_;:x'muﬁc KE BION
TO HUONG DAN SU DUNG THUOC

Vién nén bao phim
TADALAFIL 20 MG

Thudc tu‘ié'r ehi ding theo don thube
i tim tay e em
Boe ki hidmg din sir dyng trude khi dilng
gay cho bdic 57 hofe duye 8 nhitmg tic dyng khing mong mudn Khi sir dyng thobe

ik —— N
.T:ﬁ-duh phﬂn fif dﬂ'p'-:'
Netter eyl sulfar, lacrose monohydrat, fPC-L, lellufose vi tink thé MI12 Crosearmellose
natei, magnest stearal, HPMC E6, titan dioyd, tale, PEG 4000, dau thdu ddu, exvd s ving

2, DANG BAO CHE
Vign nén bao phim hinh qua 18, miu vang, hal mjt tron.

3. CHI PINH

Bicu trj rdi loan cuong duong O nam gidi traomg thanh,

B¢ tadalafil ed hidu qua trong diéu irj réi loan euong duomg, thi cn phai ¢ hogt déng kich thich
tinh dyc.

Thude duee chi dinh & ngwrén 16m dé diéu tri ting huyvét ap ding mach phoi {PAH) theo phin logi
chire niing nhom [ va 11 coa WHO, dd cdi thign kha van d-ﬂlng

Higu qui 43 duoe the hign trong PAH ty phit (IPAH) v PAH lién guan dén bénh mach miu
collogen.

4. LMIII DUNG, LIEU DUNG

Lié

Lédu tr] rdl legm crromg duremyg o nam ,s;:r.r.' traedve thdnh

Noi chung, liéu khuyén cho 14 10 mg ubng trirde khi o6 hoat dong trh duc vi ding kém hodc
khing kém vdi thire n,

Nhifng bénh nhan ding 10 mg tadalafil khang tao ra tic dung day du, thi cd thé ding thir ligy 20
mg. C6 thé wbng thudc it nhir 30 phit trurive khi ¢ hoat déng tinh dye.

Tin sut dimg thude t6i da 12 mdt lin mdi ngay.

Tadalafil duge ding trude khi hogt ding tinh dyc va khing khuyén cao sir dung thudc hing
ngdy lién tye.

Bigu trf tdng hupér dp g mach phai

Bigu tri chi nén duoc biit diu v theo dai hari bie sT.od kinh nghmm trong didu i PAH,

Ligu khuyén céo 1 40 mg (2 x 20 mg) ung mét lin mdi ngay c6 thé kem hege khing kém v
thire an.

BDoi trgng dide higr

Nagerdi ceo fudi

Khong cin diéu chinh lidu & ngudi cao tudi.

'5Lr|' Hhiin

By tr] rii logn cuong dutmg o fam @i truong thimh: Khong cin dlt:u |.I1||1h lidu & bénh nham
suy thin nhe dén vira. DSI véi bénh nhan suy thiln niing, 10 mg 13 lidu t3i da dinge khuyén cio
dé dicu tj theo chi dinh, Lidu ding | 1in/ ngiy eoa tadalafil khéng duge khuvén cao & bénh
nhin bj suy thin ning,

Ting 11u~.-é1 ap dr.mg mach ph.-l:rj O bénh nhan suy thin nhg dén vira, lidu khoi diu 20 mg x | lin/
ngdy duge khuyen cio, Lidu cb thé tang 1én 40 mg x 1 lin/ ngay, dya trén hidu qua va kha nang
dung rgp cla timg ci nhin, O nhitng bénh nhin bj suy thin nan_g k:_hflt;g J:Eu su dung tadalafl
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Sy gan

Bign trj rdi logn cuong dirong & nam gioi trudng thinh: B¢ didu trj rdi loan cuong diang, lidu

ding duwge khuyen cao cia tadalafil 13 10 mg va udng trude khi co hoat ding tinh dye va co thé

dung kém hode khang kém v thire in, C6 dit liéu lm sang han ché ve di an todn ean tadalafil

@ binh nhin suy gan ngng (Child-Pugh nhém C); néu duge ké don cin cin nhic ein thin gitra

loi ich' nii ro trén nimg cd nhin. Khong co dir ligu co slin vé vide sur dung tadalafil lidu cao hon

10 mg cho bénh nhin suy gan. o

Lidu ding mit lin mot ngiy cia tadalafil 48 didu trf rii loan cuong duong chus duge danh fvh

bnh nhin suy gan: do dd, néu ké don, bdc 57 nén cin nhic edn thin nhimg Lo ich! rii ro teén

tmg cd nhan.

Tdng huyet dp dong mach phoi: Do kinh nghi¢m lim sing han ché & bénh nhin xo gan nhe dén

vira (Child-Pugh nhdém A va B), sau khi ding liéu duy nhit 10 me. lidu khai diu 20 mg mai

ngdy mit lin cb thé duge xem xét. Néu tadalafil dugre ké dom, bde s¥ nén ciin nhic cén thin

nhimg Igi ich/ rii ro trén Wmg 4 nhdn. Bénh nhin bi xo gan ndng (Child-Pugh nhdm C) chura

duere nghién ciru va do d6 khdng nén ding tadatafil.

Bin dng mdc bénh tidu deomg

Dén dng trwémg thinh bj réi logn cwong duong: Khéng cin didu chink lidu & benh nhin tidy

during,

Tre em

Khing eé vide sir dung tadalafil d dicu trj rdi logn cuang duong & e em,

B¢ un win vA hiéu qua coa tadalafil o tré em chira duwoc thinh 1§p.

Luu y: Nén fua chon dang bdo ché thich hgo ke cho cde chi dinh dung iagdalafil 10 mg.

Cach ding: _

Thudc ditng bang dudng ubng,

5. CHONG CHIDINH

Qud mdn v hoat chit, hode bt ci thanh phin ndo cia thudc

Trong cie nghién ciru lam sing, tadalafil 43 dwge chimg minh T lim tang tic dung ha huyer ap

cua mitrat. C6 the do tée dyng higp lre cia hai thudc trén trén con dwimg oxyd nitric/ cGMP, Do

do, vige sir dung tadalafil cho bénh nhin dang sie dyng mitrat hitu co & bét ky{ dang nio deu by

chong chi djnh. )

Khing st dung tadalafil & nam giod méc bénh tim v hogt déng tinh due 14 khing thich hgp &

nhimg ngwdri nay. Cic bac sT nén xem xét nguy oo tim tiém &n cia hoat dgng tinh duc o bénh

nhin mic bénh tim mach i trudc.

Cac nhém bénh nhin mac benh tim mgeh sau diy khang duge dua vao thir nghigm lim sang va

vige sir dung tadalafil 13 ching chi dinh:

- B nhdi méu cotim trang ving 90 ngay gin diy,

- Brau that ngure khéng an dinh hodc dau thir ngire khi hiogt déng tinh due,

- suy tim 44 2 tre |én theo NYHA trong vong & thing gin ddy.

- Logn nhip khong kiém sodt, huyét dp thdp (< 90/50 mmHg), hodc ting huyét ap khing kiém
SOdL.

- Pt guy trong vong & thing gén diy.

Tadalafil chéng chi dinh & nhimg bénh nhin bi mét thj lwe & mGe mat do bénh 13 thin kinh th]

giic do thicu méu cie bl khing do ddng mach (NAIONY. bit ké dity nidy co lién quan hay

khing vai phoi nhiém thude dc ché PDES trude dé

Chong chi dinh ding ding thoi céc chit ire ché PDES, bao gom mdalafil, viri cac chit kich thich

guanylate cyclase, chiang han nhar riociguat, vi ¢d thé &n dén ha huyét dp cd tricu chirng,

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Truede khi dicue tri v tedalafil

Can tim hidu bénh sir va thim khdm 1am sang dé chudin dedn i loan chire néng cwomg dirong
va xie dinh ohimg cin nguyén tém én trude khi can nhic diéu tri bing thudc.

Trude khi bt diu didu tr nén cin nhic tinh trang bénh tim mach cog bénh nhén vi ¢d mdt sd
nguy cir tim mach cé lién quan dén hopt ding tinh duc. Tadalafil ¢o the dong gidn mach, din
dén ha huyét ap nhe va thodng qua vil b the ting tic dung ha huyér ip eia cdc nitrat.
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Vige dinh gid roi logn cuomg duemg nén bao gém xéc dinh nhitng cin npuyén tiém dn va
phuvng phip diéu trj thich hop sau khi c¢ nhimg danh gid v 1& thich hop. Van chira hidt duoe
tadalafil b hi¢u qua tén bénh nhin phiu thudt vimng chau hode phiu thudt cit bo ivéna tidn list
khing dé lai dav thin kinh.
fim mack .
Ba ch mit 56 bidn cb tim mach nghiém trong xay ra nhu nhdi mau co tim, 4Gt tir, dau thit ngye
khing dn dinh, logn ahip thit, 46t quy, con thidu mdu ndo thodng qua, dau ngye, dinh ong
ngite vi nhip tim nhanh, hiu hét xdy ra & nhimg bénh nhin cé cac véu td nguy eo tir trde
nhimg chira thé xic dinh nguyén nhin 1 do edc yév 10 nguy co ndy, do tadalafil, do hoat ding
tirth due, hogc do két hgp cae yéu 16 trén hode do yéu 1 khac.
Cac nhom bénh nhin mac bénh tim mach sau diy khong dvoc dua vao céc nghién cine [Am sang
cthia PAH;

— Bénh nhin mac bénh van ding mach chi vi van hai 14 c6 ¥ nghia lim sing,

— Bénh nhin bj co thin ming ngoai tim.

- Bénh nhén bj bénh ¢o tim han ché hodc sung huvet,

—  Bénh nhin bj rdi loan chie ning thit tedi dang ke

~  Bégnh nhin by roi logn nhip tim de doa dén tinh mang.

- Bénh nhin bi bénh ddng mach vinh cd trigu chimg.

- Bénh nhin ting huyétap khong kidm sodt dige,
Do khéing o dit lidu Mm sing vé df an tadn cia tadalafil & nhimg bénh nhin ndy, nén khéng si
ding tadalafil & nhing bénh nhan nay. )
Thudc giin mgch phai ¢d thé lam ning thém tiah trang tim mach cia bénh nhan méc bénh e
tinh mach phdi (PVOD). Do khing o dir hiéy fam sang vé vige s dyung tadalafil cho nhitng
bénh nhin mac bénh thc tinh mach. khang khuyen cio si dung tadalafil cho nhimg binh nhén
nay. Néu xuit hién cic diy higu phi phdi khi ding tadalafil, nén xem xét khi nang lién quan
dén PVOD,
Tadalafil eo the dyng gifin mach 1odn thin ¢d thé Hm ha buyét ip thoing qua, Cic bdc sl nén
xem €t can thiin ligu bénh nhdn mic mot si bénh 1§ iém dn, nh I3 tic nghen ducng ra thilt irdi
nghiém trong, mit dich, ha huyd dp 1 phat hodic bénh nhin ha huyet 4p khi aghi ngei, e6 thé bi
anh hiéma xdu boi cac tie dyng giin mach cia tadalafil hay khang
Nhitmg bénh nhin dang sir dyng che thuse chen alpha; dong thai v tadalafil oo thé gay iy
chimg hy huyét dp, Khing khuyén cao dang phdi hop tadalafi|) vod doxazosin,
T gide
B3 co truong bop suy gidm thi le va NAION lién quan dén s dyne tadalafil v cde thude oo
c¢hé PDES khéc. Phan tich dir liéu ghi nhin cho thiy nguy co NAION cip ting ln & nam giéi bi
i logn chire nang cwong dueng sau khi phoi nhiém tadalafil hofic cic thude e ché PDES khic.
Vi didu ndy co the xdy m voi tit cd bénh nhin phoi nhidm tadalafil, nén khuvén bénh nhin
ngimg thutc va den gip bac 57 ngay lap e néu bi suy gigm thi e ddt ngat,
Glebm hode mdt think gide dg nggi
B cd béo céo cic truimg hop mat thinh gide dit ngdt khi ding tadalafil, Mc di cing ¢o cac
yéu th nguy cor khie trong mét s6 truing hop (nhir i, di thie duong, ting huyét dp va tién si
mit thinh gidc), nén khuyén bénh nhin ngung uong tadalafil vi nhanh chong tim kiém hé trg y
té khi xdy ra giam hodc mit thinh lyc dat ngdt
Bénh nhdin suy gan vd suy thdn
Do tang phoi nhidm v tadalafil (AUC), kinh nghigm 1am sing con han ché vi khéng co kha
ndng die tha tadalafil bing cich thim phin, nén khong dima Tedalafil | lin/ ngdy & bénh nhin
suy than ning.
Han che div ligu im sang v@ dd an todan khi sir dung tadalafil Eéu duy nhit cho bénh nhin &Y
gan niing. Néu phai k& don mdalafil thi nén dinh gid cin than higu qua va nguy co trén tlmg
bénh nhin
Str cromg v bt e it phdu etia diron i
Nen khuyén bénh nhan dén gap bac s7 d& nhin duge chim soe y & mgzay lap tire néu tinh trang
cuong kéo dii tr 4 gid o6 1én vi néu khidng duge chira i kip thisi tinh trang nay s& co thé lam
10n thm.‘mg_m:‘m du:{|ﬁ_l,'§i_h£¢§:.mﬂ1 kha nin,_g_ti_t!.h dic vinh '-'iEJ:!:
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Tadalafil nén duge ding thin treng & bénh nhin o bit théng gidi phiu dweng vt (b cong,
xof thé hang hay bénh Peyronie) hodc o bénh nhén pip nhimg tink trang lam ¢ho hg bj euong
duong (nhr thidu mdu hong chu hink ligm, da u my va ung thu miéu).

Dhinyg chumg vai cde thude e ché CYPIA4

Thin trong khi ding chung véi cdc thudc e ché CYP3A4 (nhu ritomavir, saguinavir,
ketoconazol, itraconazol, vi erythromycin) vi cé thé lam éng AUC cia tadanafil,

Dhimg chung vl cde thude didu irf réf loan eieag oo Bhac

Chira ¢d nghién ci & an todn vi hidu qua khi ding chung sadanafil v cac thude (e ché PDES
hay cic thutc trj rdi logn cuong duong khie, Khang nén ding phéi hap cde thude trén,
Prostacyelin wi cae char fuomg nr

Higu qui vi 8¢ an toan cua tadalafil khi ding déng théi vl prostacyelin hode ede chit terong b
chura duge nghién el trong cde nghién cbu lm sing c6 kiém sodt. Do dé, can thin trong khi si
dung phdi hop.

Bosenian

Higu qué cia tadalafil & nhimg beénh nhin 83 didu tri véi bosentan e duge chimg minh ddy
di.

Canh bio lién quan dén 4 duge .

Thudc eb chim lactose, bénh nhin mic bénh di truyén hiém gap khidng dung nap galactose, thidu
hut Lapp luctase hogc rdi loan hip thu glucose-galactose khang nén ding thude nay,

Thude c6 chira dau thiu déu ca thé gdy budn nén, non. dau bung, titu chay.

Thude ¢4 chira céc t dugc oxyd sit ving co thé giy dj img.

7. SUDUNG THUOC CHO PHY NU' €O THAI VA CHO CON BD

Sir dyng thusc cho phy nir ci thai

Han ché dir liéu vé vige sir dung tadalafil trén phy ndt meng thai, Nghién clu trén ddng vit
khiong thiy thiv co tac dyng gy hai trye tigp hay gidn tiép caa thude wén phu nid oo thai, sy
phat trién phéi thaif thai nhi, qua trinh sinh dé hofic sy phit trién céa mé sau khi sinh, Vi Ii do an
toan, nén tranh ding tadaiafil khi mang thai.

Sur dyng thuiic cho phy ni cho con bi _ _

Nghién ciru tén ding vit cho thay tadalalil tide qua sira v ed the anh hudne dén tré bi sia me.
Khéng nén ding thude cho phy nir cho con ba.

Khii ndng sinh san

Mghién ciru trén chd cho thiy sy gidm kha nang sinh s&dn nhung tie ddng nay khd say ra teén
ngwdi mic di ¢ su gidm néng 4 tink tring & mdt sé nam gidi diimg thude,

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Tadalafil ac diing khéng dang ke 1én khd ning J3i xe hay vin hanh miy moc. Da viy vin cb bio
cao nhing trrimg hop bi chang mit khi dimg thude, bénh nhan khong nén & xe hay vin hinh
may mbe khi chua v ddp (mg cis minh.

9. TUONG TAC, TUONG KY CUA THUGC

Anh hwdma cla cae thude khae 1én tadalafil:

Chir we ché cytechrom P450

Tadalafil chuyén héa chu véu qua CYPIA4. Chit e ehé chum loc CYPIA4L, keloconazol (400
mg/ ngdy} lim ting AUC cin tadalafil {20 mg) Eép 4 1N vi Cuus 180 22 %, Ritonavir, mit chit
e che protease (200 mg x 2 Jin ngdy), 1d chit o ché CYP3A4, CYP2CY, CYP2C19 vi
CYTP2ID6, lam tling AUC cia tadalafil (20 mg) 1&n 2 lin nhumg khing lam thay ddi Coa
Ritomavir {36 mg hodc 600 mg x 2 lan/ ngay) lam ting AUC tadalafil (20 mg) liéu dem 1én 32
Yo VA gidm Cous xudng 30 %, Mac di cde twong tic cy thé chua duoe nghién ciru, cie chit irc
che protease khéc nhu saguinavir, vi cdc chit te ché CYP3IA4 khéc nhy erythromycin,
clarithromycin, itrtaconazol va nude ép budi, nén thin trong khi st dung déng thivi, vi ching 6
thé lim ring ndng 4§ trong huyet teeng cia tadalalil. Do d6 ob thé lim wing 1y 18 g3p cie tic
dung khang mong mudn eia thude,

Char e ché protein van chén

Vai trd cia protein viin chuyén (nhw p-glveoprotein) trong vide van chuvén tadalafil vin cén
chura rd nén b thé co twong tic thude thing qua sy e ché protein vin chuyén,
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Cee et ném P-glycoprotein (o dy. digoxin)

Tadalafil (40 mg x 1 lin/ ngay) khong cé anh huding co v nghfa ldm sing ddi véi duge ding hog
cua digoxin,

Chal cam teng cyrocirom Pd30

Chit cdm img CYP3A4, rfampicin lam giam 858 % AUC cua tadalafil, so voi gid i AUC ciia
tadalafil (10 mg) ding riéng 16, Sy giam phoi nhidm nay ¢ the s€ lam gidm hidw qui cua
tadalafl; mire dd midm hidu qua vin chua duge bidt, Cac chdt cim irng CYP3IA4 khic nhu
phenobarbital, phenytoin, vi carbamazepin cling oé thé 1im gidm nong &9 tadalafil trong huy#ét
o,

ﬂruaﬁ' dai khing thee thé endothelin-1 fvi dii: bosentan) _

Bosentan {125 mg x 2 1&n/ ngay), 13 chét nén cie CYP2CY9 v CYPIAL v ehfie cam ng vira cia
CYPIA4, CYPACO va b thé ca CYPICIY, lam gidm 42 % sy phoi nhifm todn thin cua
tadalafil (40 mg x | 1in/ ngdy) vit 27 % Conar s2u khi dimg da lidy, Higu qua cis tadalafil & bénh
nbin dd ting dicu tr v bosentan chua duge chimg minh diy dii. Tadalafil khong dnh hudmg
dén sy phoi nhigm (AUC v4 Cus) ciia bosentan hodc cde chit chuyén hda coa na.

Dé an todn va hidu qui cia vide phoi hop tadalafil v che chit déi khing thu thé endothelin-1
khac chura dugre nghién et

Anh hyémg ein tadalafil 1én cac thudc khac:

Cag nitras

Che I;hllfr nglhigm lim sing cho thfr_';.' tadalafil Lim eing vie dung hg hu;,nél ap eda thudc mitrat, Do
dé chang chi dinh sir dung chung tadalafil va cée niteat. Dua trén ket qua cua Mt nghién oy
lim sing, wén 150 déi tugng duge ding tadalafil 20 mg’ ngdy tong 7 ngiy vi 0.4 mg
mitroglycenn ngdm duit luii vio nhimg thit diém khée nhau, twrong the ndy kéo dii hon 24 gio
vil hét ireng e sau 48 gio ngimg iung tadalafil, Do da, o mit binh nhan duge ké don tadalafil
o bat ki mic licw ndo {1l 2,5 mg dén 20 mg), khi vige sir dung nitrat dwge xem li mét bién phip
y B in thidt trong trudmg hop de doa tinh mang, nén ding nitrat it nhét 13 48 gitr sau khi ngima
it d[}.:l]g tadalafil vi ciin c6 sy gidm sit y & chat che vé huvt déng.

Newde i téng heuvér dp (k€ o thuoc chew kénh canxi)

Vige dung dong thiri doxazosin (4 mg va & mg/ nEay) va tadalafil (5 mg/ ngdy v& 20 mg dang
dom lidu) lim ting tde dyng ha huyét 4p cua thudc chen alpha niy mét cich ding ké. Tae dung
nity keo dibs it nhat 12 gior va co thé cd trigu chimg, bao 20m c& ngdt. Do d6, khdng nén si dung
két hop.

Trong ede nghién eiru trong tic dupe thue hién trén 56 hwgmg han ché tinh nguyén vién khoe
mignh, nhitg téc dung nay khing duge bao cie vt alfurosin hode tamsulosin, Tuy nhién, cin
thijn trong khi sir dung tadalafil & bénh nhin duge dieu 1 voi thude chen alpha, d&c bit 1a &
nguiri cao tudi, Nén bit ddu didu trj & mure lidu thip nhit c6 thé va didu chinh lidu ur i

Trong cac nghién ciu duge 1§ hoc lim sang, kha ning tadalafil lim ting tdc dung ha huvét ap
clia thude ha Ruyét dp di duec kidm ma Cac nhém thude dide tri ting huyét ap chinh 4i duge
nghién ciry, bao pdm thude chen kénh canxi (amlodipin), thude e ché erzym chuyén (ACE)
(enalapril), thude chen thy thé beta-adrenergic  (metoprolal), thudc loi tidu  thiaed
(bentrofluazid) vi thude chen thy thé angiotensin 11 { nhidu loai va litu luong khic nhaw, ding
riéng I¢ hodc két hop vin thiazid, thude chen kénh canxi, thudc chen beta va/ hode chen alpha)
Tadulafil (10 mg, ngogi trir cac nghién cliu viri thudc chen thy thé angiotensin 11 v amlodipin
i sir dung ligu 20 mg) khang thiy co bit ki wrong tac nio o6 ¥ nghfa lm sang vii bdt ky nhém
thute néy. Trong mot nghién ciru duge I3 hoo Jam sing khie, tadalafil (20 mg) 3 duge nghién
cir ket hop véi 16i da 4 nhém thude diéu tri ting huyér dp. O nhimg d4i tugng ding nhidu thude
b huyée dp, sir thay déi huyét 4p huu ding cé thé Tigh quan dén mic a0 kigm sodt huyés ap, vé
tde dung ndy, cae déi tromg nghién ciu b huyét ip durge kidm sodt tde, huyét ap gidgm & mire ti
thi¢u vil iramg tr nhur & nhing ddi irgng khoe manh. O nhimg ddi trgng nghién ciu mi huyét
4p khing duge kim sodt, thi huyét ap ha nhiéu hon, mie di sy gidm niy khong lién quan dén
cdc gy chimg ha huyét &p & phin lon cdc ddi negng. O nhifng bénh nhin ding déag thin vai
cic thude ha huyét dp, tadalafil 20 mg o the lam giam huyEt dp. (ngoai trir thude chen alpha -
doxazosin nii trén) nhin chung i nhe va khong ¢ ¥ nghla lam sing. Phan tich dif ligu thir
nghifm ldm sang giai doan 3 cho thiv khong e sir khae bigt giilfa cac thc dung khong mong
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mudn o bénh nhin ding tadatafil cing hofic khéng ciing véi cie thude hy huyet dp. Tuy nhién,
can dua ra tur vin cho bénh nhin v& khi ndng giam huyét dp khi ho duge didh 1 véi cic thude
ha huyér dp.

Riociguar . :
Nghidn cru tidn 1im sing cho thiy sy gia ting tac dang ha huyét ap h@ thing ea thude (e ché
PDES khi dung chung vin riociguat, nghién ol lim sang cho thiv riociguat 13m gia g the
dong hy huyé ap cia thuoe ve ché PDES. Chua cd bing chimg lam sing ndo vié Igi ich cia vide
két byp hai thude trén nén c.h:‘m_g chi djnh ding chung ricociguat va chét (e ché PDES, trong d6
s tadalafil,

Thudc tre ché S-alpha reductase

Trong mdt thir nghigm ldm sang so sanh tadalafil 5 mg dugee diing déng thiri v finasterid 5 mg
véi gia duge ding dong thei v finasterid 5 mg trong vide lam gidm cde tride chimg BPH,
khéng thiy cd tie dung khong mong mudn mdi ndo duge xdc dinh. Tuy nhitn, chua o6 nghidn
curu romg tic thude-thude chinh thire ndo vé vide ddnh gia tae dyng cion tadalafil va chir e ché
3-alpha reductase (5-AR1s), nén cin thin trong khi diing dong thivi adalafil véi 5-ARI

Chat nén CYPIA2 fnhr theophyliing ;

Khi ding chung tadalafil vii theophyllin (mét chit ie ché khing chon loe phosphodiesterase)
trong nghitn ot lim sang, khing cd twong tic vE dupe ding hoc, chi et wong tie duge lue hoe
nho 13 sy ting ohip tim (khodng 3,5 nhip/ phit). Mac da tac ddng ndy nho vi khing dnh huromg
nhiéu trén ¥im sing nhimg vin nén can nhic khi phi hep hai thudc,

Thudc trink thai duwdmg wong

O trang thai &n dinh, tadalafil (40 mg x 1 o/ ngiy) Bm tng AUC cua ethinylestradiol |&n 26 %
Vil Conas 1én 70 % g0 vdi khi ding cing voi gid duge. Khing o6 e dung eé ¥ nghia théing ké cia
tadalafil trén levonorgestrel, diéu ndy cho thiy tic dyng cia ethinylestradiol 14 do tadalafil (e
ché sur sulphat hoa & rudt. ¥ nghia mit 13m sing cda phat hign ndy chua rd ring.

Terburalin

Cd sy gia 1ing AUC v3 Coae tromg ty nhur ethinylestradiol khi dimg terbutalin dudmg uing, ¢o
the I3 do tadalafil tre ché sir sulphat hoa & rudt. Y nghTa miit lim sidng coa phat hién ndy cha ré
ring,

Rupu

Ndng dd con (ndng @3 thi da trong mau trung binh 0,08 %) khing bi anh huémg khi ding chung
vifi tadalafil. Thém viio dd nong di cba tadalafil ciing khéng thay dai sau khi dang chung vai
g 3 gidy, ngu duwge ding theo cich dé ti da hoa e d§ hip thu cia edn {uéng nhanh, qua
deém, khing ding vGi thire in cho dén 2 giér sau khi udng). Tadalafil khdng lém gis @ng e
dung he huyét dp gy ra boi negu, nhimg & mat sd 48 twemg ca trigu ching chong mit va ha
huyet ap tr the. Khi tadalafil duge ding chung véi nrgu lieu thip hon thi e chimg ha huyit
Bp khong xay ra va tri¢u chimg chéng mft xdy ra voi tin sudt nhu khi chi ding rrgu. The ding
cla rugu lén khi ning nhin thire khéng bj gia tdng bin tadalafil

Cae thude chuyér hda qua cWochrom P450

Tadalafil khing duge cha 12 cb the gy ra sir tre ché hay céam tmg ding k& trén lim sing 46
thanh thii cla cac thude chuyén hoa qua eéc isoform CYP450, Nghign cim &3 chimg minh
tadalafil khong o ché hay cim img cic isoform CYP450, bao gom: CYP3A4, CYPIAZ,
{:‘r'l_:"EE!-E, CYPZEL, CYP2C2 va CYP2C 19,

Chat nén CYP2C9 fnhie Rewarfarin

Tadalafil khong cé anh hudng trén lam sdng AUC cia S-warfarin hay R-warfarin {chit nén cia
CYPICH) ciing nhi khdng anh huimg dén sir thay déi thivi gian prothrombin do warfarin
Aspririn

Tadalafil khang dnh hudng dén s ting thin gian chiy méae do acid acetylsalicylic,

Theeoe ori ddl théo didng

Nghién cirn vé tuomg tic cw thé vii thube tri déi thilo dudmg van chia duee ticn hanh

Fwong Ky Khéng ap dung,

10, TAC DUNG KHONG MONG MUON CUA THUOC
Lom rdt dde o an todn ciig thade

Cdc phan img khdng mong mudn thutmy dugc bio elo nhit & binh nhin ding tadalafil 4é diéy
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tri ri logn ciemg duang hofic phi dai tuyén ten gt lnh tinh 1i nhive diu, khé tidu, dau lung va
dau co, trong do ty 18 gdp cic tic dyng kbong mong mudn ting kén khi ting Liéu tadalafil, Cle
phan img khiing mong mudn duge bio cio id thodng qua, vi nhin chung 14 nhe hodc vim. Phin
lém cic trudmg hop dau ddu duge bio cdo khi ding tadalafil | lin/ ngiy déu xdy ra trong vong
W dén 30 ngdy diu tidgn ké tir khi bt diu didu mi.

Thedng gap, 1/ HK) SADR < 1710

Thin kinh: Nhirc diu.

Mach mau: Bg bimg.

Ha hip: Nghet mili.

Tiéu hda; Khdé tidu

Co xuremg khdp: Bau hmg, dau ¢o, dau ciac chi,

g, 40O <A DR < /700

Hé micn dich: Phan img qud min.

Théin kinh: Chéng mit,

Mit: Mhin mén, cém gide dau mar

Tai: U tai,

Tim: Tim dip nhanh, ddnh mfmg ngue.

Mazch mau: Tang huyét dp’, ha huyét ap.

Ha hip: Khé tha, chay mau cam.

Tiéu hda: Dau byung, budn ndn, nén, trio nguge da day thye quin.
Da: Phat ban.

Than: Ticu tién ra man.

Ba phin sinh duc: Kéo dii sy cuong,

Toin thin: Bau ngye', phii ngoai bién, mét mai.

Hiém zdp, 110000 <ADR < 141,000
HE mién dich: Phis mach,

=3 ]

Than kinh: Dt quy' (ké ci cac bién chimg xudt huyée), nedt, con thidy mélﬂ hodng qua, dau

nira diu’, co gidt, mat i nhi tam thevi,
Mar Thi lyc giam sdt, sumg mi mit, xung huyét két mac, bénh than kinh 1 334
eye b khing do nguyén nhin dong mach (NAIONY, tic mach vang mac, 7y
Tai: Mit thinh hre 3t ngdt.
Tim: Nhii mau co tirm, daw thiit ngye khing &n dinh?, loan nhip that?,
Da: Mé duy, hii chimg Steven-Johnson?, viém da trée vay®, ting tidt mé hoi (dé mé hai
B phan sinh dyc: Cuong dvong, chiy miu dwong v, mdu tromg tinh djch.
Todi thin: Phii mat, dot 1 do tim'*,
! Hau het cde bénh nhdn dd of sdn cde VEu 16 nguy co tim mgch,
¥ Gidm sdi say ki diva thude ra thi frrecitng dd bao odo ode phan g khing mong mude
khang thay wong cde thir nghiém fdm sdng co doi chuing voi gl dor,
! Thuecmg dge bdo cdo nhidu how khi ding tadetaiil che ititne bénh nhin dang ding cdr
thudie hgr Fruvét ap.
M& ta cig phin (mg khdng mong mudn duge chon loe
MGt 1y 1§ gp cao hom mét chit vé cic bat thuimg ECG, chi yéu I nhip xoang chim, di dige
bdo cdo & benh nhin dwge ditu tri vai tadalafil | ln/ ngdy so véi gid duoe. Hau hét nhimg bir
thirémg v dign tdm d& ndy khéng lign quan dén phdn img khing mong mudn
Cée doi trgme dac bigt khie : _
Han ché dir lidu vé bénh nhin tén 65 wéi ding tadalafil rong cie thir nghidm lim sang 4 didu
trj rai logn cuomg duong hoge dicu njpl1i dai tuycn tién lig1 linh tinh. Treng cie thir nghigm [m
sang, tadalafil duwoc dimg dé n_:IiEu tr r6i fogn cwong duong, tidu chay thudmg duoe baa céo hon &
nhimg bfnh nhin trén 65 di. Trong cic thit nghigm 1im sing vai tadalafil 5 mg udng 1 1in/
ngdy d¢ didu tri phi dai tién 1t tuyen lanh tinh, chong mat va tidy chily dugre bao cio thirdmg
xuyén hom & bénh nhin orén 75 woi,
Tom gt ditc tinh an todn cia dalafil trong didu i Ging huyét ip ddng mach phbi
LCac phin img khong mong muodn thong duge bio cdo nhit, xay ra & 10 % bénh nhan rong
nhom didu trj viéi tadalafil 40 mg 1i ahic ddu, budn ndn, dan limg, khé tidu, da bimg, dau co,

de do thi¢u mau

Trang ¥11

https://trungtamthuoc.com/

L

. X Elng P



vidin miii hong v daw cic chi, Cac phan tmg khing mong mudn duge bio cdo 1a thodng qua, va

nhin chung la nhe hodic vira. D ligu vé phan img khong mong muén cén han ché & bénh nhin

treén 75 tudi.

Trang nghién citu quan trong o6 di chimg véi gia dupe khi sir dung tadalafil dé didu trj PAH,

ed tang cgng 323 bénh nhin duge didu tri véi tadalafil véi lidu o 2.5 mg dén 40 me x 1 lin/

ngdy va 82 bénh nhan duge ding gii duge. Thai gian didu trj 14 16 tedn, Tén sudr ngimg thudc

do gap cdc tie dung khing mong mudn L thip (tadalafil 11 %, g duoe 16 %), 357 bénh nhin

di hodn thénh nghién clu quan trong &3 tham gia mt nghién clru mer ring dai han. Ligy ding

duge nghién el 1i 20 mg va 90 mg x | 1in/ ngiy.

Réit thirdmg gdp, 1/10 <ADN

Mach muu: Bo bimg.

Hé hap: Vigm miii hong (bao gom nghet mili, nghet xoang vi vidm mii)

Tiéu héa: Budn nén, khé tiéu (bao gdm dawkhs chiju & bung®).

Thirdmg gdp, 17700 <ADR <710

HE midn dich: Phan img qua min®,

Thin kinh; Ngdt, dau nia diy’

Miit: Mt mir,

Tim: Banh tréng nguc®®,

Mach mién: Ha huyés ap.

Hé hitp: Chiy miau cam.

Tiu hba: Non, trho nguge dg diy thue quin.

Da: Phat ban,

B phan sinh dyc: Tang chay médu i cung®.

Todn thin: Phit mat, dau ngye.

It gap, 140,000 <ADR < 17160

Thiin kinh: Co gidt®, mit i nhé thodng qua’.

Tai: U tai.

Tim: Ngimg tim dt ngdt’, dénh tring ngye®®,

Mach miu: Tang huyét dp.

Da: Ngira®, tiing tiét mo hai®,

Thin: Tiéu tién ra mau.

B phin sinh due: Kéo ddi sw cuomg’, chity mau duona vit, tinh djched miuw.

Todn thin: Bau ngye', phit ngoai bign, mét mat,

I ¢ pder ching ri

Hé mién dijch: Phi mach. _

Than kinh: B§t quy’ (ké ci cac bign chimg xuwit huyér).

Mét: Thi trrang giam sit, bénh thin kinh thi gidc do thidu mau cue b khing do nguyén nhin

déng mach (NAION), tie mach vang mac.

Tai: Mt thinh Jye dit npde.

Da: Hi chimg Steven-Johnson®, viém da e viy’.

Eq phin sinh dye: Cueng duong kéo dai.
" Ce bidn e khdng dpe bio cdo trong cde mghién cim ddng ky wi' khéng thé wec tinh e
dir ligw co san. Cie phin vimg khdng mong muén 43 dege diea vio bt quea e diF g
nghien o ldm sdng sow khi diwa thude ra thi irvgmg hode nghidn ciu ve vide sir dung
tacalafil trong dieu trf réi logn cuong dirong, ]
i Hi hér eiic bénk nhin 83 dige bdo cdo vé nhitng bidn cd ndy déu oo ede véu 16 gy co
fnm mach S frinde.
W Cde thidt ngrtt cluvén mon thuge MedDRA theee 8 hao g.érn Rbeck chiv o dung, dau bung,
dau hyng diei, dav ting trém va kid chju & dg diy,
" Thugt ngit ldm sing khang thuge MedDRA ¢é buo gdm cdc hdo cdo v il fran g kink
eV bt thudme/qud nhide e romg kinh, xudt huvér ui cung, da kinh kéo dei, Tuar havés
danr g
M Cae phan g Ahdng mong mdn dieoc diva vao keér yue cua dit lgu nghicn cuu ldm sdng
saai kil diea thude ra thi teimg hode sghién e jdm seing tie vige s dung tadalafil frons
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diéw trf rof logn cweng dwomg. vd mgodi re, viéc wdc tinh fdr sudr ohi dua trén | imoge 2
hénh nhdn gdp phai phin tmg Ehéng mong mudn trong nahice. ey quan trong o kidne sodi
vl gia dirpre cua radalafil,
 Wiee deii {d phan ting khing mong mudn thudne odp nhdr Day déy co thé xay ra khi bt
deiti diéu trf; v gigm ddin theo thei glan dicu iri,
Phude ei the gy ra cde e dung khng mong mudn thic, kiwvén bdnk mhn thong bdo cde tao
dung khang mong mudn gdp phai khi ding thudc,

11, QUA LIEU VA CACH XU TRi _

Liéu duy nhit 1én dén 500 mg 44 duye ding ehe nhimg nguii khie manh vi du licu hang ngiy
Ién dén 100 mg 43 duge ding cho bénh nhin, Cic tde dumng khing mong mudn gidng nhir cic
the dung khong mong muon xay ra @ liéu thip hen. . :

Trong trwomg hop qua licu, nén st dung cic bitn phip ditu tr hé tror tiéu chuin, theo véu clu.
Thém tich miu tac ddng khéng déng ke dé thai tmr tadalafil

12. PAC TINH DUQC LI'C HOC

Nhim durge 1§: Thude tri logn chire néng cwomg diong.

MAATC: GOJREDS.

Cor ché g dung

Tadalafil I3 chit dc ché chon loe ¢é hdi phuc guanosin monophosphat vong (cGMP), cy the [a
phosphodiesterase tuyp 5 (PDES).

Rai logn ChTE deeong

Khi ca kich thich tinh duc lam gidi phong oxvd nitric 130 ch, sir (re ¢hé PDES cia tadalafil s2
lim ting nong dé cGMP & thé hang diin dén gifin co tron vi ling luomg mdu vio md duong vit,
sinh ra sit cucng duong. Tadalafil khong eo tie dung diéu tri rdi loan cuong duemg khi khdng eo
kich thich tinh dyc. _

Fang kuvét ap dang mach phai

Tang dp ddng mach phdi co lién quan dén sir suy gidm gidi phang oxyd nitrie bm ndi mé mach
maw, din dén lam giam néng 4§ cGMP & co trom mach miu o phai. PDES 1 phosphodiesterase
chiém tru thé trong edic mach mau & phdi. Sir irc ché FDES béi tadalafil lam 1Eng nong di cGMP
diin dén gifin 1& bao co tron mach mau phii v giy gidn mach mau o phii.

Cie e dung dwge fie hoo

Nghién ciru in vitro cho thiy tadalafil la mit chit e ché chon loc PDES, PDES 13 mé erzym
duge thin th::i}r o cor trom the hang, oo rom mageh mdu va néi wng, oo xuong, Héu cau, thin, phéi
vi tigu nfio, Tac ddng cia tadalafil 18n PDES manh hon so vai cic phosphodiesterase khae. Cy
thé tadalafil tic ddng trén PDES manh hon 10.000 lan so véi PDEL, PDE2, PDEI. PDEA, nhimg
enzym duge tim thity & tim, nido, mach mdu, gan, va cic co quan khac, Tadalafil cd tie dung ddi
vl PDES gap hon 10,000 1dn 50 véi PDE3, mét loai enzym dugre tim thiy trong tim va mach
L TTH

Bije tinh chon lge wén PDES s0 vivi PDES dic hidt quan tegng béi PDE3 e 1ién quan dén khi
ning co bop cia tim. Thém vao dd 1adalafil tic dang trén PDES manh hon 700 1in so vai PDES,
enzym et & mit vi chiu trich nhiém din tuyén dnh séng, Tac ddng cia radalafil lén PDES ciing
mgnh hen 10,000 1in so vai PDET dén PDETO

13. BAC TINH DUQC DONG HOC
Hiip thu

Tadalafil hip thu d dang sau khi udng vi néng dé i da trong huyét mromg (Cea dat duge
trong khoang 2 gid sau khi ubng. Sinh kha dyng dudmg udng cia tadalafil chura dwre xdc dinh.
Toc dd va mire dd hap thu cla tadalafil khing bi anh hudng bei thire fin hay theri didm W
thudie nén tadalafil ¢ca thé duge udn cing vii thire an. Thai diém ding thude (budi sang 50 vin
budi 16i sau khi ding 10 mg duy nhat) khang giy anh hurdmg o ¥ nghfa lim sing dén the 46 vi
mire di hip thu,

Phiin b

Thé tich phan bé trung bink cia tadalafil 14 63 L, chimg 6 thuée duge phin bé vio cie md, O
nong dd didu trj 04 % radalafil gan k&t v protein. Sy gan két protein cia tadalafil khdng bj anh
heromg bévi tinh trang suy giam chire ning thin.
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Co khiing dén 0,0005 % lidy diing xuat hién trang tinh dich cis ngwriri khde manh

Churvén fiehia

Tadalafil chuyén héa chi yéu b déng phin P4s( (CYP) 3A4. Chilt chuyeén haa chinh trang
tuan hodn K methylcatechol glucuronid. Chit chuyén héa nily gin két van PDES yéu hon 13,000
lan g0 véi tadalafil nén khong ¢o hegt tinh, Do dé, né khéng duge mong doi ¢o hoat tinh lam
sing & ndng d& chit chuyén hoa quan sdt duoe.

Thai i

B thanh thai duwcmg wong trung binh cia tadalafil 13 2.5 L/ gio va then mian ban thii treng binh
|a 17,5 gitr & ddi twgng Khoe manh,

Tadalafil dwoe thai wir cho :.rélu durdn dang khéng 6 hoat tinh qua phin (khodng 61 % lidu} va
méi phin nho hom qea nuide tien (kKhodng 36 % lidu),

Sy uyen tinh/ khong tuyén tnh:

Duge déng hoe ciia tadalafil & dbi twgng khoe manh 13 wvén tinh voi thivi gian vi lidy ding,
Trong khodng Jiéu tir 2,5 - 20 mg AUC ting 1 1& véi lidu s dung. Noéng 6 trong huyét turong
dat trang thai én dinh wong véng 5 ngay v lidu 1 Idn ngiy.

Durgre diing hge trén doi negng dic bigt

Netrer can nidi

B2§ thanh thai radalafil & ngudi ldn wdi khée manh (trén 65 wéi) thip hon déi tirgng khée manh
tir 19 - 45 tudi din ¢én AUC ting khodng 25 %, nhimg khing cd tic ding dang ké trén 1am sing
vit khing ciin diéu chinh lidu.

Al whdne suy than

Trong thir nghiém Jam sing ding liéu duy nhit tadalafil {3 - 20 mg), AUC cia tadalafil ting
khoung gap dbi & bénh nhin b suy thin nhe (Cle tir 51 - 80 mL/ phit), trung binh (Cleetir 31 -
50 mL/ phit) vi giai dogn cudi phai chay thén, O bénk nhéin phii thim tich mau, Cmy cia
tadalafil cao hom khodng 41 % so vwai ngudi khoe manh va s thim tich may khéng dong gap
ding ké vio vide thai trir tadalafil,

Benk nhin suy gan

AUC cia tadalafil & bgnh nhén suy gan nhe dén trung binh (Child-Pugh A va B) trong dwong
véri doi tugng khde manh o lidu 10 mg. Chua ¢t théng tin vé sy an toan khi sir dung tadaefafil
cho bénh nhin suy gan ngng (Child-Pugh C) ciing nhur diing tadalafil lidy eao hom 10 ma cho
bénh nhiin suy gan. Méu phai ké tadalafil thi nén dinh gid cn thin hidu qua va nguy co trén
timg hénh nhin.

Bénh mhin ddi thie diedmz :

AUC ¢ha tadalafil & bénh ohin dai thio dwéimg thép hon khodng 19 % so vii ddi tegng khae
manh nhurnge khing cin thidt phai hidu chinh lidy,

Chaing ic

Cac nghién edu duge ding hoe d3 bao zom eac dbi lugng va bénh nhan or cde nhdm dan tie
khac nhau, vi khing thdy cd sy khic bigt vé sy phoi nhidm dic trung win tadalafil. Khang cin
dicu chinh liéu ding.,

ierl tink

G nam gici va nir gidn khoe manh sau khi ding tadalafil don lidu vi da lidu, khimg thay co sy
khic bigt vé sur phei nhidm cé § nghia trén mit lam sang. Khong cdn diéu chinh lidu ding.

14, QUY CACH BONG GOI

Hop 1 vl x 2 vién,

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

Bidu kign bio quin:

D¢ thuie noi khé rio, tranh dnh sing, nhiet db khing qua 30°C

Han ding: 36 thang ké tr nghy san xudt,

Tidu chufn chit lugng: USP.
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16. TEN, BJA CHI VA BIEU TUDNG CUA CO SO SAN XUAT

Cor 5eF 5w i

DAVIPHARM

CONG TY CO PHAN DUQC PHAM DAT VI PHU

(DAVIPHARM) .
Ld MTA, Bring D17, Khe Cang nghiép M7 Phudc 1. Phudng Thii Hoa, Thi x3 Bén Cdt, Tinh

Binh Duong. Viét Nam

Tel: (2743567687 Fax: 0274,3567.688

17. NGAY XEM XET SUA DOL, CAP NHAT LAI NOI DUNG HUGNG DAN SIT DUNG
THUOC
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