Tim: Binh trong ngye?,

Mach méu: Ha huyét ap.

H6 hip: Chiy midu cam.

Tiéu hia: Nén, trio nguge dg diy thue .

Da: Phat ban.

B phan sinh duc: Tang chiay méu nr cung®,

Toin thin: Fhit mat, dau ngye.

It g, 301,000 <4DR < 1100

Thiin kinh: Co giat’, mit i nhér thodng qua’.

Tai: U tai,

Tim: Ngimg tim dét ngdt’, dénh tring ngyre®,

Mach miu: Tang huyét dp.

Da: Ngira®, ting tidt mé hai®,

Thin: Tiéu tién ra mau,

B4 phin sinh due: Kéo dai sw cuomg’, chiy miu daomng it tinh djch ¢o mau.

Todn thin: Bau ngire’, phit ngoai bién, mét mat.

8 pdp chirg i

Hé midn djch: Phi mach. _

Than kinh: D&t quy' (ké cd cac bién chirmg xwit huyér).

Mat: Thi trsimg giam sit, bénh thin kinh thi gidc do thidu mau ey bd khang do nguyén nhin

diing mach (NAION). tic mach véng mac.

Tai: Mat thinh uc dit npd.

Da: Hji chimg Steven-Johnson®, viém da trée vy,

BG phin sinh dye: Cueng duong kéo dai.
" Ciie Bién ¢ khdng dige bio cdo feong cac nghién cive dang by v khdng thé wde tinh e
dir lidu ci sdn. Cic Phan simg khdng mong musn & dwge dva vio k& gua oo dir ligu
wghien ciri ldm sang saw b dwa thude ra thi triegmg hode nghién cim vé vide sir dung
tadalafil trong dicw trf Fil logn cwong duwong,
U Hiw hét edie bénh nhin 43 dige bdo cdo vé nhitng bidn b ndy diu ed ede véu 16 nguy co
i mach Hie tringe.
" Céc thugt ng clupén mdn thuge MedDRA thire 1 bao gam kid chiv o bung, dan buirig,

dau hyeng duei, daw g trén v kivd chijn o dg ddy _
W Thugt nge ldm sdng fhéng thuge MedDRA dé bao gom cdc bio cdo v rink rrang kih
ngUVEr bt therdmg/gud nhidu niur rong kinh, xudt huvér o cung. da kinh kéo g, Tuar huvés
ant doo

e phan ung bhdng mong mudn duoe dire vio kdr gue cha div Udw nghicn oia ldm sdng
sk kbl e thude ra thi wrudmg hode rghién o lam sdng i vige sie dng tadalalfif fransr
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didu tri roi logn cwomg duwcrg: va pgedi ra, viéc wde inh fdn sudt ohi dwa trén | nage 2
bénh nhdn gdp phal phin tng thdng mong mudn frong nakicn e quan trpng of kidm sodi
verd i dpe cea radalafil
" Wire it phan tivg khing mong mudn thudng i nhar Bay ddu co theé xaiy ra khi bd
den diéu tri: va gidm dén theo thei glan didu i,
Thude ed thé gdy ra ede tie ding khdng mong mudn khde, khuvén bénh nbn thang b cde tao
dung khang mong muon gy phot ki dung thudc.

1. QUA LIEU VA CACH XU TRI _

Liéu duy nhat 12n dén 500 mg 44 duge ding eho nhimg ngudi khie manh vi du litu hang ngiy
len dén 100 mg d& duge dimg cha bénh nhin, Cic e dung khéng mong mudn 2idng nhur cic
tie dung khéng mong mudn xdy ra & liéy thip hon, .

Trong trwimg hop qua lifu, nén sir dung cic bign phap digu tri ho trg tidw chudn, then véu ciu.
Thim tach mdu tac ding khing dang ké dé thai tnir tadalafil

12. PAC TINH DUQC LUC HOC

Nhim dwge 152 Thudc tri logn chire ning cuong dumng,

M ATC: GO4REDS.

Cer civé e dun

Tadalafil 13 chit irc ché chon loc co hii plipe guanosin monaphosphat wonge (cGMP), ey the [a
phosphodiesterase tuyp 5 (PDES).

Rai logn clrng dieong

Khi cd kich thich tinh dyc lam gisi phong oxvd nitric tai chd, su ¢ ché PDES cia tadalafi] sa
lim ting nong dé cGMP & thé hang din ddn gifin co tron va tin g lugmg mdu vio mé duong vit,
sinh ra s\t cuemg duong, Tadatafil khéng co tic dung didu trj rdi loan cuong duomg khi khdng c6
kich thich tinh dyc.

Tang huyvér dp dang mack phai

Tang ap déng mach phdi cb lién quan dén sir suy gidm gidi phong oxyd nitrde béi ngi md mach
mau, din dén lam giam néng 48 eGMP & co trom mach miu & phoi. PDES 14 phosphodiesterase
chiém wu thé trong ede mach mau & phi. Sir ire ché PDES béi tadatafil lam téng néng 4 cGMP
din dén gidin 1€ bio co tron mach may phi va giy midn mach mau o phéi.

e ie dhing dweoe fire boc

Nghién ciru in vitro cho thiy tadalafil la mit chir tc ché chon loc PDES. PDES 13 mar eniym
duge thim thﬁ}r O g trom thé hang, co ron mach midu va ndi wWng, oo xwong, téu ¢au, thin, phéi
vi tigu niio, Tac ding cla tadalafil 1&n PDES mgnh hom so vii ¢de phosphodiesterase khac. Cy
thé tadalafil tic ddng tén PDES manh han 10,000 lin so vii PDEL, PDEZ, PDE3, PDEA, nhitie
enzym duge tim thay & tim, ndo, mach miu, gan, va cac co quan khac, Tadalafll cd tie dung doi
viil PDES gap hon 10,000 1in so véi PDES, mit loai enzym duge tim thay trong tim va mach
HE AT

Bic tinh chon loc rén PDES so vdi PDE3 djc bigl quan trong béi PDES b lién quan dén kha
ning co bop cia tim. Thém vio dd tadalafil tic ddng trén PDES manh hon 700 n so v PDES,
efzym co & mat va chiu trich nhiém din truyén dnh sang, Tée ddng cva adalafil lén PDES il ng
mgnh hon 10,000 lin so vii PRET dén PRED,

13, BAC TINH DUQC DONG HOC
Hdp thi

Tadalafil hilp thu d dang sau khi ubng va nong d éi da trong huyét wrong (Cuad dat duec
trong khoang 2 gidr sau khi uong. Sinh kha dyng dudmg uing cia tadalafil chua dinre xac dinh.
Toc do va mire dd hap thu cia tadalafil khing bi anh hudéng beéi thie fn hay théri didm uénp
thude nén tadalafil ed thé dwye udng cling vibi thire an. Thoi didm ding thude (budi sang so vin
budi 81 sau khi ding 10 mg duy nhat) khing gy dnh hurdmg of ¢ nghfa 1am sang dén tde d8 va
tnire diy hap thu,

Phiin bé

Thé tich phén bé trung bink cua tadalafil 14 63 L, chimg t& thude duge phin bé vao cde mo, O
nang 4 didu trj 04 % radalafil gén ket vdi protein. Sy gan két protein ciia tadalafil khing bi anh
huamg béi tinh trang suy gidm chire ning thin.
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Cd khiing dén 0,0005 % lidu ding xudt hign trang tinh dich e nguwi khde manh

Chuyén hda J

Tadalafil chuyén hda chi véu bei déng phin P450 (CYP) 3A4. Chat chuyén haa chinh trong
tudn hodn 1 methyleatechol gluewronid. Chit chuyén héa iy gdn két véi PDES yéu hon 13.000
lan 50 viri tadalafil nén khong &5 hogt tinh, Do d6, né khing duge mong doi o6 hoat tinh lim
sing & nong dd chat chuyén haa quan sat duge,

Thai trir:

D9 thanh thai duimg wing trung binh coa tadalafil 13 2.5 1 2icr vii thin gian ban thii trung hinh
la 17,5 gitr ir i tugmg khoe manh.

Tadalafil dwee thai wir chu :.rélu durdn dang khéng o hoat tinh qua phan (khodng 61 % lidu) va
mét phin nho hom qea nirde tiga (Khodng 36 % licu).

Sy tuyen tinh/ khdng tuvén tinh: .

Durgre ddng hoe clia tadalafil & dbi ngmg khée manh 13 wyén tinh vii thii gian vi !;iélu ding,
Trong khodng lidu tir 2,5 - 20 mg AUC ting ti 1¢ véi lidu st dung. Néng d6 trong huyét twong
dat trang thii én dinh wong vong 5 ngay véi lidu | Bn/ ngiy.

Durgre diing hge trén dai firgng dic bigt

Nt cqo tudl

D¢ thanh thai radalafil o ngwdi lén woi khoe manh (trén 65 tudi) thip hon ddi tirgng khde manh
tir 19 - 43 mdi din dén AUC ting khodng 25 %, nhung khén £ oo tic djng ding ké wén 1am sing
vis khimg can didu chinh lidu,

Bidmfy mhdn sy than

Trong thir nghiém Jam sing dimg lidu duy nhét adalafil (3 - 20 mg). AUC coa tadalafil ting
khoang gip d6i & bénh nhin bi suy thin nhe (Cle tir 51 - 80 mL/ pht), ttung binh (Cleetir 31 -
50 ml/ phuit) vk giai doan cudi phai chay thin, (3 bénh nhin phai thim tach may, Cag, cia
tadalafil cao hon khodng 41 % so vai nguii khoe manh v sw thim tich mau khing dong gap
ding ké vio vide thai trir tadalafil,

Benk nhdn suy gan _

ALC cia tadalafil & bénh nhin suy gan nhe dén trung binh (Child-Pugh A va B) tuong duong
veri doi tugng khoe manh o lidgu 10 mg. Chua cd théng tin vé syt an toan khi sir dung tadalafil
cho bénh nhin suy gan ning (Child-Pugh C) ciing nhur ding tadalafil lidu cap hom 10 mg ¢ho
hénh nhin suy gan. Néu phii ké tadalafil thi nén dish gid cin thin hidu qua va nguy co trén
timg bénh nhin.

Bénh whin dai thio dirdmz :

AUC cha tadalafil & bénh nhin dai thio duéimg thip hon khodng 19 %6 so véi ddi tugng khoe
manh nhung khong cin thiét phai higu chink lidy,

Chuing tdc g

Cac nghién ciu duge ding hoe d3 bao z0m edae ddi tromg va bénh nhin nr ciae nhém din b
khae nhaw, va khing thiy cd sir khdc bigt vé sy phoi nhiém dic trmg ven tadalafil. Khang cin
di¢u chinh lidu ding.

Giehi timky

G nam gidi vé nir gidi khoe manh sau khi ding tadalafil don liéu vi da lidu, khimg thiy oo sy
khic bigt vé sur phei nhidm cé ¢ nghia trén mit Fim sang. Khong cin diéu chinh lidu ding.

14. QUY CACH PONG GOI
Hép 1 vi x 2 vién,

15. BIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA
THUOC

Bidu kign bio quin:

B thude noi khé rio, trinh dnh sing, nhigt db khng qud 30°C

Han ding: 36 thang ké v nghy sin xudt.

Titu chufn chdt lugyng: USP.

Frang 101 1
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16. TEN, BJA CHI VA BIEU TUONG CUA €0 SO SAN XUAT
Cor ser 5am il

DAVIPHARM

CONG TY CO PHAN DUQC PHAM BAT VI PHU

(DAVIFHARM) :
Ld MT7A, Bnrémg D17, Khu Cong nghiép M% Phudc 1. Phuong Thdi Hoa, Thi x3 Bén Cat. Tinh

Binh Durong, Viét Nam

Tel: 02743567687 Fax: 02743567688

17. NGAY XEM XET SUA BOL CAP NHAT LAI NOI DUNG HUGONG DAN ST DUNG
THUOC

Trang | 1/1 ]



