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Levitra® ODT 10mg

Vién nén tan trong miéng (Orodispersible tablets - ODT)

Bayer Pharma AG

Thanh phin

Hoat chat:

Vién nén Levitra 10 mg tan trong miéng: mdi vién nén tan trong miéng chira 10 mg

vardenafil (11,852 mg vardenafil monohydrochlorid trihydrat).

Ta dwge:

Aspartam, huong liéu bac ha (flavor peppermint), magie stearat, crospovidon, mannitol, silica

colloidal hydrat, sorbitol, Pharmaburst®

M3 ti san phim

Vién nén Levitra 10 mg tan trong miéng: vién nén tréng, tron, hai mat 16i khéng c6 dau hiéu -
trén vién.

Chi dinh

Diéu tri réi loan chirc nang cuong ¢ nam gidi truong thanh (khong c6 kha nang dat hodc duy
tri sur cuong duong vat du dé thoa man trong giao hop)

Liéu legng va ciach ding

Céich dung:

Vién nén Levitra tan trong miéng: 5

Levitra 10mg vién nén tan trong miéng (ODT) khdng tuong duong sinh hoc véi Levitra 10mg ayer (South

vién nén bao phim (FCT) e g?él?t:

Neén dat Levitra ODT 10 mg trén ludi cho dén khi hoa tan. Khong ding véi nude dé ubng Singay
thuoc.

Nén sir dung ngay sau khi ldy ra khoi vi.

C6 thé sir dung Levitra ODT 10 mg sau khi an hodc khi doi.
Licu lrgng:

Str dung ¢ nam gidi truong thanh.

Liéu ban dau khuyén céo 14 mot vién Levitra ODT 10mg khi cdn, khoang 25-60 phut trudce
khi sinh hoat tinh duc.

Liéu t6i da hang ngay khuyén céo la mét vién Levitra ODT 10 mg.

S lan dung ti da hang ngay khuyén cao la mét 1dn trong ngay
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Trong nhitng 11gh1e11 clru 1am sang, Levitra di dugc ching minh 12 van ¢6 hiéu qua khi dung
thubc dén 4-5 gid teude khi sinh hoat tinh duc.

Cén ¢6 kich thich tinh dyc dé c6 dap Ong ty nhién ddi véi diéu tri (xem phén “Cédc dac tinh
dwoc dong hoc’™).

Théng tin thém trén nhimg ddi twong bénh nhan dic biét:

Negwoi gia

Liéu khoi dau 13 Smg, ¢6 thé tang lidu 18n 10mg, 20mg khi cdn thiét theo chi dinh caa bac sf.
Tré em va thanh thiéu nién:

Khéng chi dinh sir dung Levitra ¢ tré em va thanh thiéu nién dudi 18 tudi.

Gidi tinh:

Khéang ap dung

Bénh nhin cé tén thuong gan:

Levitra ODT 10 mg khéng duoc chi dinh [a liéu khoi dau trén bénh nhan cé suy gan nhe
(Child-Pugh A)

Bénh nhan bj suy gan nhe nép bat dég diéu tri véi Levitra FCT 5 mg. Dya trén tinh dung nap
va hiéu qua, lidu lugng ¢é thé tang dén Levitra FCT 10mg va 20mg, hode Levitra ODT 10mg
Liéu t6i da dugc khuyén cdo trén bénh nhan suy gan vira phai (Child-Pugh B) 1a Levitra FCT
10mg.

Cac bénh nhan suy gan muic d¢ trung binh hodc néng, Child Pugh B hoac Child Pugh C,
khong nén su dung Levitra ODT 10mg.

Bénh nhén cé ton throng than:

Khéng cén chinh liéu & bénh nhan suy than nhe dén trung binh

Trén bénh nhan suy than nang (CrCl < 30ml/phit) nén xem xét liéu khoi dau cua Levitra
FCT 5mg. Dya trén tinh dung nap va hig¢u qua. co thé ting dén lieu Levitra FCT 10mg va
20mg, hoédc Levitra ODT 10mg. Levitra ODT khéng dugc diing trén bénh nhan suy thin giai
doan cudi.

Chua nghién ciu duge dong hoc cila vardenafil & bénh nhén can tham tach mau

Hit thuéce

Khdng ap dung

Nitrates:

Ding déng théi véi nitrates o bét kv dang nao déu bj chéng chi dinh xem phan “Chong Chi
Dinh”)

Bénh nhin dang ding dong théi véi cde thuéc irc ché CYP 344 viva phai hay manh

Chéng chi dinh ding Levitra ODT 10mg trén cac bénh nhan dang ding cac thubc irc ché
CYP3A4 manh hodic via phai (xem phan “Tuwong tdc véi cde thude khdce va cde dung tieomg
tac khac?”).

Dimng kém véi thude chen alpha

Theo tinh chét gifin mach cua thude chen alpha va vardenafil, sir dung vién Levitra chung vdi
thuéc chen alpha cé thé lam ha huyét ap cé tri¢u chimg 0 mot s6 bénh nhan. Diéu tri ddng
thoi chi nén duogc bat diu khi bénh nhan da dn dinh véi didu trj bang thuée chen alpha (xem
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phan “Tuong tdc voi cdc thude khac va cée dang twong téc khdc). Trén nhitng bénh nhan da
diéu tri 6n dinh véi cac thude chen alpha, viée didu tri nén bat ddu véi lidu khai dau thip nhét
duge khuyén cdo khi dung Levitra FCT. Cac bénh nhén dugec didu tri céc thude chen alpha
khéng nén sir dung Levitra ODT 10mg la liéu khoi diu.

C6 thé si dung Levitra vao bt ky thoi diém nao v6i alfuzosin hodc tamsulosin. Vi terazosin
va cac thube chen alpha khac ¢in c6 khoang cach thoi gian gitta hai thude khi dicu tri dong
thori vdi Levitra. (xem phan “Tuong tdc véi cdc thude khac va cdc dang teong téce khace ™).

V6i nhitng bénh nhéan dang sir dung vardenafil liéu t6i wu, thi nén bét dau diéu tri thude chen
alpha véi lidu thip nhit. Sy tang lidu theo bdc thang cta cac thudc chen alpha cé thé di kém
vl viée lam giam huyét ap thém o nhimg bénh nhin dang st dung thubc (¢ ché
phosphodiesterase (PDE3) bao gbm vardenafil.

Chéng chi dinh

Chéng chi dinh ¢ nhémg bénh nhan qua min v&i bat i thanh phdn nao cua thude (hoat chat
chinh hay ta dugc).

Chéng chi dinh sir dung Levitra 0 nhiing bénh nhan dang dugc diéu tri df‘mg thad voi nitrates
hay nhifng chat sinh nitric oxide (xem phan “Twong tac voi nhitng thude khac va cdc dang
twong tac khac™).

Levitra chdng chi dinh trén bénh nhan bi mit thj gidc & mot mét vi bénh day than kinh thj
gidc phan trude khong phai do viém dong mach gay thidéu mau cuc bd (NAION), bat ké giai
doan nay cé lién két véi phai nhiém véi cac thude e ché phosphodiesterase 5 (PDES) trudce
ddy hay khéng (xem phan 4.4).
Nai chung cac thude diéu trj rdi loan chire ning cwong khong dugc dung trén ngudi nam ma
hoat dong tinh duc la khdng thich hgp (v.d. nhitng bénh nhén bi roi loan tim mach nghiém
trong nhur con dau that ngyc khéng én dinh hay suy tim [Xép loai H6i Tim New York Heart [a
[l hodc IV]).
D6 an toan cua vardenafil chua duge nghién ctiu trén nhitng phan nhom bénh nhdn sau day ,
vi vay str dung thube bi chdng chi dinh cho t6i khi c6 thém théng tin:

- suy gan nang (Child-Pugh C),

- bénh than giai doan cudi can thim tach mau ,

- ha huyét &p (huyét ap <90/50 mmHg),

- bénh sir dét quy hay nhoi mau co tim gan day (trong vong 6 thang qua),

- dau that nguc khong on dinh va céc bénh véng mac do di truyén duge biét nhu viém

ving mac sAc th,

Chéng chi dinh diing Levitra ODT 10mg trén cdc bénh nhin dang ding céc thude e ché
manh hodc trung binh CYP3A4 nhu ketoconazol, itraconazol, ritonavir, indinavir,
erythromycin va clarithromycin (xem phin “Tuong tdc véi nhitng thude khdic va cde dang
tiwong tdc khac™).

Canh bao va than trong dic biét khi dung

Trude khi khoi dau bat ky diéu trj rdi loan cuong duong, thiy thube phai xem xét tinh trang
tim mach cia bénh nhan, vi hoat dong tinh duc ¢é lién quan dén mot mirc dé nguy co tim
mach. Vardenafil co tinh gi&in mach ¢¢ thé lam giam huyét 4p nhe va thoang qua. Nhiing bénh
nhén ¢6 tdc nghén dong méau di ra cua that trai nhu hep van ddng mach chu hay hep phi dai
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dudi van ddng mach chi vé cin. cé thé nhay cam véi tac dung cla cac thuéc gidn mach bao
gom nhitng thudc oc che PDES.

O nhitng b¢nh nhan nam duoc khuyén cao khong nén hoat dong tinh dyc do tinh trang bénh
nén vé tim mach ctia ho nhin chung khéng nén dung céc thude diéu tri rdi loan cuong duong.

Nai chung cac thubc dé diéu trj r6i loan chiirc nang cuong dang than trong trén bénh nhén ¢o
bién dang vé giai phdu cua duong vét nhu gdp goc, xo hda thé hang hay bénh Peyronie hoac
trén bénh nhan c¢é nhitng bénh c6 thé dan dén chitng cwong dau duong vit nhu thiéu mau té
bao hinh liém, u da tuy hay bénh bach cau.

D)6 an toan va hiéu qua coa su két hop giira Levitra v&i cac diéu tri roi loan chirc ning chua
duge nghién ciru. Vi vdy khéng khuyén cao dung phdi hgp.

D6 an toan cua Levitra chua duge nghién ciru trén nhitng phan nhdm bénh nhan sau day va vi
vay khong khuyén cdo dung: suy than ning, bénh than giai doan cudi can thim tach mau, ha
huyét 4p lic nghi huyét dp tdm thu < 90 mm Hg, bénh su dot quy hodc nhoéi mau co tim gan
day trong vong 6 thang qua, dau that nguc khong én dinh, va cac bénh véng mac thoai héa do
di truyén nhu viém vdng mac sic td.

b an toan cua Levitra ODT 10mg chua dugc nghién ctru trén bénh nhan c6 suy than vira
hay nang, Child Pugh B hay Child Pugh C, vi vay khong khuyén cao ding Levitra 10 mg
vién tan trong miéng trén nhimg bénh nhén nay.

Anh heong lén khoang OT

Trong mét nghién ciru vé tac dung cua Levitra trén khoang QT & 59 nguoi dan éng khoe
manh tinh nguyén, liéu diéu tri (10 mg) va liéu trén mac diéu tri (80 mg) lam tang khoang
QTc (xem phf‘an ~Cac dic tinh duge luc hoc™). Mot nghién ciru sau khi marketing danh gia tac
dung khi dung két hop vardenafil voi thube khac gdy kéo dai khoang QT ¢6 thé so sanh duoc
(400 mg gatifloxacin) cho thiy tic dung tang thém 1én QT so vdi khi chi dung don dc mot
thube (xem “Cdc ddc tinh duoc hre hoc”). Nén luu y két qua nay trong nhiig quyét dinh [am
sang khi ké toa Levitra cho bénh nhin ¢6 bénh su kéo dai QT hay nhirng bénh nhan dang
ding thube gay kéo dai QT. Cac bénh nhén dang ding thudéc chdng loan nhip nhém IA nhu
quinidine. procainamide hay nhém 11l nhu amiodarone, sotalol, cac thude chéng loan nhip
hay nhiing bénh nhan ¢6 kéo dai khoang QT bam sinh nén tranh sir dung Levitra.

Anh heong lén thi giac
D3 bdo cao thdy trudng hop giam thi lye thoang qua, bénh 1y thin kinh thi gic (NAION)
khong phai do viém déng mach pay thiéu mau cuc bd & nhirng bénh nhan c6 diing cac thude

trc ché PDES ké ca Levitra. Néu dot nhién giam thi luc. bénh nhan nén ngimg sir dung Levitra
va tham khao y kién bac si ngay (xem muc " Tdc dung ngoai y"').

S dung dong thoi véi cdc thude chen alpha

Su dung don;:, thdi Levitra ODT véi cac thube chen alpha ¢6 thé lam ha huyét ap ¢ triéu
ching o mot s& bénh nhan (Xem phan “ Tac dung khéng mong muon”). Céac bénh nhan duge
diéu tri voi thudc chen alpha khdng nén st dung vién nén Levitra 10mg tan trong miéng dé
bat dau dieu tri. Dieu tri dong thdi chi nén duge bt dau khi bénh nhan dd én dinh véi diéu tri
bang thude chen alpha (Xem phan * Tuwong tde vdi cdc thuoe khac va cdc dang fieong tdc
khac™). Trén nhitng bénh nhan di diéu trj 6n dinh voi cac thude chen alpha. viéc diéu tri nén
bat dau voi lidu khoi dau lhap nhat duge khuyén cdo khi ding vién nén bao phim Levitra.
Bénh nhan diéu trj v6i thudc chen alpha khéng dugc diung Levitra ODT 10 mg lam lidu
khoidau .
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Co thé sit dung Lev itra vao bat ky thoi diém nao vai alfuzosin hodc tamsulosin. Véi cac thube
chen alpha khic c¢in c¢6 khoang cach thdi gian giita bai thuée khi diéu tri ddng thoi véi
Levitra. (xem phan “Twong tde voi cde thude khde va cde dang tuwong tac khac™).

Vai nhing bénh nhan dang su dung Levitra lidu t5i wu, thi nén bit dau diéu tri thqéc chen
alpha véi licu thap nhat. Sy tang licu theo bic thang cua cac thude chen alpha c6 the di kem
vol viée lam giam huyet dp thém ¢ nhimg bénh nhdn dang sir dung thudc tc ché
phosphodiesterase (PDLES) bao gdm vardenafit.

Anh huong 1én s chay mdu

Vardenafil chua duge sir dung trén céc bénh nhén bj réi loan dong mau hodce bj loét da day ta

trang hoat dgng. Do viy, chi nén ddng vardenafil cho cac bénh nhin nay sau khi ddnh gia can

thén loi ich- nguy co.

Trén ngudi, Levitra khdng ¢ anh huong trén thoi gian chay mau khi dung don doc hoic phéi
hop voi acid acctylsalicylic.

Str dung phéi hop heparin va vardenafil khéng ¢é anh hudng trén thdi gian mau chay o chudt,
nhung tuong tac nay chua dugc nghién cdu trén ngudi.

Aspartam

Levitra ODT 10mg c6 chda 1,8 mg aspartam, mét ngudn cung cép phenylalanin, ¢ thé gay
hai cho cac bénh nhan bj phenylketon niéu,

Sorbifo!

Levitra ODT 10mg c6 chira 7,96 mg sorbitol. Cac bénh nhén bi cac r6i loan khong dung nap
fructose do di truyén hiém gap thi khong nén sir dung Levitra ODT 10mg.

Tuwong tic véi cac thude khae va cac dang twong tic khae

Nitrates, chit sinh Nitric Oxide

Khéng ghi nhén kha nidng lam ha huqyél ap cua 0,4 mg nitroglycerin ngam dudi ludi khi sir
dung Levitra 10 mg & nhitng thdi diém khac nhau 24 gio giam dan dén 1 gio trude khi su
dung nitroglycerin trong m{t nghién ciru ¢ 18 nguroi nam tinh nguyén khoe manh.

Tac dyng ha huyét 4p ca 0.4 mg nitrat dat dudi ludi véng sau khi ding vardenafil 1 va 4 gm
dugc tang cudmg boi mét lidu 20 mg Levitra FCT trén cac dbi lugng nam gioi trung nién
manh khoe. Khong ghi nhédn tdc dung nay khi dang Levitra 20 mg 24 gid trude khi st dung
nitroglycerin.

Tuy nhién, khdng cé thong tin vé tiém ndng lam ha huyét 4p clia vardenafil khi sir dung két
hop v6i nitrates & bénh nhén va vi thé chéng chi dinh sir dung két hop (xem phin Chéng chi
dinh).

Nicorandil 14 mdt chét ghép gitra chit 1am mé kénh potassium va nitrate. Do thanh phan
nitrate ¢O kha ning cd tuong tac nghiém trong voi vardenafil.

Thubc ire ché CYP

Vardenafil dugc chuyén héa chi yéu qua cac enzyme tai gan thong qua CYP3A4, véi sy gop

phan tir cac dong dang CYP3AS va CYP2C. Do d6, thude trc ché nhiing enzyme nay c¢é thé
lam giam thanh thai vardenafil.
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Cimetidine 400 mg 2 lan/ngay, la mdt thude trc ché cytochrome P450 khong dic hiéu, khéng
c6 tac dung trén AUC va Cmax cua vardenafil khi sir dung chung véi Levitra vién 20 mg ¢
ngurdi tinh nguyén khoe manh.

Ervthromyein, 500 mg 3 lan/ngay, mét thude ie ché CYP3A4, lam ting AUC cua vardenafil
4 14n (300 %) va tang Crmax clia Vardenafil 3 lan (200 %) khi str dung chung v&i Levitra vién 5
mg o ngudi tinh nguyén khoe manh.

f@etoconazo]e (200 mg). mot thuée trc ché QYP3A4 manh. lam tdng AUC cha vardenafil 10
lan (900 %) va ting Cmax cua vardenafil 4 lan (300 %) khi st dung chung véi Levitra 5 mg ¢
ngudi tinh nguyén khoe manh.

Indinavir (800 mg 3l4n/ngdy), 1a mot thude e ché HIV protease, khi ding chung véi Levitra
10 mg lam tang AUC cua vardenafil 16 1an (1500 %) va ting Crax ciia vardenafil 7 1in (600
%). Sau khi sir dung 24 gid, ndng dé trong huyét thanh cla vardenafil vao khoang 4% néng
dd vardenafil tdi da trong huyél thanh (Cmax).

Ritonavir (600 mg 2 1an/ngay), 1a mot thude e ché HIV protease va e ché manh CYP3A4,
Jam tang Cumay cua vardenafil 13 ldn. va Jam ting AUCq24 cua vardenafil 49 lan khi sir dung
chung vdi Levitra 5 mg. Ritonavir kéo dai dang ké thoi gian ban huy ciia LEVITRA dén 25.7
gio. Chéng chi dinh sir dung vién nén Levitra tan trong miéng phéi hop erythromycin.
ketoconazol. itraconazol, clarithromycein, indinavir hodc ritonavir.

Thube chen alpha

Vi thubc chen alpha don trj liéu c6 thé [am giam huyét ap déng ké, dic biét 1a ha huyét ap
thé va ngat. nhiéu nghién ciru tuong tac vai Levitra dd duwge thyce hién.

Ha huyét ap trong mot vai truong hop ¢6 triéu chimg, dugc ghi nhin ¢ mét sé truwong hop
dang ké khi dung két hop véi vién Levitra d6i v&i ngudi tinh nguyén khoe manh c6 huyét ap
binh thudng bt bude chudn do trong 14 ngay hoac it hon dbi véi thube chen alpha tamsulosin
hodc terazosin lidu cao..

Khi vién Levitra 5, 10 hodc 20 mg durge cho trén bdi canh tri liéu 6n dinh véi tamsulosin.
khong gdy ra giam huyét ap t6i da trung binh trén lim sang. Sir dung Levitra 5 mg kém
tamsulosin 0.4 mg; 2 trong sd 21 bénh nhin cho thay huyét ap tam thu o w thé dang giam <
85 mmHg. Khi cho thubc Levitra vién 5 mg 6 gi& sau khi udng tamsulosin, 2 trong s6 21
bénh nhéan c6 huyét ap tam thu o tu thé ding giam < 85 mmHg.

Trong s& nhitng ngudi diéu tri v6i terazosin, ha huyét 4p (huyét dp tm thu tu thé ding < 85
mmHg) thudng gip hon khi diing dong thdi vardenafil v&i terazosin dé dat ddng thoi nong dé
t6i da Cmax so vdi khi ding cich nhau 6 gi¢. Do day 1 nhiig nghién ciiu duoc tién hanh véi
ngudi tinh nguyén khoe manh sau chinh d¢ bit budc chen alpha Ién lidu cao (nhitng nguai
khong én dinh véi diéu tri chen alpha) cho nén nhiing lién quan [am sang c6 thé han ché.

3 nghién clry vé tuong tic thudc cling duoc tién hanh véi vién Levitra trén bénh nhan phi dai
tién ligt tuyén (BPH) dang diéu tri 6n dinh véi thude chen alpha bao gom alfuzosin,
tamsulosin hodac terazosin.

Uébng Levitra 5mg hodc 10 mg 4 gio sau khi udng alfuzosin. Khoang lidu 4 gio duoc chon goi
y tuong tac tdi da c6 thé c6. Khong thay ¢é su giam thém huyét ap trung binh t&i da trén lam
sang qua khoang cach hon 10 gio sau khi dung vién Levitra 4 gid sau khi alfuzosin. Cé hai
bénh nhan. mot ngudi dung vién Levitra 5 mg va ngudi kia diing vién Levitra 10 mg . b{ giam
huyet ap tam thu tu thé so v6i ban dau >30 mm Hg. Khong ¢0 trudng hop huvet ap tam thu tu
thé ding <85 mm Hg dugc quan sat thdy trong thdi gian nghién ciru. C6 bén bénh nhan, mét
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ngudi ding placebo, hai ngudi ding vién Levitra 5 mg va mét ngudi dung vién Levitra 10
mg, bdo cdo bi choang vang . Dua trén cac két qua nay thi khéng can cé khoang céch giira
liéu dung alfuzosin va Levitra.

Nghién ciru tiép theo trén bénh nhan bj BPH, dung Levitra 10 mg va 20 mg vdi tamsulosin
0.4 hogc 0,8 mg khong c6 truong hop nao huyel ap tam thu tu thé dirng giam < 85 mmHg.
Dya trén nhing két qua nay, khong cin thit phai ¢o khoang cach lidu gita tamsulosin va
Levitra

Khi st dung Levitra 5 mg két hgp v&i terazosin 5 hodc 10 mg gdy ha huyét ap tu thé triéu
chimg o | trong sé 21 bénh nhin. Néu ding Levitra 6 gi&r sau khi ding terazosin khéng c6
trudng hop nao ha huvét 4p. Nhimg két qua nay nén duge ding dé can nhic vé khoang cach
gifta céc liéu dung. Trong ca nghién ciu nay va nghién ciu trude dé véi alfuzosin hodc
terazosin, khéng co truomg hop nao bi rung nhi.

Chi nén bit dau diéu trj két hop Levitra khi bénh nhan di diéu trj 6n dinh véi chen alpha, nén
khoi ddu véi mirc lidu thap nhat. Cac bénh nhan duge didu tri véi thude chen alpha khéng nén
sir dung vién nén Levitra [0mg tan trong miéng dé bit dau diu tri. Levitra c6 thé sir dung tai
bét ky thoi diém nao khi si dung véi alfuzosin hodc tamsulosin. Véi terazosin va cac thude
chen alpha khic c¢in cén nhéc t6i khoang chia lidu giita cac thude khi didu trj két hop voi
Levitra {(xem muc “Canh bdo va thdn trong”™

O nhiing bénh nhéan dang ding lidu ti uu Levitra. diéu tri véi cée thube chen alpha nén bt
déu voéi mire lidu thép nhat. Viée ting lidu bic thang thude chen alpha ¢6 thé ¢6 lién quan dén
giam huyét ap thém nita & nhirng bénh nhén dang ding thude e ché PDES bao gbm ca
Levitra.

Nhitng thubde khac:

Khéng thiy co tuong tac vé dugc ddng hoc khi vién Levitra 20 mg duoc ding trén bénh nhén
dang sur dung Digoxin 0,375 mg, ¢ tinh trang 6n dinh, cach ngdy trong 14 ngay. Khong cé
béng chirng bién dbi duge déng hoc ciia vardenafil do sir dung dong thoi véi digoxin.

Mot liéu duy nhét ciia thude khang acid; magnesium hydroxide/aluminium hydroxide khong
lam thay doi AUC hay ndng dod t61 da Cmax cua vardenafil.

Sur dung ddng thoi thude déi khang thu thé H2 Ranitidine 150 mg 2 lan/ngay khong lam thay
ddéi kha dung sinh hoc coa vién vardenafil 20 mg.

Vién Levitra 10 mg va 20 mg khong anh hudng dén thdi gian mau chay khi st dung don doc
hay két hop vai acetylsalicylic acid liéu thap (2x vién 81 mg).

Vién Levitra 20 mg khong lam cho tic dung ha huyét 4p cia alcohol ¢ lidu 0,5 g /kg can nang
¢6 kha ndng xay ra. Dugce dong hoc cua vardenafil khong bi anh hudng.

Khéo sat cac dir liéu duge dong hoc trong dan s6 & nghién ctre phase 111 cho thdy khéng co
tac dung dang ké cua dCthSﬂl]C) lic acid, thudc e ché men chuyen thude chen beta. thude tre
ché yéu CYP 3A4, thude lgi tiéu va nhimg thudc diéu trj di thao dudng, sulfonylurea va
metformin, trén duge dong hoc cua vardenafil.

Khi ding dén;, thot vién Levitra 20mg v6i glibenclamide 3,5 mg, Glyburide, thi sinh kha
dung twong d6i cia glibenclamide khéng bi anh hudng. Khéng ¢ bang chimg vé viée duge
dong hoc cua vardenatil bi thay déi khi ding kém voi glibenclamide
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Khong thiy cé twong tic vé duge 1y hoc nhu thoi gian prothrombin va yéu t& déng mau I,
VII va X khi sir dung ddng thdi véi warfarin 25 mg véi vién Levitra 20 mg. Dugc déng hoc
cua vardenafil khong bi anh hudng khi sir dung chung vaéi warfarin.

thmg thdy c6 tuong tac dang ké vé duoc lye hoc hay duge dfmg hoc khi sir dung dong thoi
vién Levitra 20 mg voi nifedipine 30 hay 60 mg. So sdnh v6i gia duge, Levitra lam giam
huyét 4p thém 5,9 mmHg va 5,2 mm Hg dbi voi huyét ap tdm thu va tdm truong & tu thé nam
ngua, theo tha ty).

Sir dung & phu nir ¢é thai va cho con b

Levitra khong ¢6 chi dinh su dung & phu nir. Khdng ¢d cdc nghién ciu vardenafil trén phu nir
c6 thai. Hién chua c6 dir licu trén kha nang sinh san.

Tac dung trén kha niing lai xe va van hanh may méc

Do chodng vang va rbi loan thi luc d3 duoc bdo cdo trong cic nghién clu l4m sang vdi
vardenafil nén bénh nhéan nen biet co the ho phan ing nhu thé nao voi vardenafil trude khi lai
xe hay diéu khién may mac.

Tac dung khéng mong mudn

Tém tit vé an toan cia thube

Bang cac tiac dung ngoai v:

Trong tét ca céc nghién ciru 1am sang

Nhiing tac dung ngoai v sau di duoc ghi nhan & nhitng bénh nhan s dung Levitra. Vi mdi
nhom tan sudt, tde dung ngoai ¥ duogc xép theo muc dd nang giam dan. Tan suat duoe dinh
nghia nhu sau: Rat thudng gap (> 1/10), thudng gip (> 17100 to < 1/10), khong thuong gip
(> 1/1,000 to < 1/100), hiém gap (= 1/10,000 to < 1/1.000), rat hiém gap (< 1/10,000),

Cic ADR chi duge xac dinh trong giai doan giam sat hau mdi va cac ADR khéng thé wdc
doan dirge tin suét thi duoc liét ké trong phan “chua biét”

Céc phan (mg bét lgi cuia thude béo cdo trén cac bénh nhén trong tat ca cac nghién cdu 1am
sang trén toan thé gidi duge bao cao hodc ¢o lién quan dén thude > 0.1% bénh nhan hoac
hiém va duge coi 1 nghiém trong theo ban chit cia cic phan tng nay

Loai hé thng co | Rat Thwimg gap Khong thwromg gip | Hiém
quan (MedDRA) | thwdng
gap
Nhiém triing va Viém két mac
ky sinh trung
R(’ii loan hé Phu di ing va phi Phan ung dj iing
thong mién dich mach
Cac roi loan tam R&i loan giac ngu
than
Ré;i logan hé Nhirc ddu | Choang vang Dicam va loan cam | Ngat
thong than kinh glac Ching quén
Ngu ga Co giat
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Loai hé thong ce
quan (MedDRA)

Rit
thwéng
gdp

Thwong gap

Khong thwong gip

-k
Hi¢m

Réi loan mit
bao gbm cac
thim do co lién
quan

Réi loan thj gidc
Xung huyét nhin ciu
Loan thi mau séc
Pau mit va khé chiju

S¢ dnh sang

Tang ap luc néi
nhén

Réi loan tai va U tai
i€ dgg Chong mét
Ré6i loan tim bao Hoi hap Pau thit nguc
A - - 5 o )
gom cac tham do Nhip tim nhanh Nhéi mau co tim
¢o lién quan )
Con nhip nhanh
trén that
Réi loan mach Gidn mach Ha huyét ap
mau bao gom cic !
tham doé lién
quan
Réi loan hd hap, Xung huyét miii | Khé tho

16ng ngire va
trung that

Xung huyét xoang

Ro6i loan tiéu héa
bao gdm céic
tham do co lién
quan

Khé tiéu

Budn nén

Pau bung va tiéu hoa
Khé miéng

Tiéu chay

Bénh hbi luu thuc
quan da day

Viém da day

Non

Réi loan hé
thong gan mat

Tang transaminases

A ¥
Roi loan da va
mo derdi da

Ban do

NB&i man
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Loai hé thong co | Rét Thuong gip Khong thuing gip | Hiém
quan (MedDRA) | thuong
gap
Réi loan co Pau lung
Xl}'()'ng véimo I}en Téang creatine
két bao gdm cac phosphokinase
thaim do ¢6 lién ) .
quan Tang truong luc cova
vop be
bau co
Réi loan hé Tang cuong duong Chirng dau do
thong sinh sin va cuong duong
vil
Réi loan chung Cam thdy khéng khoé | Pau nguc
va cic ching
bénh tai chd
ding thuoc

Nghién ciru hiu mai
Nhdi méu ¢o tim di duoc bao cdo ¢6 lién hé tam thoi véi viee sir dung vardenafil va hoat
dong tinh duc, nhung khong the xac dinh nhdi mau co tim co lién hé truc tiep voi vardenafil
hay voi hoat dong tinh duc, d6i v&i bénh nén vé tim mach cta bénh nhén hay vai su két hop
cua nthimg yéu t6 nay.

Bénh ddy thin kinh thi giac phan trude khéng phai do viém dong mach gay thiéu méu cuc bd
gdy giam thi luc bao gobm mu vinh vién da duge bao céo hiém hoi két hop véi dung chat e
ché PDES mét thoi gian, bao gbm ca Levitra. Da s6 nhimg bénh nhin nay c6 nhiing yeu td
nguy co vé co thé hoc hay mach mau phat trién bénh NAION, bao gbm: ty 18 16m dbi véi dia
thi giac thap (“dia day ", ngoai 50 tudi, dai thao duong, cao ]1U}el ap, bénh dong mach vanh,
tang lipid mau va hit thude.

Chua thé ]\hang dinh chic chan ligu nhimg blen cb nay c6 lién quan truc Uep toi vige dong
cac chét ire ché PDES, t&i yéu td nguy co nén vé mach méu hay khlem khuyét vé co thé hoc
cua bénh nhén hodc két hop ca hai nay hay ¢6 sy tham gia cua céc yéu tb khic.

Réi loan thi gidc bao gdm mat thi gidc (tam thdi bay vinh vién) hiém thdy duoc bao cdo sau
hau mai két hop véi su dung thudc Ge ché PDE 5 mdt thdi gian, ké ca Levitra. Chua thé
khang dinh chac chan liéu nhiing blen cd nay cé lién quan tryc tiép toi viée ding cac chit Gc
ché PDES, t&i yéu td nguy co nén vé mach mau hay cdc yéu té khac.

Diéc hay mat thinh luc dt ngdt di duoce bao cao véi s6 hrong nho sau khi dua ra thi truong
va trong cdc truong hop nghién cau lam sang voi sir dung céc chédt (c ché PDES, ké ca
Levitra. Chua thé khantr dinh chic chan lidu nhimg bién ¢b nay ¢6 lién quan tryc tiép toi viéc
diung Levitra, tdi yeu to nguy co nén gy giam thinh lyc, két hop cac yéu td nay hay co6 su
tham gia cia cic yéu td khac.
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Thong bdo cho bdc si nhitng tdc dung khéng mong mudn gap phai khi st dung thude.

Qua liéu v each xir Iy

Trong nhitng nghién ciu vé lidu & nguoi tinh nguyén, thu nghiém vardenafil o lidu tang dan
dén 120 mgngay. Ngay ca véi litu don lén mic 80 mg/ngay hodc da litu 40 mg
vardenafil/ngay trong 4 tuin. déu duge dung nap ma khong gy téc dung ngoai y nghiém
trong.

Khi st dung 40 mg vardenafil 2 lan/ngay, ghi nhan co vai trudng hop dau lung trdm trong.
Tuy nhién, khéng ghi nhén doc tinh trén co hay than kinh. Khi qud li¢u, can dicu tri ndng d&
chuén. Loc than khong lam ting thanh thai vardenafil vi thuoe gan ket cao voi protein huyét
thanh va khong thai trir nhicu qua nuée tiéu.

Pic diém dwge Iy hoc

Nhém dugce 1y didu tri: thude diéu tri trong rbi loan cwong duong

ATC code: GO4BEDY

Pic diém dwrge lwe hoe

Cuong duong vat 1a mdt qua trinh huyét dong hoc dua trén sy gidn co tron tai thé hang va
nhiing tiéu dong mach co lién quan. Khi cé kich thich tinh duc, tir nhitng tan cling than kinh
tai the hang s€ phong thich nitric oxide (NO), lam hoat hoa enzyme guanylate cylase gdy tang
nbng dé guanosine monophosphate vong (cGMP) tai thé hang. Diéu nay kich hoat su gidn co
tron, cho phép tang luu luong méiu vao duong vat.

Mirc ¢GMP thue l,é’ mdt mat duirge didu hoa theo ty 18 tong hop qua guanylate cylase, mit khac
theo ty 1€ thodi bién qua ¢cGMP hydrolyzing phosphodiesterases (PDE).

Tai thé hang cua ngudi loai PDE ndi bat nhat 1a cGMP specific phosphodicsterase type S.

Do tac dung irc ché PDES, enzyme chiu trach nhiém gdy thodi bién ¢cGMP tai _thé hang,
vardenafil lam tdng manh tac dung ctia NO ndi sinh, duoc phong thich tai ché tai thé hang khi
C'Q kl'C’I‘l thich tinh duc. Sy ¢ ch¢ PDE 5 cua vardenafil lam tang twgng cGMP tai thé hang,
dan dén gidn co tron va dua dong mau vao the hang.

Do do, vardenafil lam tdng dap g tu nhién vai kich thich tinh duc.

Céc thir nghiém trén ché pham enzyme tinh khiét cho thdy vardenafil 1 chét ¢6 kha nang va
duge lya chon dé 1rc ché PDES, trén ngudi voi mie FC50 1a 0.7nM.

Tac dung uc che':: cua vardenafil trén PDES manh hon so voi cac phosphodiesterases duge biét
den khac > 15 lan so voi PDEG6, > 130 lan so v&i PDEL, > 300 lan so v6i PDELL, va > 1.000
lan 50 vai PDE2, 3, 4, 7. 8.9, va 10. Trén jn virro, vardenafil gdy ting lugng ¢cGMP phan 1dp
tur the hang cua ngudi dan dén tinh trang gién co.

Trén tho con tinh tdo, vardenafil gay ra sy cuong duong, phu thudc vao sy téng hop nitric
oxide ndi sinh va dugc ting tiém lire nhdr cde chdt sinh nitric oxide.

Tdc dung trén su curong duwong

Trong nghién ciru sit dung Rigiscan cé dbi chimg véi gia duoe d& do mirc do cuwong cung,
vardenafil 20 mg gdy ra mac cuong ducmg du cho sy giao hgp > 60% cuong cing  voi
Rigiscan ¢ mot s ngudi nam xay ra sém trong 15 phit. Pap ung tong quat trén nhimg ddi
tuong nay vai vardenatil 1a co v nghia théng ké khi so sanh vai nhém dung gia duge tai thoi
diém sau khi dung thude 25 phit.
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Pic diém dwge dong hoc

Hip thu

Gia trj trung vi cua thoi gian dat Crax 0 cde bénh nhan ding Levitra ODT 10mg trong tinh
trang nhin doi dao ddng trong khoang tir 45 deén 90 phut. Sau khi ding Levitra ODT 10mg
cho céc bénh nhan, AUC vardenafil trung binh tang lén 21 dén 29%, trong khi Cmax trung
binh thap hon wur 8 dén 19% so vdi Levitra FCT 10 mg, Blia an giau chat béo khéng anh
huong den AUC va Twmax cva vardenafil trong khi lam giam trung binh la 35% trén Crex cua
vardenafil. Dya trén két qua nay, Levitra ODT 10mg ¢ thé diing trude hodc sau khi an. Khi
Levitra ODT 10mg duge diung v&i nude, AUC giam 29% va gia tri trung vi cua Tmax giam
60 phdt, tuy nhién Cmex khdng bi anh hudng. Khong nén ding vién nén Levitra 10mg tan
trong miéng cung vdi nudc.

Céc nghién clu tuong duong sinh hoe cho thdy ring Levitra ODT 10mg khéng tuong duong
voi Levitra FCT 10 mg. Do viy, khong nén sir dung dang bao ché tan trong miéng nhu Ia mét
ché pham tuwong duong voi cdc dang bao ché khac cua vardenafil.

Phén b6

Thé tich phan bd & giai doan 6n dinh 12 208 L cho thdy sur phan b vao cdc mé coa vardenafil.

Vardenafil va chat chuyén hod chinh (M1) ¢6 ty 1€ gin ket v6i protein huyét twong cao
{(khoang 95% d4i v&i vardenafil va M1). Su gin két nay 12 ¢6 hdi phyc va khong phy thudc
vao tong nong dd cua thude.

Nghién clru trén ngudi tinh nguyén khoé manh cho thay sau khi ubng thude 90 phut, khéng
qud 0,00012% liéu dung cua thudc xuat hién trong tinh dich.

Chuyén hod

Vardenafil chuyén hoa chu véu qua hé théng enzyme CYP3A4, véi su tham gia cua CYP3AS
va CYP2C9 dang dong phan.

Thoi gian ban thai ctia chat chuyén hoa M1, 1a chét chuyén hoa chinh ¢ ngudi, 14 khoang 3-5
gid, tuong tu nhu thuoc chua chuyén hoa.

Trén ngudi, chat chuyén hoa chinh trong tudn hoan (MI) dugc tao ra qua qua trinh
desethylation tai vong piperazine cua vardenafil s& tiép tuc dugce chuyén hoa.

Trong hé théng tudn hoan, M1 & dudi dang két hop vai glucuronide (glucuronic acid).

Néng dd trong huyél' tuong cua ché}t M1 dang khong két hop v&i glucuronide chiém khoang
26% tong so hop chat ban dau. Chat chuyén hod M1 ¢6 dic tinh chon loc phosphodiesterase
twong ty nhu vardenafil va kha néng e che PDES trén vitro la khoang 28% so véi vardenafil,
dong gop khoang 7% hiéu qua diéu tri.

Thai tror

Tong ty 1é thanh thai cta vardenafil la 56 L/gié véi thoi ban thai khoang 4-5 gid.

Thai twir chi yéu qua phan (khoang 91-95% lidu ubng) va mét phin nhé qua nude tiéu
{khoang 2-6%).

Duge dong hoc trén mt s6 ddi twong dic biét

Ngudi gia (trén 65 tudi)

AUC va Ca cua vardenafil ¢ nguoi gia, > 65 tudi, diing vién nén Levitra 10 mg tan trong
miéng tang 1én lan lwot la tir 31 dén 39% va 16 dén 21% khi so vdi cdc bénh nhan < 45 twoi.
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Khéng thiy cé tich liy vardenafil trong huyét tuong ciia cdc bénh nhan < 45 tudi hodc > 65
tudi sau khi dung ngay mot lan vién Levitra ODT 10mg trén mudi ngdy.

Khoéng thdy c6 sur khac biét vé dé an toan va hiéu qua didu uj gifa ngudi gid va ngudi tré
trong cac nghién cuu 1dm sang cd kieém chung véi gia dugce.

Bénh nhan suy gan

Bénh nhén suy gan mire d nhe dén vira (Child-Pugh A va B), dd thanh thai vardenafil giam
xudng ti 1& véi mirc dd suy gan.

Bénh nhén suy gan nhe (Child-Pugh A), AUC va Cmax ctia vardenafil ting 1,2 1an (AUC
tang 17%, Cmax tang 22%) so vdi ngudi khoe manh.

Bénh nhan suy gan vira (Child-Pugh B}, AUC cua vardenafil tang 2.6 l4n (160%), Cmax ting
2.3 lan (130%) so v&i ngudi Khoe manh.

Dugce ddng hoc trén nhém bénh nhan suy gan ning (Child-Pugh C) chua dugce nghién ciu.
Bénh nhan suy thin

Duge ddng hoc vardenafil ¢ nhitng bénh nhéan suy thin nhe (d6 thanh thai creatinin > 50 — 80
ml/phut) va vira (dé thanh thai creatinin > 30 — 50 ml/phit) tuong tu so vdi nhiing chirng cé
chirc nang thén binh thudong. Nhiing bénh nhan tinh nguyén ¢é suy thin nang (dé thanh thai
creatinin < 30 ml/phit) AUC trung binh ting 1&n kheang 21%. ndng dé Cmax trung binh giam
23% so voi ngudi tinh nguyén khéng c6 én thuong than. Khang cé su khac bidt ¢é y nghia
théng k& vé db thanh thai creatinine va AUC, Cumax ctia vardenafil trong huyét tuong.

Duge dong hoc cia Vardenafil khéng duge nghién ciu ttén nhém bénh nhéan cdn tham tich
mau.

Dit lidu an toan tién 1im sang

Khéng c6 nguy co ndo dic biét trén nguai dua trén cée nghién clru quy wde vé an toan duge
Iy, licu gy ddc nhac lai, nhiém dac gen, kha nang gdy ung thu va dde tinh sinh san.

Tinh twrong ky

Khédng cé

Han dung

36 thang trong vi Alw/Aluv.,
Piéu kién bdo quin

Khdng qua 30°C

Quy cach dong géi

Hop 1 vix 2 vién

Hwong din si dung/tidu huy

Khong c¢é

Dé xa tam tay tré em

Doc ki hieong din sit dung trude khi dimg
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Néu can thém théng tin, xin héi y kién bdc si
San xuét boi: Bayer Pharma AG, D-51368 Leverkusen, Dirc

Ngay duyét ni dung tom tat san phim: 08/02/2011
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