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f film-coated tablets (1 x 4's)
! 4 for oral use

LEVITRA 5mg

Vardenafil monchydrochloride trinydrate

Treatment for erectile dysfunction
Each tablet contains 5 mg of Vardenafil
{5.926 mg of Vardenafil monohydrochloride trihydrate)

Keep all medicines out of reach of children.

On prescription only. Take as directed by the doctor.
Read package insert carefully before use!

Read package insert for further information.

Store below 30°C

- Made by Bayer Pharma AG, D-51368 Leverkusen, Germany. Made in Germany.

I% Thubc ban theo don

LEVITRA 5mg

Vardenafil monohydrochloride trihydrate

Thuée diéu trj réi loan cwwong dwong
niF Mai vién co chira 5 mg Vardenafil
(5,826 mg Vardenafil monohydrochloride trihydrate)

Vién nén hao phim (H3p 1 vi x 4 vién)
ding dwong ubng
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Chi dinh, cach ding, chdng chi dinh, cac thang tin khéc dé nghi xem

trong t& hieding dan sty dung kém theo _

Dé xa tam tay tré em. Doc kj hwong dan siv dung triére khi ding SOBK
Bao quén thudc dwd 30°C
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Bayer (South East Asia) Pte Ltd

63 Chulia Sitreett .
) OCBC Centre East, 14" Floor
Rx Thuoc ban theo don Singapore 049514
==, Levitra®
fl%L\E/: F\'}IE Hoat chét chinh: Vardenafil monohydrochloride trihydrate

W 2 4 ;
“&r;;;{_i/ Vién bao phim dung dudng udng

Thanh phén
Hoat chit:

Vién nén bao phim LEVITRA ® 5 mg: mbi vién chira 5 mg vardenafil (5,926 mg vardenafil
monohydrochloride trihydrate)

Vién nén bao phim LEVITRA ® 10 mg: mdi vién chia 10 mg vardenafil (11,852 mg
vardenafil monohydrochloride trihydrate)

Vién nén bao phim LEVITRA ® 20 mg: mdi vién chia 20 mg vardenafil (23,705 mg
vardenafil monohydrochloride trihydrate)

Ta dugc:

Léi vién thuoéc: crospovidone, magnesium stearate, microcrystalline cellulose, colloidal
silicon dioxide (silica colloidal anhydrous).

Bao phim: polyethylene glycol (macrogol 400), hypromellose (hydroxy-propyl-
methylcellulose), titanium dioxide (E171), ferric oxide yellow (E172), ferric oxide red (E172)

M5 ta san pham

Vién nén bao phim Levitra: hinh tron, mau cam, ddp noi hinh chir thap BAYER trén mot mit,
va so “5”, “10” hodc “20” trén mat kia.

Chi dinh

D‘iéu trj rdi loan chirc nang cuong (khong co kha nang dat hoic duy tri su cuong duong vat du
de thoa man trong giao hop)

Liéu lwgng va cach ding

Cach dung:

C6 thé st dung vién bao phim Levitra cting véi thirc dn hodc khong 6 thic an
Liéu lwong:

Liéu khoi dau khuyén céo 1a 1 vién Levitra 10 mg udng khi can, khoang 25 —60 phut truée
khi hoat dong tinh duc. Dua trén hiég qua va tinh dung nap, liéu lugng co thé tang dén | vién
Levitra 20 mg vardenafil hay giam dén 1 vién Levitra 5 mg.

Liéu t6i da khuyén cdo 1a mot vién 20 mg 1 lin/ngay.
Téi da nén udng 1 1an/ngay.

Trong nhiing nghién ciru 1am sang, Levitra dugc chirmg minh 1a ¢6 hiéu qua khi duge sir dung
dén 4-5 gio trude khi hoat dong tinh dyc. Can c6 kich thich tinh duc dé ¢6 dap Ung ty nhién
doi voi diéu tri (Xem phan “Cdc ddc tinh dugc déng hoc™).
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Théng tin thém trén nhirng d6i twomg bénh nhan dic biét:
Newoi gia

Liéu khéi du 12 Smg, ¢ thé tang liéu 1én 10mg, 20mg khi cin thiét theo chi dinh cua bac si.
Tré em va thanh thidu nién:

Khong chi dinb sir dung Levitra ¢ tré em.

Gioi tinh:

Khéng ap dung

Suw khdc bigt vé ching 1pc:

Khoéng 4p dung

Bénh nhin cé ton thuwong gan:

Khéng can chinh liéu & bénh nhan suy gan nhe Child-Pugh A.

Vi dé thanh thai vardenafil giam o bénh nhan suy gan murc dg trung binh Child-Pugh B, nén
str dung liéu khoi dau 1 vién Levitra 5 mg, rdi ¢6 thé tang dén liéu 181 da 1 vién Levitra 10
mg, dua trén tinh dung nap va hiéu qua.

Bénh nhin co ton thuong than:

Khéng can chinh lidu & bénh nhén suy than nhe CrCL > 50-80 ml/phut, trung binh CrCL >
30-50 ml/phnt. hay nang CrCL < 30 ml/phut

Chua nghién ctu duoe dong hoc cua vardenafil & bénh nhén can thim tach mau

Her thude

Khéng 4p dung

Bénh nhin cé ding kém voi thubc cé khd ning irc ché CYP3A4

Cin diéu chinh liéu cua LEVITRA & nhiing bénh nhén dang sir dung mot s& thubce tre ché vira
hodc manh CYP3A4 nhu ketoconazole, itraconazole, erythromyein, clarithromycin, ritonavir
va indinavir (xem muc “Twong tac voi cac thude khac va cac dang twong tac khdc”.

Khéng nén sir dung liéu 161 da vuot qua 1 vién Levitra 5 mg khi diéu tri két hop v6i thude irc
ché CYP3A4 nhu erythromycin hodc clarithromycin (xem muc “Canh bao va than trong” va
“Twong tdc voi cac thuoc khde va cac dang tuwong tde khac™.

Khéng duoc sir dung qua liéu ti da | vién Levitra 5 mg (vién Levitra Smg) khi diéu tri két
hop vé&i thude tic ché CYP3A4 nhu ketoconazole va itraconazole & mirc lidu 200 mg mét
ngay hodc it hon. Khang duoc sir dung vién Levitra véi liéu ketoconazole va itraconazole cao
hon 200 mg mot ngay.

Chéng chi dinh st dung chung v6i thube e ché HIV protease nhy indinavir va ritonavir, |4
nhitng thuoe ttc ché CYP3A4 rit manh (xem phan “Chong chi dinh, Cdc luu y va Théin trong
dac biét, Tuong tdc voi cac thude khac” va “Cac hinh thiee tuong tdc thuoc khac™).

Diing kem voi thude chen alpha

Theo tinh chédt giin mach cia thube chen alpha va vardenafil, sir dung vién Levitra chung véi
thudc chen alpha ¢6 thé lam ha huyét 4p ¢6 trigu ching ¢ mot s0 bénh nhan. Diéu tri dong
th&i chi nén duoc bat dau khi bénh nhan da 6n dinh véi diéu tri bang thubc chen alpha (xem
phan *Tuwong tac voi cdc thudc khdc va cac dang twong tac khac).
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C6 thé sir dung Levitra vao bét ky thoi diém nao véi alfuzosin hodc tamsulosin. Véi terazosin
va céac thuoc chen alpha khac can cé khoang cach thoi gian gitra hai thuoc khi diéu tri dong
thai voi Levitra. (xem phan “Twong tac voi cac thuoc khac va cac dang twong tac khac™).

Véi nhirng bénh nhan dang sir dung vardenafil liéu téi uu, thi nén bét dau diéu trj thude chen
alpha véi lidu thap nhit. Su tang liéu theo bic thang cua cac thudc chen alpha c6 thé di kém
voi viée lam giam huyét ap thém & nhiing bénh nhin dang su dung thudc tc ché
phosphodiesterase (PDES) bao gom vardenafil.

Chéng chi dinh

Chbng chi dinh & nhiing bénh nhan qua man véi bat cir thanh phan nao cua thudc (hoat chét
chinh hay t4 dugc).

Do tac dung cua su tc ché PDE trén con dlrg‘mg nitric oxide/ ¢cGMP, nén cac thudc e ché
PDES c6 thé lam tang thém tac dung ha huyet ap cua cac thudc nitrates. Chéng chi dinh st
dung Levitra ¢ nhitng bénh nhan dang dugc diéu tri dong thoi véi nitrates hay nhitng chat
sinh nitric oxide (xem phan “Twong tdc voi nhitng thude khdc va cac dang twong tde khdac).

Chéng chi dinh st dung chung Levitra véi thudc te ché HIV protease nhu indinavir hay
ritonavir, vi dy la nhitng chat ¢ ché CYP 3A4 manh (xem phan “Liéu lugng va cach dung”
va “Twong tac voi nhitng thuoc khac va cac dang twong tac khac”).

Céanh bao va than trong dac biét khi dung

Trude khi khoi ddu bat ky diéu tri rdi loan cuong duong, thay thubc phai xem xét tinh trang
tim mach cta bénh nhan, vi hoat dong tinh duc c6 lién quan dén mot mie do nguy co tim
mach. Vardenafil cé tinh gidn mach c6 thé lam giam huyét ap nhe va thoang qua. Nhiing bénh
nhan c6 tac nghén dong mau di ra cta that trai nhu hep van dong mach chu hay hep phi dai
dudi van dong mach chu vé can, c6 thé nhay cam voéi tac dung cua cac thude gisin mach bao
gdm nhirng thudc Gc ché PDES.

O nhiing bénh nhén nam duoc khuyén cao khéng nén hoat dong tinh duc do tinh trang bénh
nén vé tim mach cua ho nhin chung khéng nén ding céc thude diéu trj roi loan cuong duong.

Trong mdt nghién ctru vé tac dung cua Levitra trén khoang QT ¢ 59 ngudi dan ong khoe
manh tinh nguyén, liéu diéu tri (10 mg) va liéu trén mirc diéu tri (80 mg) lam ting khoang
QTc (xem phan “Cac dac tinh duoc luc hoc™). Mot nghién ciru sau khi marketing danh gia tac
dung khi ding két hop vardenafil véi thude khac gdy kéo dai khoang QT c6 thé so sanh duoc
cho lhay tac dung tang thém Ién QT so vai khi chi dung don ddc mét thudc (xem “Cdc ddc
tinh dicge lyc hoc”). Nén luu y két qua nay trong nhiing quyét dinh lam sang khi ké toa
Levitra cho bénh nhén cé bénh sir kéo dai QT hay nhiing bénh nhan dang dung thudc gay kéo
dai QT. Cac bénh nhan dang ding thuc chdng loan nhip nhém [A nhu quinidine,
procainamide hay nhém Il nhu amiodarone, sotalol. céc thudc chéng loan nhip hay nhiing
bénh nhén cé kéo dai khoang QT bam sinh nén tranh sur dung vién Levitra.

Nén sir dung than trong nhiing thudc diéu tri rdi loan cuong trén nhiig bénh nhéan c6 bét
thudng vé giai phiu ctia duong vét nhur gap goc, xo hoa thé hang hay bénh Peyronie hay trén
nhimg bénh nhan c6 nhitng bénh ¢6 thé gay chimg cuong dau duong véat nhu bénh thiéu mau
hdng cau hinh liém, da u tuy hay bénh bach cau.

Tinh an toan va hiéu qua khi két hop Levitra v4i nhing thudc diéu tri rbi loan cuong khac
chua dugc nghién ciu. Do d6, khong khuyén cdo diéu tri két hop.

Chua xac dinh dugc d6 an toan cua Levitra & nhiing phdn nhém bénh nhan dudi day va do do,
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viéce sur dung thude khéng duoe khuyén cdo: suy gan ning bénh thén giai doan cudi can loe
mau. ha huyét 4p (huyét dp tdm thu ldc nghi < 90 mmHg), tlen cin dot quy hodc nhdi mau co
tim gan day {trong vong 6 thang), con dau that nguc khdng dn dinh, nhiing bénh thoai ho4
véing mac di truyén nhu viém véng mac séc tb.

D3 béo cdo thay trudng hop giam thi luc thodng qua. bénh Iy than kinh thi giac (NAION)
khéng phai do viém déng mach gdy thiéu mau cuc bé o nhiing bénh nhén ¢é dung cac thude
trc ché PDES ké ca Levitra. Néu dot nhién giam thi Iirc. bénh nhan nén ngling su dung Levitra
va tham khao v kién bac si ngay (xem muc “Téc dung ngoai v’}

Dung két hop vai cac chét (rc ché vira hodc manh cytochrome CYP 3A4 nhu ketoconazole,
itraconazole, erythromycin, clarithromycin, indinavir, hay ritonavir ¢ thé lam ting dang ké
nong do vardenafil trong huvét tuong.

Liéu t6i da khong nén qua | vién Levitra 5 mg khi ding két hop v6i ketoconazole va
itraconazole véi mirc lidu < 200 mg. Khéng ding vién Levitra v6i liéu ketoconazole hodc
itraconazole 2 200mg (xem phan “Liéu liwong va cach dimg”,” Twong tdc véi cdc thudc khdc
va cdc hinh thiec twong tac thuée ™).

Liéu tdi da cia Levitra khéng nén qua § mg khi diung két hop véi erythromycin hogc
clarithromycin,

Chéng chi dinh dung két hop v6i indinavir hay ritonavir la nhitng chét co thé gdy uc ché
manh CYP3A4 (xem phin Liéu lwong va Cdch sw dung. Chong chi dinh, Tuong tdc véi cdc
thude khac va cac hinh thicc tirong tac thuoc)

Chi nén dung két hop khi bénh nhan diéu tri 6n dinh vdi thude chen alpha (xem muc “Tuong
tac voi cac thude khac va cac dang tuong tac khac”), trén nhiing bénh nhén da én dinh vdi
thude chen alpha, diéu trj nén khéi diém & mic lidu Levitra thép nhat.

Levitra co thé dung bt ¢ lac nao vai alfuzosin hodc tamsulosin. Vi terazosin va cac thude
chen alpha khac nén udng gién cach khi sir dung dong thoi vai Levitra {(xem muc “Tuong tac
v cac thude khac va cac dang tuong tac khac™).

Nhiing bénh nhan dang dung lidu téi uu cua Levitra, thi diéu tri v&i chen alpha nén bat déu
vai ligu thap nhat. Tang lidu bac thang thude chen alpha ¢é thé lién quan dén giam huyét ap
thém nifa & nhitng bénh nhan sir dung mdt chat ¢ ché PDES ké ca Levitra.

Khéng duge st dung vardenafil ¢ nhitng bénh nhén c¢ r6i loan chay mau hay loét da day

dang tién trlen dang ké. Do dé, chi nén sir dung vardenafil & nhimg bénh nhan nay sau khi da
can nhic can than vé loi ich — nguy co.

O nguoi, Levitra khong ¢6 tac dung trén thoi gian chay mau don thuan hodc vdi
acetylsalicyclic acid.

Két hop heparin va vardenafil khdng ¢d tdc dung trén théi gian mau chay & chudt, nhung chua
nghién ciru tuong tac nay ¢ nguoi.

Tuong tic voi cac thube khac va cac dang twong tac khac

Nitrates, chit sinh Nitric Oxide

Khoéng ghi nhan kha nang lam ha huyét ap cta 0,4 mg nitroglveerin ngdm dudi ludi khi su
dung Levitra 10 mg & nhiing thoi diém khac nhau 24 gid gidm dan dén [ gio trude khi s
dung nitroglycerin trong moét nghién ciu & 18 ngudi nam tinh nguyén khae manh.

Téc dung ha huyét ap ciia 0.4 mg nitrate ngdm dudi ludi 1 va 4 gidr sau khi st dung Levitra 20

o
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mg bi ting 1én & ngudi tinh nguyén khoe manh tudi trung nién. Khong ghi nhan tac dung nay
khi ding Levitra 20 mg 24 gid trude khi st dung nitroglycerin.

Tuy nhién, khéng c6 thong tin vé tiém nang lam ha huyét ap cua vardenafil khi sir dung két
hop véi nitrates & bénh nhan va vi thé chong chi dinh st dung két hop (xem phan Chong chi
dinh).

Thubc e ché CYP

Vardenafil duoc chuyén héa chu yéu qua cac enzyme tai gan thong qua CYP3A4. voi su gop
phén tir cac dong dang CYP3AS va CYP2C. Do do, thube tc ché nhitng enzyme nay c6 thé
lam giam thanh thai vardenafil.

Cimetidine , 400 mg 2 ldn/ngay, 1a mot thude tc ché cytochrome P450 khong dac hiéu, khong
6 tac dung trén AUC va Cmax cua vardenafil khi sir dung chung voi Levitra vién 20 mg &
ngudi tinh nguyén khoe manh.

Erv"thromvcin. 500 mg 3 lém’ngéy, mot thuéc\ e ché CYP3A4, lam tang AUC cuta vardenafil
4 lan (300 %) va tang Cpax cua Vardenafil 3 lan (200 %) khi sir dung chung véi Levitra vién 5
mg o ngudi tinh nguyén khoe manh.

Ketoconazole (200 mg), mot thude Ge ché CYP3A4 manh, lam ting AUC cia vardenafil 10

lan (900 %) va ting Cimax cUa vardenafil 4 1an (300 %) khi str dung chung véi Levitra S mg ¢
nguoi tinh nguyén khoe manh.

Indinavir (800 mg 3lan/ngay), 1a mt thude e ché HIV protease, khi diing chung véi Levitra
10 mg lam tang AUC cua vardenafil 16 lan (1500 %) va tdng Crmax cua vardenafil 7 lan (600
%). Sau khi sir dung 24 gio, ndng do trong huyét thanh cua vardenafil vao khoang 4% nong
do vardenafil toi da trong huyét thanh (Cmax).

Ritonavir (600 mg 2 lan/ngay), 1a mot thude e ché HIV protease va trc ché manh CYP3A4,

lam ting Cnax cta vardenafil 13 1an, va lam ting AUCo24 cua vardenafil 49 1an khi sir dung
chung véi Levitra 5 mg. Ritonavir kéo dai dang ké thoi gian ban huy cia LEVITRA dén 25,7

gio.
Thudc chen alpha

Vi thudc chen alpha don tri liéu c6 thé lam giam huyét 4p dang ké, dic biét 1a ha huyét ap tu
thé va ngat, nhiéu nghién ciru tuong tac véi Levitra da duoc thuc hién.

Ha huyet ap trong mot vai trLrOfng hop ¢6 triéu chung, dugc ghi nhin & mot sb truomg hop
dang ké khi dung két hop vdi vién Levitra ddi v6i nguoi tinh nguyén khoé manh co huyét ap
binh thudng bit bude chudn dé trong 14 ngay hodc it hon di vai thude chen alpha tamsulosin
hoac terazosin lidu cao,.

Khi vién Levitra 5, 10 hodc 20 mg dugc cho trén bdi canh tri liéu n dinh véi tamsulosin,
khéng gdy ra giam huyét ap t6i da trung binh trén lam sang Str dung Levitra 5 mg kém
tamsulosin 0,4 mg; 2 trong s6 21 bénh nhan cho thdy huyet ap tam thu o tu thé dimg giam <
85 mmHg. Khi cho thubc Levitra vién 5 mg 6 gi¢ sau khi udng tamsulosin, 2 trong so 21
bénh nhan c6 huyét ap tim thu & tu thé dimg giam < 85 mmHg.

Trong sb nhiing ngudi diéu tri Vi terazosin, ha huyét ap (huyét 4p tam thu tu thé ding < 85
mmHg) thuong gdp hon khi dung dong thoi vardenafil voi terazosin dé dat dong thoi néng do
t6i da Cmax so véi khi dung cach nhau 6 gio. Do day la nhiing nghién ctru duoc tién hanh voi
ngudi tinh nguyén khoé¢ manh sau chinh do bat budc chen alpha Ién liu cao (nhiing nguoi
khéng 6n dinh véi diéu tri chen alpha) cho nén nhiing lién quan lam sang c¢é thé han ché.
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3 nghién ciiu vé tuong tac thudce cling dugc tién hanh véi vién Levitra trén bénh nhan phi dai
+ A . A “ A . A . ‘. & x .

tién liét tuyen (BPH) dang diéu trj 6n dinh vaéi thude chen alpha bao gdm alfuzosin,
tamsulosin hodc terazosin.

Ubng Levitra Smg hodc 10 mg 4 gio sau khi udng alfuzosin. Khoang liéu 4 gio duoc chon goi
y tuong téc tdi da c6 thé c6. Khong thdy c6 su giam thém huyét 4p trung binh t6i da trén 14m
sang qua khoang cach hon 10 gid sau khi diing vién Levitra 4 gi¢ sau khi alfuzosin. Co6 hai
bénh nhan, mot ngudi dung vién Levitra 5 mg va ngudi kia dung vién Levitra 10 mg, bi giam
huyet 4p tAm thu tu thé so v6i ban diu >30 mm Hg. Khong c6 truong hop huyet ap tam thu tu
thé dimng <85 mm Hg duoc quan sat thdy trong thoi gian nghién ctru. C6 bén bénh nhan, mot
nguoi dung placebo, hai ngudi dung vién Levitra 5 mg va mot ngudi dung vién Levitra 10
mg, bao cao bi choang vang . Dua trén cac két qua nay thi khong can c6 khoang céach giira
lidu ding alfuzosin va Levitra.

Nghién ciru tlep theo trén bénh nhén bi BPH, dung Levitra 10 mg va 20 mg vdi tamsulosin
0,4 hoac 0.8 mg khong ¢ truong hop nao huyet ap tdm thu tu thé dung glam < 85 mmHg.
Dua trén nhiing két qua nay, khong cdn thiét phai c6 khoang cach lidu gitra tamsulosin va
Levitra

Khi sir dung Levitra 5 mg két hop véi terazosin 5 hodc 10 mg gay ha huyét ap tu thé triéu
ching & 1 trong s6 21 bénh nhéan. Néu ding Levitra 6 gio sau khi dung terazosin khéng ¢
truomg hop nao ha huyét ap. Nhiing két qua nay nén duoc diing dé can nhic vé khoang cach
gifta céc liéu ding. Trong ca nghién clru ndy va nghién ciu truée dé voi alfuzosin hosc
terazosin, khong co6 truong hop nao bj rung nhi.

Chi nén bat dau diéu tri két hop Levitra khi bénh nhan da diéu tri 6n dinh véi chen alpha, nén
khoi ddu véi mirc lidu thap nhét. Levitra c6 thé sir dung tai bat ky thoi diém nao khi st dung
v6i alfuzosin hodc tamsulosin. Vi terazosin va cac thuéc chen alpha khac can can nhic téi
khoang chia liéu gitra cac thude khi diéu tri két hop véi Levitra (xem muc “Canh bao va than
trong” .

O nhiing bénh nhan dang dung lidu t5i uu Levitra, diéultri v6i cée thude chen alpha nén b:fn
dau véi murc liéu thap nhat. Viéc tang liéu bac thang thudc chen alpha c6 thé c6 lién quan dén
giam huyét ap thém nita & nhiing bénh nhdn dang dung thudc c ché PDES bao gom ca
Levitra.

Nhirng thudc khac:

Khéng thiy c6 tuong tac vé dugce dong hoc khi vién Levitra 20 mg duoc dung trén bénh nhan
dang st dung Digoxin 0,375 mg, ¢ tinh trang 6n dinh, céch ngay trong 14 ngay. Khong co
bang chirng bién doi dugc dong hoc cua vardenafil do st dung dong thai vai digoxin.

Mot liéu duy nhét cua thudc khang acid; magnesium hydroxide/aluminium hydroxide khéng
lam thay ddi AUC hay ndng do t6i da Cmax cua vardenafil.

Str dung dong thoi thuée doi khang thu thé H2 Ranitidine 150 mg 2 Ian/ngay khéng lam thay
déi kha dung sinh hoc cua vién vardenafil 20 mg.

Vién Levitra 10 mg va 20 mg khong anh huong dén thoi gian mau chay khi sir dung don doc
hay két hop voi acetylsalicylic acid liéu thap (2x vién 81 mg).

Noéng do ruou (0,5g/kg can néng: Xép xi 40 mL do con tuyét dbi trén nguoi 70 kg) va
vardenafil trong huyét tuong khéng bi thay dbi khi cho dong thoi véi nhau. Vién Levitra (20

mg) khong lam tang tac dung ha huyét 4p cua ruou khi khao sat trong 4 gid trén ngudi tinh
nguyén khoe manh udng thude véi ruou (0, Sg/kg/can ning).
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Khao sdt cac dir liéu duge dong hoc trong dan 50 & nghién cu phase I1I cho théy khéng co
tdc dung dang ké cua acetysalicylic acid. thude (rc ché men chuyén, thude chen beta, thudc e
ché yéu CYP 3A4, thudce loi tiéu va nhitng thude didu tri dai thao duong, sulfonylurea va
metformin, trén duoc déng hoc cua vardenafil.

Khi dung dong thoi vién Levitra 20mg vdi glibenclamide 3,5 mg, Glyburide, thi sinh kha
dung tuong dbi cia glibenclamide khong bi anh huong. Khéng co bang ching vé viée dugc
dong hoc ciia vardenafil bi thay déi khi ding kém véi glibenclamide

Khéng thiy ¢ tuong tac vé duge Iy hoc nhu thdi gian prothrombin va yéu té déng mau II,
VII va X khi sir dung dong thoi véi warfarin 25 mg véi vién Levitra 20 mg. Duge dong hoc
cia vardenafil khong bi anh hudng khi sir dung chung vai warfarin.

Khéng thiy ¢6 tuong tac dang ké vé duoc Iuc hoc hay diroe dong hoc khi st dung déng thoi
vién Levitra 20 mg vai nifedipine 30 hay 60 mg. So sanh v&i gia dugce, Levitra lam giam
huyét ap thém 5,9 mmHg va 5,2 mm Hg d6i vai huyét ap tam thu va tam truong ¢ tu thé nam
ngura, theo thir tu).

Sir dung & phu nit ¢6 thai va cho con bu

Khong ap dung

Téc dung trén kha ning 14j xe va vin hanh miy moe

Do choang vang va roi loan thi luc dé duoc bao cdo trong cac nghien clu 1am sang voi
vardenafil nén bénh nhan nén biét co thé ho phan Gng nhu thé nao véi vardenafil trude khi lai
xe hay di¢u khien may moc.

Tic dung khéng mong mubn

Tém tit vé an toan cia thube

Bang ciac tic dung ngoai y:

Trong tit ca cac nghién ciru l1am sang

Nhiing tac dung ngoai y sau d& digc ghi nhan & nhitng bénh nhan sir dung Levitra . Vi mobi
nhém tan suit, tic dung ngoai ¥ duge xép theo mic do nang gidam dan. Tén suét duoc dinh

nghia nhu sau: Rt thudng gip (> 1/10), thuong gap (= 1/1 00 10 < 1/10), khong thuong gap
(> 1/1,000 to < 1/100), hiém gap (= 1/10,000 to < 1/1,000), rat hiém gap (< 1/10,000).

Céc phan img bét lgi ciia thude bao cao trén cac bénh nhan trong tat ca cac nghién ciu lam
sang trén toan thé gidi dugc bao cdo hodc cd lien quan dén thude = 0.1% bénh nhin hofic
hiém va dugc coi 1a nghiém trong theo ban chét cia cac phan ing nay

Loai hé théng co |Rit Thwong gip Khéng thwong gip |Hiém
quan thwong >1% dén 20,1% dén < 1% > 0,01% dén
gap <10% <0,1%
2 10%
Nhiém triing va Viém két mac
ky sinh triung
Réi loan h¢ Phti dj (rng va phi Phan Gng di g
thong mién dich mach
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Loai h¢ thong co' | Rét Thwong gap Khéng thuong gap  |Hiém
quan thwrong > 1% dén 20,1% dén < 1% >0,01% dén
gap <10% < 0,1%
= 10%
Cac roi loan tim Réi loan gidc ngu
than
Réi loan hé NHUC Choang véang Di cam va loan cam | Ngét
Ngi ga Co gift
Réi loan mat R&i loan thi gidc Tang ap hrc not
bag gom cae Xung huyét nhin cdy | PhaN
tham do co lién v u b
quan Loan thi mau sac
Pau mat va kho chiu
So anh sang
Réi loan tai va U tai
mé dao Chong mit
Ri loan tim bao Hdi hop Dau that nguc
g0m cac tham do Nhip tim nhanh Nhdi mau co tim
¢6 lién quan .
Con nhip nhanh
trén that
Réi loan mach Gidn mach Ha huyét ap

mau baoc gom cac
tham do lién
quan

Réi loan hd héip,
Iong ngire va
trung that

Xung huyét miii

Kho the
Xung huyét xoang

Réi loan tiéu héa
bao gbm cac
tham do co lién
quan

Kho tiéu

Budn nén

Bau bung va tiéu hoa
Khé miéng

Tiéu chay

Bénh hdi luu thue
quan da day

Viém da day

Nén

Réi loan hé
thong gan mat

Tang transaminases

Levitra/CCDS15/080211/PT VNOI



Loai hé théng co | Rét Thwoémg gip Khéng thuong gip | Hiém

quan thwong >1% dén >0,1% dén < 1% > 0,01% dén
oip <10% < 0,1%
>10%

Roi loan da va Ban do

mo dudi da Né&i man

Réi loan cor 'Pau lung
xwong va mo lien |
két bao gbm cac
tham do ¢6 lién

! Tang creatine
phosphokinase

t Tang truong luc co va

uan
4 vop be
bPau co
Réi loan hé Tang cuong duong Chimg dau do
thong sinh sian va cuong duong
vz
Rbi loan chung Cam thdy khéng khoé | Pau nguc

va cac ching
bénh tai cho
ding thudce

Nghién eiry hiu mai

Nhdi mau co tim da duge bao cdo ¢6 lién hé tam thdi véi viée sir dung vardenafil va hoat
dong tinh duc, nhing khong thé xac dinh nhdi mau co tim 6 lién hé truc tiép véi vardenafil
hay véi hoat déng tinh duc, déi vai bénh nén vé tim mach coa bénh nhan hay véi sy két hop
clia nhimg yéu té nay.

Bénh day than kinh thj gi4c phan truée khong phéi do viém dong mach gdy thifu mau cuc bd
gay giam thi lyc bao gém mi vinh vién da duoc bao cao hiém hoi két hop véi diung chat uc
ché PDES mot thoi gian, bao gbm ca Levitra. Da s6 nhiing bénh nhén nay c6 nhiing yéu tb
nguy co vé co thé hoc hay mach mau ‘phat trién bénh NAION, bao gbém: ty 1& 16m d6i véi dia
thi gidc thap (“dia ddy™), ngoai 50 tudi, dai thao dudng, cao huyét dp. bénh déng mach vanh.
tang lipid mau va hit thube.

Chua thé khang dinh chic chan liéu nhiing_ blen ¢b nay ¢é lién quan truc tlep tol viee dung
céc chat trc ché PDES, téi yéu 18 nguy co nén vé mach mau hay khlem khuyét vé co thé hoc
ciia bénh nhan hoac két hop ca hai nay hay cé su tham gia cba cac yéu té khac.

Réi loan thi gidc bao gdm maét thi gizic (tam thoi hay vinh vién) hiém lhéy duoc bio céo sau
hau mai két hop véi st dung thude trc ché PDE § mét thoi gian, ké ca Levitra. Chua thé
khang dinh chac chan ligu nhung blen cd nay c6 lién quan truc tiép 101 viée ding cac chit tic
ché PDES, t&i yéu 16 nguy co nén v& mach mau hay cac yéu td khac.

biéc hay mét thinh luc dét ngdt da duge bao céo vdi sé lugng nho sau khi dua ra thi truong
va trong cic trudng hop nghién citu 1dm sang véi str dung cac chit e ché PDES, ké ca

Levitra/CCDS15/080211/P1 ¥NO! B

y



Levitra. Chira thé khang dinh chac chan lidu nhitng bién cb nay 6 lién quan truc tiép t6i viée
dung Levitra, 16i yeu to nguy co nén gy giam thinh luc, két hop cac yéu t6 nay hay co su
tham gia cia cdc yéu td khac.

Théng bdo cho bic si nhitng tic dung khong mong mudn gip phdi khi sir dung thuic.

Qua liéu va cach xir Iy

Trong nhitng nghién ctu vé ligu & ngudi tinh nguyén, thir nghiém vardenafil & lidu tang dén
dén 120 mg/ngay. Ngay ca v&i lidu don 1én mic 80 meg/ngay hoic da lidu 40 mg
vardenafil/ngay trong 4 tudn, déu dugc dung nap ma khéng gdy tac dyng ngoai ¥ nghiém
trong.

Khi sir dung 40 mg vardenafil 2 lan/ngay, ghi nhan co vai truong hop da‘u lung trAm trong.
Tuy nhién, khéng ghi nhéan doc tinh trén co hay than kinh. Khi qua lieu, can diéu tri nang d&

chuin, Loc thin khéng lam tang thanh thai vardenafil vi thubc gin két cao véi protein huyét
thanh va khong thai trir nhidu qua nude tiéu.

Diac diém dirge Iv hoc

Nhém duge 1y diéu tri: thude diéu tri trong rdi loan cuong duong
ATC code: GO4BEO9Y

Pac diém duge hre hoce

Cuong duong vat 1a mdt qua trinh huyét dong hoc dua trén su gidn co tron tal thé hang va
nhiing tiéu déng mach cé lién quan. Khi ¢6 kich thich tinh duc, tir nhimg tan ciing thin kinh
tai thé hang s& phdng thich nitric oxide (NO}), lam hoat héa enzyme guanylate cylase gdy ting
nong doé guanosine monophosphate vong (cGMP) tai thé hang. Pidu nay kich hoat su gidn co
tron, cho phép tang luu lugng mau vao duong vat.

Muc cGMP thye 1€ mgt mit duge diéu hoa theo ty 1& tdng hop qua guanylate cylase, mat khéc
theo ty 1€ thodi bién qua cGMP hydrolyzing phosphodiesterases (PDE).

Tai thé hang ctia ngudi loai PDE néi bét nhét 1a cGMP specific phosphodiesterase type 5.

Do tac dung ire ché PDES, enzyme chiu trach nhiém gy thoai bién cGMP tai thé hang,
vardenafil 1am tang manh tac dung cua NO néi sinh, duoc phong thich tai cho tail the hang khi
cé kich thich tinh duc. Sur ir¢ ché PDE 5 cua vardenafil lam tang lugng ¢cGMP tai thé hang,
dan dén gian co tron va dua dong mau vao thé hang.

Do d6, vardenafil lam tang dap ung tu nhién véi kich thich tinh duc.

Cac thu nghiém trén ché phim enzyme tinh khiét cho thdy vardenafil 1a chét ¢6 kha nang va
duge lua chon dé Oc ché PDES, trén ngudi vai mac IC50 1a 0,7nM.

Tac dung te ché cua vardenafil trén PDES manh hon so voi cac phosphodiesterases duoc biét
dén khac > 15 1an so véi PDEG, > 130 1an so v&i PDE1, > 300 lan so v&i PDEI1, va > 1.000
lan so véi PDE2, 3, 4, 7, 8, 9, va 10. Trén in vitro, vardenafil gdy tang lugng cGMP phan lap
tir thé hang ctia ngudi dn dén tinh trang gi4n co.

Trén tho con tinh tao, vardenah] gay ra sw cuong duong, phu thude vao su tdng hop nitric
oxide ndi sinh va durge tang tiém luc nhd cac chit sinh nitric oxide.

Tdac dung trén su cuong duong

Trong nghién ciu sir dung Rigiscan c6 dbi chimg véi gia duge dé do mirc dé cuong cimg,
vardenafil 20 mg gdy ra mic cuong duong du cho sy giao hgp = 60% cuong cling vai
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Rigiscan & mot s6 ngudi nam xay ra som trong 15 phat. Dap ung téng quat trén nhiing doi
tuong nay voi vardenafil la ¢6 y nghia thong ké khi so sanh v6i nhom ding gia dugc tai thoi
diém sau khi ding thudc 25 phut.

Pic diém dwoc dong hoc

Hip thu

Vardenafil duoc hap thu nhanh chéng sau khi uéng. Nong do tréi da Cinax dat dugce 15 phat sau
khi uong, 90% Cmax dat dugc trong khoang thoi gian tir 30 dén 120 phat (trung binh 60 phat)
khi doi.

Do thubc cé chuyén hoa bude dau dang ké, nén sinh kha dung tuyét déi trung binh dat khoang
15%.

Sau khi ubng thudc, AUC va Crex tang hdu nhu tuong ting véi liéu dung trong khoang lidu
khuyén cdo (5-20 mg).

Khi uéng vardenafil véi bira an nhiéu chét béo (chira 57% chat béo), tc do hép thu s& giam
va thoi gian Tmax trung binh dé dat ndng dé tdi da trong huyét thanh tang khoang 60 phut va
giam Cmax 20%. AUC cua vardenafil khéng bi anh hudng. Sau mdt blta d&n binh thuong
(chua 30% md&). nhitng théng sb duoc dong hoc cua vardenafil (Cmax, Tmax, va AUC) khong
bi anh huong.

V6i nhimg két qua nay, c6 thé udng vardenafil cé hodc khong ¢ thirc an.
Phin bo
Thé tich phan bb & giai doan 6n dinh 12 208 L cho thay su phan b vao cac mé cua vardenafil.

Vardenafil va C,hf:(lt chuyén hoa chinh (M) co ty lé gan két véi protein huyét tuong cao
(khoétng 95% doi voi vargienaﬁl va M1). Su gin két nay la c6 hoi phuc va khong phu thudc
vao tong nong do cua thuoc.

Nghién ctu trén ngudi tinh nguyén khoé manh cho thdy sau khi ubng thudc 90 phut, khong
qua 0,00012% liéu dung cua thuoc xuét hién trong tinh dich.

Chuyén hod

Vardenafil chuyén hoé chu yéu qua hé théng enzyme CYP3A4, v6i s tham gia cia CYP3AS
va CYP2C9 dang dong phan.

Thoi gian ban thai coa chit chuyén‘ hoa M1, 1a chét chuyén hoa chinh & ngudi, 1a khoang 3-5
gi0, tuong tu nhu thudc chua chuyén hoa.

Trén nguoi, chét chuyén hoa chinh trong tudn hoan (M) duoc tao ra qua qua trinh
desethylation tai vong piperazine ciia vardenafil s& tiép tuc dugc chuyén hoa.

Trong hé théng tuan hoan, M1 & duéi dang két hop véi glucuronide (glucuronic acid).

Nong do trong huyét tuong cua chit M1 dang khong két hop véi glucuronide chiém khoang
26% téng s6 hop chat ban dau. Chat chuyén hoa M1 ¢6 déc tinh chon loc phosphodiesterase
twong tu nhu vardenafil va kha nang \ic ché PDES5 trén vitro 1 khoang 28% so véi vardenafil,
dong gop khoang 7% hiéu qua diéu tri.

Thdi trir
Téng ty 1é thanh thai cua vardenafil 1a 56 L/gid v6i thoi ban thai khoang 4-5 gio.

Thai trir chii yéu qua phan (khoang 91-95% liéu udng) va modt phan nho qua nudc tiéu
(khoang 2-6%).
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Dirge dgng hoe trén mot s& ddi twgng dic bidt

Nguwoi gid (1rén 65 tudi

O ngudi gia khoé manh (trén 65 tudi) su dao thai vardenafil ciia gan giam so véi ngudi tré
tudi (< 45 tudi). Trong céac thu nghiém ldm sang, AUC & ngudi gia cao hon 52% so véi ngudi
tré tudi. Khong thay cé sur khac biét vé dd an toan va hiéu qua dicu tri gifra ngurdr gia va ngudi
tré trong cac nghién cou 1am sang co6 kiém ching véi gia duge.

Bénh nhan suy thin

Duge dong hoc vardenafil o nhiing bénh nhin suy than nhe (d6 thanh thai creatinin > 50 — 80
ml/phat) va vira (dd thanh thai creatinin > 30 — 50 ml/phit) trong tu so véi nhing chiang ¢o
chuc nang than binh thutng. Nhiing bénh nhén tinh nguyén cé suy thin nang (dd thanh thai
creatinin < 30 ml/phiit) AUC trung binh tang 1&n khoang 21%, néng dé Cmax trung binh giam
23% so voi ngudi tinh nguyén khong cé tén thuong thin. Khéng c6 su khac biét ¢6 v nghia
théng ké vé dé thanh thai creatinine va AUC, Cpay clia vardenafil trong huyét tuong.

Dugc dong hoc ctia Vardenafil khdng duoc nghién ctu trén nhém bénh nhan cdn thiam tach
mau.

Bénh nhan suy gan

Béph nhan suy gan mtc d¢ nhe dén vira (Child-Pugh A va B), do thanh thai vardenafil giam
xuong ti 1é véi mire do suy gan.

Bénh nhan suy gan nhe (Child-Pugh A), AUC va Cmax cia vardenafil ting 1,2 ldn (AUC
ting 17%, Cmax tang 22%j) so voi nguol khoeé manh.

Bénh nhan suy gan vira (Child-Pugh B), AUC cua vardenafil ting 2,6 lan (160%), Cmax ting
2,3 lan (130%) so voi nguoi khoé manh,

Dugc ddng hoc trén nhém bénh nhan suy gan ndng (Child-Pugh C) chua duge nghién cou.
Dir liéu an toan tién 1am sang

Khéng cé nguy co nao dic biét trén ngudi dua trén cac nghién clu quy udce vé an toan duoc
ly, lieu géy dgc nhac lai, nhiem ddc gen, kha nang giy ung thu va dbc tinh sinh san.

Tinh tirong ky

Khong co

Han dung

36 thang trong vi PP/Alu.

Diéu kién bao quan

Bao quan & nhiét do phong, dudi 30°C
Quy cach dong goi

Hop 1 vi x 4 vién nén.

Hirdmg din s dung/tiéu huy

Khoéng co
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Dé xa tam tay tré em
DPoc ki hwéng din stk dung trwde khi ding
Néu can thém théng tin, xin héi ¥ kién bdc si

San xuat boi: Bayer Pharma AG. D-51368 Leverkusen, Duc

Ngay duyét ndi dung tom tit san pham: 08/02/201 |

Levitra/CCDS15/080211/PI VNOI%
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Nouén Vi Hing
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