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4.2.

VIAGRA®

Rx

CANH BAO DAC BIET:

Thudc nay chi dung theo don cla bac sy.

Doc k§ hudng dan st dung trude khi dang.

Neu can thém thong tin xin hdiy ki€n bac sy.

Théng bao cho bac sy nhirng tac dung khéng mong mudn gap phai khi st dung thudc.
Khoéng dung qua liéu chi dinh.

Khoéng str dung thudc da qua han dung.

De xa tam tay tré em.

TEN SAN PHAM
VIAGRA®
THANH PHAN DINH LUONG VA DINH TINH

VIAGRA 50 mg: Mdi vién chita sildenafil citrat tvong dwong véi 50 mg sildenafil.
VIAGRA 100 mg: Mdi vién chira sildenafil citrat tvong duong véi 100 mg sildenafil.

Danh muc ta duoc:

Cellulose vi tinh thé, calci hydrophosphat (khan), natri croscarmellose, magnesi stearat,
Opadry blue OY-LS-20921 (chtta hypromellose, lactose monohydryttekan dioxid,
glycerol triacetat, mau lake indigo carmin nhém E132), Opadry Clear \rS-0yU9114-A

(chtra hypromellose, glycerol triacetat)
DANG BAO CHE

Vién nén bao phim.

VIAGRA 50 mg: Vién nén bao phim hinh kim cuong tron, mau xanh. Mt mat cda vién

thudc duoc khac chir “VGR 507, con mét kia duoc khac chir “Pfizer”.

VIAGRA 100 mg: Vién nén bao phim hinh kim cwong tron, mau xanh. M0t médt cta vién

thudc duoc khac chir “VGR 1007, con mat kia dwoc khac chir “Pfizer”.

DAC TINH LAM SANG
Chi dinh diéu tri

Sildenafil dung dé diéu tri cac tinh trang réi loan cvong duong, la tinh trang khéng cé kha

nang dat dwoc hodc duy tri cuong clrng di dé thda méan hoat dong tinh duc.
Sildenafil chi c6 tac dung khi c6 kich thich tinh duc kém theo.

Liéu dung va phuong phap str dung
Vién sildenafil duvgc dung theo dudng udng.
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4.3.

Da6i voi nguoi Ién
Hau hét cac bénh nhan dugc khuyén cao dung lieu 50 mg khi can, udng truéc khi quan hé
tinh duc khoadng 1 gio.

Dua trén s dung nap va tac dung cua thudc, lieu cé thé tang 1én téi mic téi da la 100 mg
hodc gidm té¢i mirc 25 mg. Liéu khuyén cao tdi da la 100 mg, s6 lan dung t6i da la 1 lan
moi ngay.

Da6i voi bénh nhan suy than

Céc trwong hop suy thdn nhe hodc trung binh (dé thanh thai Creatinin = 30-80 mL/phut),
thi khdng can diéu chinh liéu.

Céc trvong hop suy than nang (dd thanh thai Creatinin <30 mL/phat), thi liéu nén dung la
25 mg vi dd thanh thai cla sildenafil bi gidm & nhirng bénh nhan nay.

Da4i voi bénh nhan suy gan
Liéu nén dung la 25 mg vi dd thanh thai cda sildenafil bi gidm & nhirng bénh nhan nay (vi
du bénh xo gan).

Da6i voi bénh nhan dang phai dung cac thudc khac

Dya vao mic dd twong tdc & nhirng bénh nhan dang dung sildenafil dong thoi véi
ritonavir (xem muc 4.5 Twong tac voi cac thudc khac va cac dang twong tac khac) thi
khdéng nén vurot qua mot lieu don t6i da la 25 mg sildenafil trong vong 48 gio.

Nhirng bénh nhan dang dung cac thudc c6 tac dung tc ché CYP3A4 (vi du prythromycin,
saquinavir, ketoconazol, itraconazol) thi liéu kh&i dau nén dung la 25 mg htynfnuc 4.5
Tuwong tac voi cac thube khac va cac dang twong tac khac).

DE han ché nguy co ha huyét 4p tv thé trong qua trinh diéu tri, bénh nhan nén duwoc diéu
tri 6n dinh khi dung cac thudc huy a giao cam trwéc khi bat dau tri liéu voi sildenafil.
Thém vao do, nén can nhac dung cac liéu sildenafil thdp hon khi khéi dau diéu tri (xem
muc 4.4 Canh bao va than trong dac biét khi s dung va 4.5 Twong tac voi cac thudc
khéc va cac dang tuwong tac khéac).

D6i voi tré em

Khoéng dung sildenafil cho tré em dwdi 18 tudi.
D6i vei nguoi gia

Khdéng can phai diéu chinh liéu.

Chdng chi dinh

Chéng chi dinh dung sildenafil cho nhirng bénh nhan di &ng v¢i bat ki thanh phan nao
cua thudc.

Sildenafil lam tang tac dung ha huyét ap clia cac nitrat cdp va man tinh. Vi vay chéng chi
dinh dung sildenafil cho nhitng bénh nhan dang dung nhirng chat cung cép nitric oxid, cac
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nitrat hitu co hay nhitrng nitrit hitru co dwéi bat ky hinh thic nao du la thwdng xuyén hay
ngat quang (Xem muc 4.5 Twong tac véi cac thubc khac va cac dang twong tac khac).

Chéng chi dinh dung dong thoi cac tdc nhan Gc ché PDES5, bao gom sildenafil, v&i chat
kich thich guanylate cyclase, nhu riociguat, do c6 kha nang gay ra ha huyét aptriéu
ching.

4.4, Canh bao va than trong dac biét khi st dung
Phai khai thac tién st va kham lam sang ti mi dé chan doan réi loan cuvong dwong, dé xac
dinh nhirng nguyén nhan tiém an va xac dinh hwéng diéu tri thich hop.

Vi c6 thé ¢ mot s6 nguy co tim mach lién quan téi hoat dong tinh duc, nén thdy thudc
phdi chu y t¢i tinh trang tim mach cta bénh nhan trwdc khi tién hanh diéu tri r6i loan
cvong duong.

Khdéng nén dung cac thudc diéu tri réi loan cvong dwong & nam gi¢i dugc khuyén khéng
nén hoat déng tinh duc.

Céac bién c6 tim mach nghiém trong bao gém nh6i mau co tim, dot t lién quan t&i bénh
tim, loan nhip that, xudt huyét ndo va con thiéu mau cuc bd thoang qua duoc bao céo
trong qua trinh lwu hanh si dung sildenafil dé diéu tri r6i loan cwong dwong. Hau hét
nhuwng khéng phai tat cd cac bénh nhan nay da coé tién s cac yéu t6 nguy co tim mach*
Nhiéu bién cb trong sd nay dugc bao cdo xuat hién trong hodc ngay sau khi hoat dong
tinh duc, va mot vai bién c6 dugc bdo cao xay ra ngay sau khi dung sildenafil ma khéng
c6 hoat dong tinh duc. Céac bién cd khac duoc bao céo xay ra tir vai gi¢ dnnwai ngay sau
khi dung sildenafil va c6 quan hé tinh duc. Khéng thé xac dinh duoc lieu U&man.co nay
c6 lién quan tryc tiép téi sildenafil, hoat dong tinh duc, bénh nhan dangAp Ipéiti tim
mach, su két hop cac yéu td nay hay cac yéu té khac.

Mot s6 thir nghiém 1am sang cho thay rang sildenafil c6 thudc tinh gidn mach toan than
gay ha huyét ap thoang qua (xem muc 5.1 Cac dac tinh dugc luc hoc). Bdi véi hau hét
cac bénh nhan, diéu d6 c6 anh hudng rat it hodc khéng cé anh huwdng gi. Tuy nhién truéc
khi ké don, thay thudc phai chi y téi nhitng bénh nhan cé tinh trang bénh Iy ma cé thé bi
anh huéng bédi tac dung nay va dac biét khi cé thém hoat dong tinh duc. Nhirng bénh nhan
c6 can tré dong chay that trai (vi du hep ddng mach chl, bénh co tim phi dai tic nghén)
hay mac hoi chirng teo da hé théng (syndrome of multiple system atrophy) la nhitng bénh
nhan c6 ting man cadm v&i cac yéu té gidn mach, bi€u hién bang sy suy gidm tram trong
kha ning khéng ché huyét ap tw dong la nhitng ngudi can phai rat can nhac khi diéu tri.

Bénh than kinh thi giac thi€u mau cuc bd khong do dong mach (NAION), mot bénh hiém
gap va la nguyén nhan gay gidm thi lvc hodc mat thi lwc, dugc bao cdo hiém gap trong
qua trinh lvu hanh khi si dung voéi céac thudc c ché phosphodiesterase nhom 5 (PDEDS),
bao gom sildenafil.

Hau hét nhirng bénh nhan nay da c6 cac yéu td nguy co nhu ty I chén thi giac thap so véi
dia thi giac (“d7a thi giac tang™), trén 50 tuoi, ti€u duong, cao huyét ap, bénh mach vanh,
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lipid mau cao va hat thuéc. Mat nghién ciru quan sat danh gia liéu rang viéc st dung gan
day cla chat tc ché PDE5, nhv mdt nhém thube, cé lién quan dén viéc khéi phat cap tinh
NAION hay khéng. K&t qua goi y rang nguy co bi NAION ting gan gdp doi trong vong 5
chu ky béan thai clia chat (rc ché PDE5 duoc dung. Dwa trén y van d xuét ban, ti 16 mic
mé&i hang nam cda NAION la 2,5- 11,8 ca trén 100.000 nam gi¢i do tudi >50 hang nam
trong dan s6 néi chung. Trong treong hop mat thi lwc dét ngdt, can khuyén bénh nhan
ngirng dung sildenafil va héi y kién bac s ngay.

Nguei da tirng bi bénh NAION c6 nguy co tai phat NAION tang Ién. Vi vay bac sT can
thdo luan véi nhirng bénh nhan nhu vay vé nguy co nay va viéc liéu ho c6 bi anh huéng
xau néu st dung chat rc ché PDE5 hay khong. Céc chat (rc ché PDES5, ké ca sildenafil,
can dwoc dung than trong & nhitng bénh nhan nay va chi khi lgi ich dy kién vugt tri so
v@i nguy co.

Can than trong khi chi dinh sildenafil cho bénh nhan dang dung thudc huy a giao cdm vi
chi dinh ddng thoi c6 thé dan tdi ha huyét &p triéu chitng & nhitng bénh nhan nhay cam
(xem muc 4.5 Tuong tac véi cac thude khac va cac dang twong tac khac). Be han ché
nguy co ha huyét ap tu thé, bénh nhan nén diéu tri 6n dinh huyét dong khi dung cac thudc
huy a giao cam trwgc khi bat dau tri liéu bang sildenafil. Nén can nhic bat dau diéu tri
bang sildenafil & céac liéu thdp (xem muc 4.2 Liéu dung va phuong phap s dung).
Thém vao dd, bac si can khuyén bénh nhan nhitrng viéc can lam trong truong hop cé cac
triéu chirng cua ha huyét ap tuv thé.

Mot s§ it bénh nhan viém vdng mac sic t6 c6 cac réi loan vé gen phosphodiesterase &
vdng mac, can phai than trong khi diéu tri sildenafil & nhirng bénh nhan nay vi chuwa co
nhitng bang chirng an toan.

Cac nghién ctru in vitro trén tiéu cau nguoi cho thdy sildenafil c6 anh hudng Mi kha néng
chéng ngung két tiéu cau cda natri nitroprussid (chat cho nitric oxid). HiénNgraymhua cé
thong tin an toan vé viéc st dung sildenafil trén nhirng bénh nhan bi réi loan déng mau
hodc loét tiéu hoé cép tinh, vi vay can than trong & nhitng bénh nhan nay.

Can than trong khi ké don cac tdc nhan diéu tri rdi loan cuvong dwong cho nhirng bénh
nhan c6 cac bién dang vé giai phau duong vat (nhu duong vat gap goc, bénh xo hoa thé
hang, hay bénh Peyronie), nhitng bénh nhan cé bénh ly dé gay cwong dau duong vat

(nhu bénh thiéu méau hong cau hinh liém, bénh da u tuy, bénh bach cau).

Dé cb bao céo ve tinh trang cvong dwvong kéo dai va cvong dwong khdng mong mudn khi
st dung sildenafil sau khi thuéc dwgc lvu hanh. Trong trudng hop cvong dwong kéo dai
hon 4 gio, bénh nhan can dén co s& y té dé diéu tri ngay lap tirc. Néu cvong dwong khong
duoc diéu tri ngay co thé dan dén mé duong vat bi pha hdy va mat kha ning vinh vién.

Tinh an toan va hiéu qua cla viéc dung két hop sildenafil véi cac chat 'c ché PDES5 khéc,
cac thudc diéu tri tang huyét ap dong mach phoi (pulmonary arterial - PAH) cé chira
sildenafil (REVATIO) hodc cac thu6c diéu tri r6i loan cuvong dwong khac khéng duwoc
nghién ctru, vi vay khong nén két hop diéu tri cac thudc nay.

Viagra 50 &100-P1 VN Page 4 0f14



LPD Title : Sildenafil Citrate

LPD date: Sep 10, 2017

Country: Vietnam

Reference CDS:Version 14.0 Reference CDS Date : December 04, 2015

Gidm hay mat thinh lyc dot ng6t da dugc bao cao trén mot sé lugng nhd cac trudng hop
str dung cac chat (rc ché PDES5, bao gom sildenafil trong cac thir nghiém lam sang va sau
khi lvu hanh. Hau hét cac bénh nhan nay co6 cac yéu té nguy co ddi véi viéc giam hay mat
thinh lyc dot ngdt. Khdng thiét 1ap dugc mdi quan hé nhan qua gilra viéc st dung cac chat
trc ché PDES5 va viéc giam hay mat thinh lvc dét ngét. Trong trudng hop bi gidm hay mat
thinh lyc dot ngot, bénh nhan dugc khuyén nén ngirng ubng sildenafil va kham bac st
ngay lap ttc.

45. Tuong tac voi cac thudc khac va cac dang twong tac khac
Anh hwéng cta cac thube khac déi vai sildenafil
Céac nghién ctru in vitro
Chuyén hoa sildenafil dién ra chd yéu bdi cadc phan nhom cytochrom P450 (CYP) dang
3A4 (duong chinh) va 2C9 (duwong phu). Vi vay tat cad cac tdc nhan gay (¢ ché nhirng
phan nhém nay c6 thé lam giam do thanh thai cua sildenafil va cac tac nhan gay kich
thich nhirng phan nhém nay cé thé lam tang d6 thanh thai cda sildenafil.

Cac nghién ctru in vivo

Céac phan tich dwgc dong hoc qua cac di liéu thr nghiém Iam sang cho thay, khi dung
dong thoi sildenafil véi cac tac nhan tc ché CYP3A4 (nhuw ketoconazol, erythromycin,
Cimetidin) sé lam gidm dd thanh thai cla sildenafil.

Cimetidin (800 mg), mot tac nhan (rc ché Cytochrom P450 va (¢ ché khong dac hiéu
CYP3AA4, khi dung dong thoi voi Sildenafil (50 mg) sé lam tdng néng do cla Sildenafil
trong huyét tvong 1én 56% trén nhitng nguoi tinh nguyén khde manh.

Erythromycin (500 mg, dung 2 lan/ngay trong 5 ngay) la mdt tdc nhan (¢ ché trung binh
CYP3AA4, khi dung dong thoi voi lieu don 100 mg sildenafil, da 1am tang dién tich du6i
duong cong sildenafil (AUC) Ién téi 182%. Ngoai ra viéc dung dong thei nin liéu do'
100 mg sildenafil v&i tac nhan &c ché protease cua HIV saquinavir (1201

lan/ngay), day ciling la mo6t tdc nhan gay (c che CYP3A4, da lam tang

sildenafil 1én t&¢i 140% va tang AUC Ién t6i 210%. Sildenafil khdng c6 mot &nh huéng
nao té¢i duoc dong hoc cua saquinavir (xem muc 4.2 Liéu dung va phuong phap st
dung). Céc tac nhan trc ché CYP3A4 manh hon nhu ketoconazol va itraconazol cling sé
c6 nhirng anh hudng I6n hon.

Viéc dung doéng thoi lieu don 100 mg sildenafil v&i tac nhan (c ché protease clia HIV
ritonavir (500 mg, dung 2 lan/ngay), mot chét &c ché manh P450, da lam tding Cmax cla
sildenafil 1én t¢i 300% (gdp 4 lan) va tang AUC trong huyét twong 1én téi 1000% (gap 11
lan). Thoi diém 24 gio sau dung thude, ndng do cua sildenafil trong huyét tvong van xap
xi 200 ng/mL so v@i 5 ng/mL khi ding mot minh sildenafil. Biéu nay phu hop voi tac
dong rd rét cla ritonavir 1én cac co chat ctia P450. Sildenafil dd khong c6 anh huédng nao
téi dwgc dong hoc cuda ritonavir (xem muc 4.2 Liéu dung va phwong phap st dung).

Khi dung sildenafil theo mic liéu khuyén cdo cho nhirng bénh nhan dang diéu tri céac tac
nhan c6 kha nang tc ché CYP3A4, nong do sildenafil tv do tdi da trong huyét twong

Viagra 50 &100-P1 VN Page 50f14



LPD Title : Sildenafil Citrate

LPD date: Sep 10, 2017

Country: Vietnam

Reference CDS :Version 14.0 Reference CDS Date : December 04, 2015

khong vwot quad 200 nM va déu dung nap to6t. Nhirng liéu don cac thuéc khang axit
(magié hydroxid, nhdm hydroxid) khéng anh hwéng téi sinh kha dung cia sildenafil.

Trong mdt nghién ctu trén tinh nguyén vién nam gi¢i khoe manh, viéc dung dong thoi
chat déi khang endothelin, bosentan, (mdt chat cdm *ng CYP3A4 [trung binh], CYP2C9
va c6 thé ca CYP2C19) & trang thai 6n dinh (125 mg, 2 lan/ngay) véi sildenafil & trang
thai 6n dinh (80 mg, 3 Ian/ngay) dan dén viéc giam AUC va Cmax cua sildenafil tvong
tng la 62,6% va 55,4%. Sildenafil lam tang AUC va Cmax cla bosentan twong (¢ng la
49,8% va 42%. Viéc dung dong thoi v@i cac chat cdm ¢ng CYP3A4 manh, nhu rifampin,
duoc cho la sé lam giam nong do sildenafil trong huyét twvong nhiéu hon.

D@ liu duoc dong hoc trong céc thir nghiém 1am sang cho thdy rang, cac tdc nhan (¢ ché
CYP2C9 (nhuv tolbutamid, warfarin), tc ché CYP2D6 (nhu cac thu6c (rc ché tai hdp thu
c6 chon loc serotonin, thudc chdng tram cam loai 3 vong), thuéc lgi niéu thiazid, cac chat
trc ché enzym chuyén angiotensin (ACE) va cac thudc chen kénh calci déu khong lam anh
hudng té¢i dwgc dong hoc cla sildenafil.

Trén nhitng ngudi nam gi¢i tinh nguyén khée manh khong thady c6 anh hwéng nao cla
azithromycin (500 mg/ngay trong 3 ngay) t6i AUC, Cmax, Tmax, hang s6 t6c do thai trir,
thoi gian ban thai cla sildenafil cling nhw chat chuyén héa chinh cua né.

Anh huéng cua sildenafil d6i voi cac thude khac

Céac nghién ctru in vitro

Sildenafil 1a mot tac nhan (c ché yéu cac cytocrom P450 phan nhém 1A2, 2C9, 2C19,
21)6,2K1 va 3A4 (IC50 > 150 uM ). ~ # /
Do sau khi dung liéu khuyén céao thi néng do dinh trong huyét tvong cua alalsnaal xap xi
1pM, nén sildenafil s& khong lam thay d6i do thanh thai cac co chét clGa yah isoenzym
nay. noV

Cac nghién ctu in vivo

Sildenafil dad dugc chirng minh la c6 khd nang lam tang tdc déng ha huyét ap cua cac
nitrat cdp va man tinh. Vi vay chéng chi dinh dung sildenafil cung véi cac chat cho nitric
oxid, cac nitrat hiru co hay nitrit hiru co du¢i bat ky hinh thirc nao du la thuong xuyén
hay ngat quang (xem muc 4.3 Chéng chi dinh).

Trong 3 nghién ctu ddc hiéu vé twong tac thudc-thude, thuée huy a giao cdm doxazosin
(4 mg va 8 mg) va sildenafil (25 mg, 50 mg, hoac 100 mg) dwgc chi dinh dong thoi cho
cac bénh nhan budu lanh tién liét tuyén diéu tri 6n dinh v&i doxazosin. Quan sat cac doi
trgng nghién clru ndy, cac mirc gidm bé sung trung binh cda huyét 4p do & tu thé nim
ngra lan lwot la 7/7 mmHg, 9/5 mmHg, va 8/4 mmHg va cac m&c giam bd sung trung
binh cla huyét 4p do & tv thé ding lan lvot la 6/6 mmHg, 11/4 mmHg, va 4/5 mmHg.
Khi chi dinh dong thoi sildenafil va doxazosin trén bénh nhan dang diéu tri on dinh voi
doxazosin, it c6 cac bdo cdo vé nhitng bénh nhan bi ha huyét &p tu thé triéu chirng. Céac
bado cdo nay bao gom chéng mat va mét méi, nhwng khéng ngat. Chi dinh doéng thoi
sildenafil cho bénh nhan dang dung thudc huy a giao cdm c6 thé dan t¢i ha huyét ap triéu
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4.6.

4.7

4.8

chitng & mot s6 bénh nhan nhay cdm (Xem muc 4.2 Liéu dung va phwong phap s
dung va muc 4.4 Canh bao va than trong dac biét khi s& dung).

Khdéng c6 twvong tdc c6é y nghfa nao khi chi dinh dong thoi sildenafil (50 mg) véi
tolbutamid (250 mg) hodc warfarin (40 mg) (la cac chat dwgc chuyén hoéa bai CYP2C9).

Sildenafil (100 mg) khéng &nh huwéng té¢i dwoc dong hoc clia cac tdc nhan (¢ ché protease
cta HIV nhu ritonavir va saquinavir (ca hai thuéc nay déu la co chéat cia CYP3A4) (xem
phan trén, Anh huwdng cla cac thudc khac ddi voi sildenafil).

Sildenafil & trang thai on dinh (80 mg, 3 lan/ngay) lam tdng 49,8% AUC cla bosentan va
tdng 42% Cmax cla bosentan (125 mg, 2 lan/ngay) (xem phan trén, Anh huéng cta céc
thudc khac déi voi sildenafil).

Sildenafil (50 mg) khéng lam tang thém th&i gian chdy mau do aspirin (150 mg).

Sildenafil (50 mg) khong lam tang thém tac dung ha huyét ap cla rwou trén nhirng nguoi
tinh nguyén khde manh véi ndng dd t6i da trung binh 1a 0,08% (80 mg/dL).

Khdng c6 twong tdc c6 y nghia nao gilta sildenafil (100 mg) va amlodipin & bénh nhan
tang huyét &p (& tv thé ndm nglra chi 1am ha thém huyét 4p 8 mmHg déi véi huyét ap tam
thu va 7 mmHg d6i véi huyét ap tam truong).

Phéan tich dua trén cac di liéu an toan cho thdy, khong c6 sy khac nhau nao vé tac dung
khong mong mudn & nhirng bénh nhan dung va khéng dung sildenafil déng thdi véi cac
thu6c ha huyét ap.

Anh hudng trén kha ndng sinh san, phu nit ¢ thai va thoi ky cho con b
Khoéng dung sildenafil cho phu ni.

Nghién ctru trén chudt va thé sau khi dung sildenafil dwong uéng, khong
chitng vé kha nang gay quai thai, giam kha nang sinh san, hodc nhiing tac
cho sy phat trién cta phdi va thai nhi.

Chua c6 cac nghién clru day du va thich hop trén phu nit cé thai va cho con ba.

Anh huwdng trén kha nang lai xe va van hanh may maéc

Chua c6 nghién clru cu thé nao vé anh hwdng Ién kha nang lai xe va van hanh may mac
dwoc ti€n hanh.

Hién twong chong mat va thay ddi thi luc da duoc bao céo trong cac thr nghiém Iam sang
v@i sildenafil, do vay bénh nhan can biét rd ho phan &ng nhu thé nao véi VIAGRA truéc
khi lai xe hodc van hanh may maéc.

Tac dung khéng mong mudn

N6i chung nhiing tac dung khéng mong mudn chi & mirc thodng qua, nhe hay trung binh.
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Trong cac nghién ctu liéu cd dinh, tan suat cia mot vai bién chitng tang theo liéu.

Céac nghién ctu v6i lieu c6 dinh phan anh sat thwc hon ché do liéu khuyén cdo. Ban chat
cac tac dung khéng mong mudn trong cac nghién ctru nay tuoug ty nhu trong cac nghién
clru v@i lieu co dinh.

Céc tac dung khdng mong muén thuong dugc bao cdo nhat la dau dau va dé blrng mat.

Bang Tac dung khéng mong mudn cta Thudc

Phan loai theo hé co
guan

Nhiém khuén va
nhiém Ky sinh triing
R&i loan hé mién dich
RGi loan hé than kinh

R6i loan mét

RGi loan tim
R6i loan mach méau

R&i loan hd hap, nguc
va trung that

R&i loan hé tiéu hda

ROi loan da va mo
duoi da

R&i loan hé co xwong
va mo lién két

R6i loan hé sinh duc
va v

Réat Thuong

g>élj{)/10

Pau dau

Thwong gap
>1/100 va
<1/10

Chong mat

Mo mat; roi
loan thi giac;
ching thdy séc
xanh

Do birng mat;
néng blrng
Nghet mi

Budn noén; kho
tiéu

Viagra 50 &100-PI VN

it gap
>1/1.000 to
<1/100

Viém mii

Qué man
Budn ngu

Pau mét; so anh
sang; hoa mét; loan
s&c thi; sung huyét
mat; choi mat

nhip tim nhanh;
danh tréng nguc
ha huyét ap

Chay mau cam; tic
xoang

Chirng trao nguoc
da day thuc quan;
ndn mra; dau bung
trén; khdé miéng
Phéat ban

Pau co; dau chi

Hiém gap
>1/10.000 va
<1/1.000

bong kinh*; déng
kinh tai phat; ngat
Phi mat; sung mét;
khoé mét; moi mat;
I6a mét; ching
thady sic vang;
chirng thdy sic do;
réi loan mat; sung
huyét két mac; 11
kich (rng mét; cam
giac bat thuong &
mat; phu mi méat  /

“WW

Co that hong; kho
mii; phu mii
Giam xuc giac
miéng

Cwong duvong
khéng mong

mudn ; tdng cuong
duong

Page 8 0f 14



LPD Title : Sildenafil Citrate

LPD date: Sep 10, 2017

Country: Vietnam

Reference CDS:Version 14.0 Reference CDS Date : December 04, 2015

Phan loai theo hé co  Ré&t Thuong Thuwong gap it gap Hiém gap

guan 93 >1/100 va >1/1.000 to >1/10.000 va
>'B10 <1/10 <1/100 <1/1.000

Cac rdi loan chung va Cam giac néng Kich rng

tai noi dung thudc

Két qua kiém tra/xét Tang nhip tim

nghiém

*ADR duoc xac dinh sau khi luu hanh thubc

V&i lidu 16n hon lidu da khuyén céo thi cac tac dung khong mong muén ciing van la céac
tac dung da liét ké & trén, nhung noi chung la sé gap nhiéu hon.

Qua phan tich cac thr nghiém lam sang mu ddi c6 ddi chirng gid dwgc gobm hon 700
nguoi hang ndm dung gid dwgc va 1300 ngwoi hang nam dung sildenafil, khéng thay cé
s khac biét nao gitra hai nhom vé ti 18 mac nhdi mau co tim (M) va ti Ié tir vong do tim
mach. D&i v&i ca hai nhom thi ti 18 nhdi mau co tim (MI) 1a 1,1 trén 100 ngudi hang nam,
con ti 1é t& vong do tim mach la 0,3 trén 100 ngu®i hang nam.

4.9  Qualiéu
Nghién ctru trén nhirng nguoi tinh nguyén dung liéu don 800 mg sildenafil cho thdy céac
tac dung khong mong mudn & liéu nay twong tv nhu & liéu thap, nhung tan xuat gap va
muc doé thi tang Ién.

Trong treong hop qué lidu, yéu cau phai ¢ cac bién phap hd trg phi hop.

Tham phan than khong lam tang do thanh thai vi sildenafil g&n manh véi protein huyét
twong va khong bi thai trir qua nwéc tiéu.

5 CAC PAC TINH DUQC LY HOC

5.1 Céc dac tinh dwoc luc hoc
Sildenafil la mudi citrat cla sildenafil, dung dwong udng dé diéu tri
duong. Sildenafil c6 tac dung tc ché chon lpc guanosin monophosphat
cyclic guanosine monophosphate) - phosphodiesterase dac hiéu typ 5

Co CHE TAC DUNG

Co ché sinh ly cvong dvong vat kéo theo su giai phong nitric oxid (NO) & thé hang trong
sudt qua trinh kich thich tinh duc.

Sau d6 NO hoat hoa men guanylat cyclase, men nay lam tdng néng dd clia cGMP tir do6
lam gidn co tron mach mau cda thé hang va cho phép dong méau chay vao.

Sildenafil khdng c6 tac dung gian truc ti€p trén thé hang phan lap cda nguoi, nhung né
lam tang tac dung ctia NO bang céch trc ché PDES5, chét nay cé tac dung phan hiy cGMP
trong thé hang.

Khi kich thich tinh duc tao ra sw giai phong NO tai chd, thi sy (rc ché PDE5 cua sildenafil
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sé lam tang lwvong cGMP trong thé hang, két qua lam gién co tron va tang dong mau téi
thé hang.

O lidu da khuyén céo thi sildenafil chi co tac dung khi c6 kich thich tinh duc kém theo.
Cac nghién ctru in vitro cho thay sildenafil tc ché chon loc PDES.

Tac dung cua sildenafil chon loc trén PDE5 manh hon cac phosphodiesterase da dwoc biét
khac (gap 10 lan ddi véi PDE6, > 80 lan d6i voi PDEL, > 700 lan déi véi PDE2, PDES3,
PDE4 va PDE7- PDEI 1).

Tac dung chon loc trén PDE5 manh géap 4.000 lan so véi PDE3, diéu nay rat quan trong
vi PDE3 la mot men lién quan t&i sw co bdp cla tim.

Cac nghién ctru lam sang

Tim

Khong cé su thay doi lién quan 1am sang trén dién tdam d6 (ECGs) cua nhirng ngwdi nam
gi¢i tinh nguyén binh thutong khi dung céc liéu don sildenafil 1én t¢i 100 mg dwong udng.

Sau khi dung liéu 100 mg, huyét ap tam thu gidm t6i da trung binh la 8,3 mmHg con
huyét ap tam trwong gidm t8i da trung binh 14 5,3 mmHg (do & tu thé nam ngra)

Nhitng anh huéng Ién huyét ap trén nhiing nguti dang dung nitrat dong thoi nhiéu hon
nhung ciing chi thoang qua (xem muc 4.3 Chdéng chi dinh va muc 4.5 Tuwong tac voi cac
thudc khac va cac dang twong tac khac)

Nghién ctu vé huyét dong trén 14 bénh nhan bi bénh dong mach vanh nang (hep > 70% it
nhét 1a 1 dong mach vanh) dwgc ding ligu don 100 mg sildenafil thdy rang huyét ap tam
thu va tdm trevong khi nghi ngoi gidm di 7% va 6% so vo&i huyét ap trwdce khi dung thude/
Huyét ap tam thu dong mach phdi trung binh giam di 9%. Sildenafil khongGac déng toi
cung lwgng tim va khéng anh hvdng dong chay qua cac dong mach vanh Bihii " A

sw cdi thién (khodng 13%) trong viéc dao ngwoc dong chdy mach vanh dugi

bang adenosine (trong ca cac dong mach bi hep va cac dong mach lién quan).

Th&r nghiém 1am sang mu d6i cé d6i chirng véi gia dugc trén 144 bénh nhan réi loan
cwong dwong va dau thit ngwc 6n dinh. Nhitng bénh nhan nay ding thuéc chéng dau that
nguc thuong xuyén (ngoai trir nitrat). Ho phai géng strc 1am viéc cho t¢i mirc gidi han clia
dau that ngwc xuat hién. O nhitng bénh nhan dung lidu don 100 mg sildenafil thi thoi gian
kéo cbi xay lau hon (19,9 gidy; khodng tin cdy 95%: 0,9 - 38,9 gidy) (c6 y nghia thdng
k&) so véi nhitng bénh nhan dung gia dwvoc. Thoi gian ging stc trung binh (dwoc diéu
chinh v&i méc co ban) cho tdi gidi han dau that ngwc 1a 423,6 gidy & nhitng ngudi ding
sildenafil va 403,7 giay & nhitng nguoi dung gia duoc.

Nghién ctru mu ddi ngau nhién, c6 déi chirng véi gia dwoc (v6i lidu sildenafil thay déi, t6i
da 100 mg) trén 568 nam gidi bi réi loan cwong dwong va tang huyét ap. Nhitng bénh
nhan nay luén ludn phai dung it nhat hai loai thuéc chéng tang huyét ap. Két qua
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sildenafil cai thién kha nang cuong 71% & nhirtng nguoi dung sildenafil so véi 18% &
nhirng nguwoi dung gid dugc. Ty Ié giao hgp thanh céng & nhitng ngudi dung sildenafil
62% so vGi 26% 6 nhitng nguti dung gia dugc. Ti 1é gdp cac tac dung khéng mong muén
& nhitng bénh nhan nay ciling twong tv nhv & nhirng nhém bénh nhan khac, cling nhu
khong thay doi & nhitng nguoi dung 3 hay nhiéu hon cac thudc chong tang huyét ap.

Thi giéc

Su khac nhau trong viéc phan biét mau nhe va thoang qua (xanh da tréi/xanh la cay) dugc
phat hién thdy & mot vai trvong hop dung test Farnsworth - Munsell 100 hue sau 60 phut
khi dung liéu 100 mg, con sau 120 phat khdng c¢d mot &nh huwdng nao duoc ching minh.
Co ché chinh cla su thay doi phan biét mau c6 lién quan téi viéc tc ché PDE6. Loai men
nay cé nhiéu & vdng mac. Céac nghién ctru in vitro chi ra rang sildenafil c ché PDE6 kém
hon 10 lan so v&i PDES. Sildenafil khdng cé anh hwdng nao trén tinh linh hoat cla thi
lyc, sw nhay cdm can quang, dién vong mac dd, ap luc trong méat hoc do ddng t.

Trong mot nghién ctu ngang c6 doi chitng & nhitng bénh nhan thodi hoa diém vang cé
lién quan t¢i tudi (n= 9) thi sildenafil (litu don, 100 mg) dwoc dung nap tdt va khdng co
mot anh huwdng nao c6 y nghia trén 1am sang Ién cac test thi luc (tinh linh hoat cla thi luc,
lvéi Amsler, phan biét mau, tin hiéu den giao théng, thi truong ké Humphrey).

Tinh hién qua

Tinh hiéu qud va an toan cua sildenafil dwgc danh gia trong 21 thr nghiém lam sang mu
d6i ngau nhién c6 ddi ching véi gid duoc trong thoi gian téi 6 thang. Trén 3000 bénh
nhan rdi loan cvong dwong (19-87 tudi) & tat ca cac thé (thé do co quan, thé do tam ly, thé
hon hop) dwoc cho ding sildenafil. Hiéu qua cla sildenafil dugc danh gia bang cac cau
hoéi danh gia chung, nhat ky cvong dwong, badng cau hdi danh gia chirc ndng cwong qudc
té 1IEF (International Index of Erectile Function), va bang cau héi danh cho cac doi tac
tinh duc cla cac bénh nhan.

Hiéu qué cua sildenafil la khd nang dat dugc va duy tri cuong cirng di

hop. Hiéu qua nay da dwgc chirng minh qua tat cd 21 nghién clru trén va

cac nghién cttu mé rong kéo dai (trén 1 nam). Trong cac nghién ctu dui

I& cdi thién kha nang cuong la 62% (voi liéu sildenafil 25 mg), 74% (voi

mg), va 82% (véi liéu sildenafil 100 mg) so sanh véi két qua 25% & nhém dung gia duoc.
Ngoai si cdi thién kha nang cuong thi sildenafil con céi thién sy khodi cdm, sy thod man
khi giao hop va sy hai long chung.

Qua céc thir nghiém thay rang:
Trén cac bénh nhan dai thao duwong, ti 1é cai thién kha nang cuvong cua sildenafil 1a 59%
so v&i 16% & nhitng ngwoi dung gia duoc.

Trén cac bénh nhan cét tuyén tién liét triét dé thi ti 18 nay 1a 43% so v&i 15% & nhitng
nguoi dung gid duoc.

Trén cac bénh nhan chéan thwong tuy séng thi ti 1& nay la 83% so v&i 12% & nhirng nguoi
dung gia duoc.
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5.2 Céac dac tinh dwoc dong hoc
Dugc dong hoc cua sildenafil twong (ng vei liéu trong khoang liéu khuyén céo.

Sildenafil dwgc chuyén hod chinh tai gan (chl yéu qua cytochrom P450 3A4) va céac chéat
chuyén hod clia nd c6 hoat tinh giong chat me (sildenafil).

Hap thu
Sildenafil dugc hdp thu nhanh sau khi uéng, véi sinh kha dung tuyét déi trung binh
khodng 41% (dao dong tlr 25-63%)

Trén in vitro, nong do 3,5 nM sildenafil rc ché men PDE5 cla nguoi khoang 50%. Trén
nguoi, ndng do sildenafil tv do téi da trung binh sau khi dung mot liéu don 100 mg la xap
xi 18 ng/mL hoac 38 nM.

Céac nong do t6i da dat duoc trong huyét tuong tir 30-120 phut (trung binh 60 phat) duoc
quan sat khi uéng thuéc luc doi.

Thirc @n cé ham lwgng m& cao lam gidm kha ndng hdp thu cla sildenafil, véi thoi gian
gidm trung binh Tmax la 60 phat, va Cmax gidm trung binh 29%, trai lai mrc do hap thu
khong anh huwdng dang ké (Dién tich dwdi dwong cong gidam 11%).

Phan bd
Thé tich phan bd thudc trung binh cda sildenafil (Vss) la 105 L, phan bd tap trung vao cac
mo.

Sildenafil va chét chuyén hoa & vong tuan hoan 16n cta nd 1a N-desmethyl gén toi 96%
vao protein huyét tvong. Viéc gan vao protein huyét tvong khong phu thudc vao nong do
tong cla no.

Nong do cua sildenafil trong tinh dich cta nhitrng ngudi tinh nguyén khée manh sau khi
udng thudc 90 phut la nhd hon 0,0002% liéu st dung (trung binh 188 ng).

Chuyén hoa
Sildenafil dwgc chuyén hda chl yéu bdi cac men CYP3A4 (duong chinh)
(dwdng phu) c6 & gan.

Céac chat chuyén hoa & vong chuyén hoa chinh cla sildenafil tao ra tir qué trinh N-
desmethyl hod, va sau dé lai dugc chuyén hda tiép.

Céc chat chuyén hoa nay cé hoat tinh chon loc d6i véi PDE twong ty nhu sildenafil va
trén in vitro tinh chon loc ddi véi PDES xap xi 50% cla chat me.

O nhitng nguoi tinh nguyén khée manh, ndng dd trong huyét tvong cla céc chat chuyén
héa xap xi la 40% ndng dd chat me.

Chat chuyén hoa N- desmethyl lai dvgc chuyén hoéa tiép tuc, cé thoi gian ban hiy la 4
gio.
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Thai trie
Do thanh thai toan bd cua sildenafil 1a 41 L/h véi nra thoi gian pha cudi la 3-5 gio.

Sau khi dung dudng udng hay tiém tinh mach, sildenafil dwgc thai trlr chd yéu qua phan
dwdi dang chat chuyén héa (khodng 80% liu udng) va mot phan nhd qua nudc tiéu
(khoang 13% liéu udng).

Duwoc dong hoc & cac doéi twgng bénh nhan dac biét

Nguwoigia

Trén nhitng nguoi gia khde manh (tlr 65 tudi trd 1€n), do thanh thai cua sildenafil giam di,
két qua la ndng do sildenafil va chat chuyén héa cé hoat tinh N-desmethyl trong huyét
tvong cao hon khodng 90% so v&i nong dd nhirng chat nay & nhitng ngu¢i tinh nguyén tré
khée manh (tr 18-45 tudi). Do sw gan két sildenafil vao protein huyét tvong phu thudc
vao tudi, nong do tv do cda sildenafil trong huyét tvong tang tvong tng khoang 40%.

Ngui suy than

Trén nhitng ngwoi suy than nhe (dé thanh thai Creatinin = 50-80 mL/phut) hay trung binh
(d6 thanh thai Creatinin = 30-49 mL/phat), khi dung mo6t lieu don sildenafil (50 mg),
khong thdy co bét c sy thay doi nao vé dugc dong hoc.

Trén nhi*tng nguoi suy thdn nang (dé thanh thai Creatinin <30 mL/phdt ), dé thanh thai
cla sildenafil bi gidm, dd lam tdng xap xi gdp do6i dién tich dwéi duong cong AUC
(100%) va Cmax (88%) so v&i nguoi & cung do tudi nhwng khong bi suy than (xem muc
4.2 Liéu dungva phuong phap st dung).

Thém vao dd, cac gia tri Cmax va AUC cla chéat chuyén héa N-desmethyl ting c6 y
nghfa 200% va 79% lan lugt & cac déi tugng suy than nang so véi & cac déi tugng chirc
nang than binh thuong.

Nguei suy gan

Trén nhitng nguwdi xo gan (Child-Pugh A, Child-Pugh B), d6 thanh thai cla

gidm, két qua lam tang dién tich dwéi dwong cong AUC (85%) va Cma?

nguvoi khéng bi suy gan & cling do tudi (xem muc 4.2 Liéu dung va phi

dung). Dugc ddng hoc cla sildenafil & bénh nhan suy gan nang (Child Pugh C) chua
dwgc nghién ctu.

5.3 Céac dir liéu an toan tién lam sang
Khong tim thdy bang chirng nao vé kha niang gay ung thw trong mot nghién ctru trén
chu6t céng kéo dai 24 thang dung liéu Ién gap 42 lan (tinh theo mg/kg) va gan géap 5 lan
(tinh theo mg/m2 so véi lieu tdi da dad khuyén céo dung trén ngudi (Maximum
Recommended Human Dose - MRDH) va mot nghién cttu khac trén chudt nhat kéo dai
18-21 thang vai liéu 16n gap 21 lan (tinh theo mg/kg) va gép 2 lan (tinh theo mg/m2) so
v@i lieu dung tdi da & ngudi da dugc khuyén cdo (MRDH).

Céc test gay dot bién ¢ vi khuédn va in vivo déu am tinh.
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Khong c6 mot anh hwdng nao Ién tinh chuyén déng va hinh thai cua tinh trung sau khi
dung liéu don 100 mg sildenafil trén nhitng ngudi tinh nguyén khée manh.

6. CAC PAC TINH DUQC HOC

6.1. Tuwongky
Khéng cé.

6.2.  Thoi han st dung
36 thang ké tlr ngay san xuét.

6.3.  Théan trong dac biét khi bdo quan
Khéng bdo quan & nhiét dd qua 30°C.

6.4. Tinh chatva dung luvgng cltia bao bi déng goi
Ho6p 1vi x 4 vién nén bao phim. /
HOp 1 vi X 1 vién nén bao phim. Y

Tiéu chuan: Nha san xuat. /
Nha san xuat: Fareva Amboise, Zone Industrielle, 29 route des Industrie «7530
Poce sur Cisse, France

® Nhan hiéu da dang ky.

LPD date: September 10, 2017
Reference CDS Date : December 04, 2015

TUQ.CUC TRUONG
P.TRUONG PHONG
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