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1. THANH PHAN CONG THU'C THUOC
Thanh phén hogt chét:

SHITBABTIL < 1 o0 ssnssawesinsnmsmises snesss sy ampansasskonosassnessonsesnysesmsuesssneessosssasessisasne 100 mg

(duéi dang Sildenafil CIr8LE.....uovsieconrronarereessarssonmrersarmsansesansssresssarerssisons 140,48 mg)
Thanh phin ti duge:

Microcrystalline cellulose PH 102, lactose spray dried, hydroxypropylcellulose, croscarmellose
sodium, colloidal silicon dioxide, talc, magnesium stearate, hypromellose 15¢ps, polyethylene
glycol 6000, titanium dioxide, ponceaulake, brilliant lake.

2. DANG BAO CHI:
Vién nén bao phim

Mo ta dang bao ché: Vién nén bao phim mau xanh, hinh tron, hai mat khum tron, thinh vi canh
vién lanh lin,

3. CHI DINH

Sildenafil dugce chi dinh & nam gidi trudng thanh bi rdi loan cuong duong, la tinh trang khéng cé
kha niing dat duge hodc duy tri crrong cimg di dé thoa man hoat dong tinh dye.

bé sildenafil ¢6 hi¢u qua can phai 6 kich thich tinh duc kém theo.

4. CACH DUNG, LIEU DUNG
Cédch dung:
Diing dudng ubng.
Li¢u ding:
Pdi véi nguoi lén

Liéu khuyen céo 1a 50 mg khi can, uong trude khi quan hé tinh dyc khoang 1 gio. Dya trén sy
dung nap va tdc dyng cua thude, liu o thé tang lén 100 mg hodc giam t&i mirc 25 mg. L iéu
khuyén cdo t8i da 1a 100 mg, sb lan ding t5i da la 1 lan m&i ngay. Néu diing sildenafil ciing vdi
thire @n, thisi diém khéi phét tac dung c6 thé bj tri hofin so véi diing thudc e déi (xem phén Ddc

tinh dige dong hoc).
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CU HAV WA
Icu cnll

Cic trwong hop suy than nhe hofic trung binh (d9 thanh thai creatinine = 30 — 80 ml/phit) thi
khéng cén diéu chinh liéu.

Céc trudng hgp suy thin niing (d9 thanh thai creatinine < 30 mL/pht) thi liéu nén diing 14 25 mg
vi d@ thanh thai ciia sildenafil bj gidam & nhitng bénh nhan nay. Dua trén sy dung nap va téc dyng
ciia thubc, liu c6 thé ting dan 1én 50 mg dén 100 mg khi can thiét.

Ddi véi bgnh nhin suy gan

Liéu nén dung la 25 mg vi d6 thanh thai cta sildenafil bi gidm & nhitng bgnh nhén suy gan (vi du
bénh xo gan). Dya trén sy dung nap v tic dung cta thude, lidu c6 thé ting dén Ién 50 mg dén
100 mg khi cén thiét,

Dbi vdi tré em
Khong ding sildenafil cho tré em duéi 18 tudi.
DB8i voi benh nhan dang phii ding cic thuéc khic

Ngoai trir ritonavir khong dwgc khuyén ding déng thoi véi sildenafil (xem phén Canh bdo va
than trong khi dimg thuoe) thi liu khoi du nén dung 12 25 mg & nhitng bénh nhan dang duing
céc thude tre ché CYP3A4 (xem phiin Twong tée, tieong ky ciia thuoc).

Dé han ché nguy co ha huyét 4p tur thé trong qué trinh diéu trj & nhimg bénh nhén dang didu tri
bing thudc chen alpha, bénh nhan nén dugc didu tej dn dinh khi ding céc thuée chen alpha trude
khi bt ddu trj liéu véi sildenafil. Thém vao dé, nén can nhic vigc bit diu ding sildenafil v6i liéu
25 mg (xem muc Canh bco va thdn trong khi ding thude va Tieong tac, tirong ky ciia thudc).

5. CHONG CHI PINH
Chéng chi dinh str dung thude trong cdce truong hop:
Qué man voi sildenafil hoiic bat ky thanh phﬁn t4 dwoe nao cia thude.

Dya trén cdc téc dyng dd biét trén chu trinh oxide nitric/cGMP (xem phan Ddc tinh duge hee
hoe), sildenafil dd dugc chimg minh la lam ting tic dung ha huyét ap ctia cdc nitrat. Vi vdy ching
chi dinh ding sildenafil cho nhitng bénh nhan dang ding nhiing chét cung cép nitric oxid (nhu
amyl nitrit) hofic cdc nitrat dudi moi hinh thirc.

Cluf)ng chi dinh dung déng thovi céc tac nhén (e ché PDES, bao g&m sildenafil, v6i chét kich thich
guanylate cyclase, nhu riociguat, do ¢6 kha ning gy ra ha huyét 4p trigu chimg (xem phan Tweong
tde, tirong ky ctia thudc).

Khong nén sir dyng céc thude didu tri rdi loan cuong duong (ké ca sildenafil) & nam gidi duge
khuyén khong nén hoat djng tinh dyc (chding han nhu bénh nhén bi rdi loan tim mach ning nhu
dau thit nguc khéng 6n dinh hogic suy tim niing).
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ng sildenafil & nhitng bénh nhén bi mat thi lyc mot bén mét vi bénh than kinh
u cuc b§ khong do dong mach (NAION], bat ke blen cb néy co llen qu'm dcn

diing Fmﬁ'c).

Chéng chi dinh str dung sildenafil & cdc nhom b¢nh nhén sau do chua duge nghién ciru: suy gan
nang, ha huyét ﬁp (huyét ap < 90/50 mmHg), tién sir dot quy hodc nhdi méu co um khong lau
trude d6 va céce réi loan thodi héa vong mac di lruyen da biét nhur viém vdng mac séc t6 (mdt s6
it trong nhirng bénh nhén nay ¢ rdi logn di tr uyén vé phosphodiesterase véng mac).

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Phéi khai thac tién sir va kham l4m sang cin thén dé chédn dodn r6i loan cuong dwong va xéc dinh
nhitng nguyén nhan tidm 4n trade khi xem xét diéu trj bing thudc.

( Yéu t6 nguy co tim mach

Vi ¢6 thé 6 mot sé nguy co tim mach lién quan tdi hoat d(’;‘mg tinh dyc nén trude khi bit ddu bét
ky phuong phap diéu trj rdi loan cwong dwong no, béc st céin chii y tinh trang tim mach ciia b¢nh
nhan. Sildenafil ¢6 déc tinh gigin mach, dén dén ha huyét &p nhe va thoéng qua (xem phén Dac
tinh duege liee hoe). Trude khi ké don, béc si phai ch y di nhiing bénh nhan cé tinh trang bénh
Iy ma ¢6 thé bj anh huéng béi tac dung gidn mach ndy va diic biét khi c6 thém hoat dong tinh
duc. Nhtmg bénh nhén co6 can trd dong chay thét trai (vi du hep dong mach chu, bénh co tim phi
dai tic nghén) hay mic hdi ching teo da hé théng hiém gap (syndrome of mulllple system
atrophy) 1a nhirng bénh nhén cé ting mén cam véi cac yéu t gidn mach, biéu hién biing su suy
giam trdm trong kha naing khdng ché huyét 4p tr dong.

Sildenafil 1am ting téc dung ha huyét dp ctia céc nitrat (xem phédn Chéng chi dinh).

Céc bién ¢b tim mach nghiém trong bao gém nhdi méau co tim, dau thiit ngwre khong én dinh, dot
tir lién quan t6i bénh tim, loan nhip thét, xudt huyét nio, con thiéu mau cuc bd thoang qua, ting
huyét ap va ha huyét ap da dugce bdo céo lrong qué trinh luu h'mh str dung sildenafil. Hau hét
' nhung khong p]l‘]l t4t ca céc bénh nhan trén déu co tién sir céc yéu 16 nguy co tim mach. Nhiéu
bién ¢ uong s6 nay dugce béo céo xudt hién trong hodic ngay sau khi hoat dgng tinh duc, va mot
vai bién ¢b dugce béo cao xay ra ngay sau khi ding sildenafil ma khong c¢é hoat dong tinh dyc.
Khéng thé xac dinh duge lidu céc bién ¢b ndy cé lién quan trye tiép t6i sildenafil, hogt dong tinh
duc, bénh nhén dang c6 bénh tim mach, sur két hop cac yéu t nay hay cic yéu td khac.

Chirng cwong dau dwong viit

Chn than trong khi ké don céc thube didu trj rdi logn cuong dwong (ké cé sildenafil) cho nhimg
bénh nhan c6 céc bién dang vé giai phdu duong vt (nhu dwong vét gép goc, bénh xo hod thé
hang, hay bénh Peyronie), nhitng bénh nhén ¢6 bénh ly dé giy cuong dau duong vét (nhu bénh
thiéu mau hdng ciu hinh liém, bénh da u tuy, bénh bach cau).

Di ¢6 bdo co vé tinh trang cuong duong kéo dai va cuong dau duong vét khi st dung sildenafil
sau khi thude duge luu hanh. Trong trwdng hop cuong duong kéo dai hon 4 git, bénh nhin cdn
dén co 6 y 6 d& didu tej ngay 1ap tire. Néu cuong dwong khong duge didu tri ngay c6 thé din
dén mé duong vét bj pha hiy va mét kha niing vinh vién.
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,/téng huyét ap dong mach phdi (pulmonary arterial-PAH) cé chira sildenafil
(REVATIO) hodc cic phwong phéap diéu tri rdi loan cuong dwong khéc chua dwge nghién ciru,
vi vidy cic két hop diu trj nay khéng duge khuyén khich.

Anh hwéng 1én thj lye

Di ghi nhfin cac truong hop khiém khuyét thj lyc c6 lién quan dén sir dung sildenafil va céc thudc
{tc ché PDES khac (xem phan Tdc dung khéng mong m uén ctia thuéce). Bénh than kinh thj gidc
thiéu méu cyc bd khong do dong mach (NAION), mdt bénh hiém gap, da dugc béo cdo mdt cich
tw phat va trong mot nghién ciru quan sét lién quan dén vnf;c duing sildenafil va céc thude (rc ché
PDES5 khac (xem phin Tdc dung khéng mong muén ciia thuée). Trong trudmg hop mit th; lyc dot
ngdt, can khuyén bénh nhan ngimg dung sildenafil va hoi y kién béc st ngay (xem phin Chdng

( chi dinh).
Sir dung dong thoi voi ritonavir

Khéng nén ding dong thoi sildenafil vdi ritonavir (xem phén Tirong tée, tirong ky ctia thude).
St dung ddng thoi véi thudc chen alpha

Ciin thiin trong khi chi dinh sildenafil cho bénh nhén dang ding thuéc chen alpha vi sir dung ddng
thoi 6 thé dan téi ha huyét ap triéu chimg & nhitng bénh nhén nhay cam (xem phén Twromg tc,
tiwong ky ciia thudc). Tinh tlang nay rit c6 thé xay ra trong w‘mg 4 gior sau khi diing sildenafil.
Pé han ché nguy co ha huyét 4 dp thé, bénh nhan nén diéu trj 6n dinh huyét dong khi diing céc
thude chen alpha trude khi bét dau tri lidu bing sildenafil. Nén can nhéc bt ddu diéu trj bing
sildenafil véi lidu 25 mg (xem phin Cdch dimg, liéu ding). Thém vao do, béac st cAn khuyén bénh
nhén nhimg viée cdn lam trong trudng hop cé céc triéu chimg ciia ha huyét ap tw thé.

Tihe djng 1&n sy chay mau

Céc nghlcn ciru in vitro trén tidu ciu ngu‘cﬂ cho thdy sildenafil lam ting téc dung chéng ngun g
két tiéu cAu ctia natri nitroprussid (chdt cho nltrlc oxid). Hién nay chua c6 théng tin an toan ve
viée str dung sildenafil trén nhitng bénh nhén bj rdi loan déng mau hoiic loét da day ta trang tién
trién, vi vy chi nén dung sildenafil cho nhimg bénh nhén nay sau khi dd déanh gid cén than lgi

ich —nguy co.
Canh bdo ta duoe

Do thubc c6 lactose vi vay than trong khi ding thude & bénh nhén ¢6 ting galactose mau bim
sinh hozic kém hép thu glucose va galactose, hoiic ¢6 hdi chimg thiéu hut enzym lactase (bénh

chuyén héa hiém gip).

Thuée 6 chira tA duge mau Ponceau lake c6 thé gly cdc phan (mg dj img.

7. SU DUNG THUOC CHO PHY NU' €O THAI VA CHO CON BU

Khéng ding sildenafil cho phy nir,
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Sau khi ding liéu don 100 mg sildenafil dwdng ubng & nhimg ngudi tinh nguyén khoe manh
khong thdy ¢6 anh hudng nao Ién tinh chuyén dgng hofic hinh théi tinh tring (xem phén Dic tinh
diroe liee hoc).

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Sildenafil c6 thé cé anh hudng nhe dén kha ning l4i xe va viin hanh médy mdc.

Hién twong chong mat va thay ddi thi lyc da duge béo céo trong céc thir nghi¢m lam sang véi
sildenafil, do vy bgnh nhén cén biét 13 ho phan {mg nhu thé nao véi sildenafil trude khi lai xe
hogc vén hanh may mée.

9. TUONG TAC, TUONG KY CUA THUOC

Anh hwdng ciia cic thude khdc dén sildenafil

Cdc nghién ciru in vitro
Chuyén hoéa sildenafil dién ra chi yéu bai céc phan nhom cytochrome P450 (CYP) dang 3A4
(dwong chinh) va 2C9 (duong phu). Vi vay tAt ca céc tac nhan gy (rc ché nhitng phan nhém nay

c6 thé 1am giam do thanh thai cua sildenafil va céc tdc nhin gay kich thich nhiing phan nhém
nay ¢ thé 1am tang do thanh thai ciia sildenafil.

Cde nghién ciru in vivo

Céc phén tich duge dong hoc théng qua céc dit ligu thir nghiém 14m sang cho thdy, khi ding dong
thori sildenafil véi cdc tae nhén tre ché CYP3A4 (nhur ketoconazol, erythromycin, cimetidine) s&
lam giam d@ thanh thai ciia sildenafil. Miic dii khong thdy c6 sir ting ty 1¢ téc dung khdng mong
{ mudn & nhitg bénh nhén nay, nhung khi ding dong thoi sildenafil voi téc nhén trc ché CYP3A4,
nén cin nhiic ding lidu khai dau 25 meg.

Viée dung ddng thai lidu don 100 mg sildenafil vdi téc nhan irc ché protease ctia HIV ritonavir
(500 mg, ding 2 lin/ngay), mot chét (rc ché manh P450, di lam ting Ciux ctia sildenafil [én 16
300% (géip 4 I4n) va ting AUC trong huyét tuong 1én téi 1000% (gép 11 I4n). Thoi diém 24 gio
sau ding thuéc, ndng d cia sildenafil trong huyét twong van xdp xi 200 ng/mL so véi 5 ng/mL
khi dung sildenafil don dgc. Piéu nay phii hgp véi tae ddng rd rét cia ritonavir lén céc co chat
ctiia P450, Sildenafil khong anh hudng téi duge dong hoc cta ritonavir, Dya trén céc két qua
duge dong hoc nay, khdng nén diing déng thoi sildenafil va ritonavir (xem phan Cdnh bdo vé
than trong khi dimg thude) va trong moi trudng hop, liéu ding sildenafil t6i da khong duge vurgt
qua 25 mg trong vong 48 gio.

Viée ding ddng thdi mot liéu don 100 mg sildenafil véi tac nhén (e ché protease ctia HIV
saquinavir (1200 mg ding 3 lan/ngay), cling 1 mdt téc nhan gay irc ché CYP3A4, di lam ting
Conax clia sildenafil 1én t¢i 140% va ting AUC 1én t6i 210%. Sildenafil khong anh hudng dén
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a saquinavir (xem myc Cdch dimg, liéu dimg). Céc téc nhan tre ché CYP3A4
@ Ketoconazole va itraconazole s€ ¢6 nhitng énh huéng lén hon.

Sf)ﬁ = Jﬁ%‘l—“
L 1:3@51@ thoi erythromycin (500 mg, ding 2 lan/ngay trong 5 ngay), mot tac nhén frc ché

trung binh CYP3A4, véi lidu don 100 mg sildenafil, d& lam ting dién tich dudi duong cong
sildenafil (AUC) Ién t6i 182%. Trén nhiing nam gidi tinh nguyén khoe manh khong thdy c6 anh
huéng nio ctia azithromyein (500 mg/ngdy trong 3 ngdy) t6i AUC, Cua, Tmas, hiing s6 toc do
thai telr, thoi gian ban thai cua sildenafil cling nhu chit chuyén hoéa chinh ctia né.

Cimetidine (800 mg), mdt téc nhén irc ché cytochrome P450 va (rc ché khong diic hi¢u CYP3A4,
khi ding dong thdi véi sildenafil (50 mg) s& lam ting ndng do ctia sildenafil trong huyét twong
1én 56% trén nhitng ngudi tinh nguyén khoe manh,

Nude ép budi 1a chit tre ché CYP3A4 yéu chuyén héa & thanh rudt va ¢6 thé lam ting nhe ndng
dé sildenafil trong huyét tuong.

‘_ Liéu don céc thube khéng acid (magnesi hydroxide, nhdm hydroxide) khong anh hudng t6i sinh
‘ kha dyng ctia sildenafil.

Mic dii céic nghién etru tuong tac cy thé khang duge thyc hién cho tt ca cdc thube nhung phan
tich duge déng hoc theo quan thé cho thdy dugc dong hoc ciia sildenafil khéng bi dnh hudng khi
didu trj phéi hgp véi céc thude tre ché CYP2C9 (nhur tolbutamide, warfarin, phenytoin), céc thute
trc ché CYP2D6 (nhu cac thube tre ché tai hiip thu chon lgc serotonin, thude chdng trim cam ba
vong), thude lgi tiéu thiazide va cac thude lgi tiéu lién quan, thude lgi tidu quai va tiét kiém Kali,
thuéc trc ché men chuyén angiotensin, thudc chen kénh calci, thude déi khéng thy thé beta-
adrenoceptor, tdc nhin giy cam (mg chuyén héa CYP450 (nhur rifampicin, céc barbiturate).
Trong mdt nghién ciru trén nhimg tinh nguyén vién nam khoe manh, viéc ding dong thoi chit
dbi khang endothelin, bosentan, (m{t chét cam tmg CYP3A4 [trung binh], CYP2C9 va ¢ thé ca
CYP2C19) & trang thai én dinh (125mg, 2 lin/ngy) vdi sildenafil & trang théi 6n dinh (80mg, 3
ldn/ngay) dé din dén vige gidm AUC va Cinax ctia sildenafil tuong (g la 62,6% va 55,4%. Vige
ding dong thoi védi cic chét cam (mg CYP3A4 manh, nhu rifampin, dugc cho la s€ lam giam
ndng do sildenafil trong huyét twong nhiéu hon.

Nicorandil & két hop ciia chat hoat héa kénh kali va nitrat. Do thanh phén nitrat nén ¢6 khé néing
gly ra tuong téc nghiém trong vdi sildenafil.

Anh hwéng ciia sildenafil dén cic thuée khde

Cdc nghién citu in vitro

Sildenafil & mot thude trc ché yéu céc cytochrome P450 phan nhém 1A2, 2C9, 2C19, 2D6, 2E1
va 3A4 (ICso > 150 pM). Do sau khi ding liéu khuyé"n c4o thi ndng dé dinh trong huyét tuong
ctia sildenafil xdp xi 1pM, nén sildenafil s& khé ¢6 kha niing lam thay ddi do thanh thai cac co

chét cua céc isoenzym nay.

- . . A . e . - y £ £ . » w
Khéong c6 dir ligu vé sy twong tde gitra sildenafil va cc chat (rc che phosphodiesterase khong dic
hiéu nhu theophylline hodic dipyridamole.

Cdc nghién citu in vivo

Dua trén céc tac dung da biét trén chu trinh oxide nitric/eGMP (xem phan Déie tinh dirge hie
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thbe), sildenafil A

4p toan than khi str dung két hop thudc (e ché PDES véi riociguat. Trong céc nghién ctru 1dm
sang, riociguat dd duge chimg minh I lam ting tic dung ha huyét ap cla thude tre ché PDES.
Chua ¢6 biing chimg v& tdc dong lam sang c6 lgi ctia dang phdi hop nay trén cée ddi tugng duge
nghién ciru. Chdng chi dinh sir dung dong thoi riociguat véi cde thude (rc ché PDES, bao gbdm ¢4
sildenafil (xem phdn Chong chi dinh).

Sir dung ddng thoi sildenafil trén nhirng bénh nhan dang diing thuée chen alpha c6 thé dén dén
ha huyét 4p cé triéu chimg & mét sb ngudi nhay cam. Tinh trang nay rét cé thé xay ra trong vong
4 git sau khi ding sildenafil (xem phan Cdch dimg, liéu dimg va Canh bdo va than trong khi
dimg thuoc). Trong 3 nghién ciru dic hiéu vé tuong téc thude - thudc, thude chen alpha doxazosin
(4 mg va 8 mg) va sildenafil (25 mg, 50 mg, hoge 100 mg) duge chi dinh dong thoi cho cde bénh
nhan budu lanh tién liét tuyén (BPH) didu trj on dinh v&i doxazosin, Quan sét céc dbi twong
nghién clru ndy, cdc mirc giam bd sung trung binh cla huyét ap do & tur thé nam ngtra JAn luot [a
7/7 mmHg, 9/5 mmHg, va 8/4 mmHg va cac mirc giam bd sung trung binh cia huyét &p do & tu
thé dimg lan lugt 13 6/6 mmHg, 11/4 mmHg, va 4/5 mmHg. Khi chi dinh dbng thoi sildenafil va
doxazosin trén bénh nhén dang diéu trj én djnh véi doxazosin, it c¢é cac bao cdo vé nhitng bénh
nhan bi ha huyét ép tu thé c6 triéu chimg. Cac béo cdo nay bao gbm chéng miit va chodng véng,
nhung khéng ngét.

Khéng cé tuong téc ¢é ¥ nghia ndo khi chi dinh dong thi sildenafil (50 mg) véi tolbutamide
(250 mg) hodc warfarin (40 mg) (la cac chit duge chuyén hod boi CYP2C9).

Sildenafil (50 mg) khong lam ting thém thoi gian chdy mau gay ra boi acetyl salicylic acid (150
mg).

Sildenafil (50 mg) khong lam tang thém téc dung ha huyét 4p ctia rugu trén nhimg ngudi tinh
nguyén khde manh véi nong do i da trung binh la 0,08% (80mg/dL).

Cée nhém thude chong ting huyét 4p (thube loi tidu, thubc chen beta, thude (e ché men chuyén,
thude chen thy thé angiotensin 11, edc thude ha huyét dp (thude gidn mach va thudc trc ché trung
tam (centrally-acting), thuéc chen adrenergic neuron, thubc chen kénh calci va thude chen thy
thé alpha-adrenoceptor): khong thdy c6 sy khéc biét vé tac dyng khéng mong mudn & bénh nhan
dung phdi hgp véi sildenafil so véi dicu tri bang gia dugc. Trong mgt nghién clru twong téc cy
thé, khi dung dong thoi sildenafil (100 mg) va amlodipine & bénh nhan ting huyét ap, & tu thé
nim ngira chi lam ha thém huyét 4p 8 mmHg dbi véi huyét dp tdm thu va 7 mmHg dbi v6i huyét
ap tm truong. Viéc ha thém huyét p nay cé mirc do twrong tw nhw khi ding sildenafil don doc
trén nhimg nguoi tinh nguyén khoé manh.

Sildenafil (100 mg) khéng anh huéng tdi duge déng hoc ctia cdc thube e ché protease HTV nhur
ritonavir vi saquinavir, ca hai déu 1a co chat cia CYP3A4,

O nam gidi tinh nguyén khoé manh, sildenafil & trang thai &n dinh (80 mg, 3 lan/ngay) lam tang
49,8% AUC ctia bosentan va ting 42% Cinax ctia bosentan (125 mg, 2 [An/ngay).
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u sildenafil vao phdi hgp sacubitril/valsartan & bgnh nhén ting huyét ap da
dinh ¢6 lién quan dén viéc ha huyét ap nhidu hon déng ké so véi chi dung

didu tri v6i sacubitril/valsartan,

Twong ky ciia thude

Do khéng ¢6 cic nghién ciru vé tinh trong ky cia thube, khong tron [&n thude ndy véi cée thube
khéc.

10. TAC DUNG KHONG MONG MUON CUA THUOC
Tém tit dir liéu an toan

Dir liéu an toan ciia sildenafil duoc thiét 1ap dya trén 9.570 bénh nhén trong 74 nghién ciru [dm
sang mu déi ¢o déi chimg véi gia duge. Céce tée dung khong mong mubn duge béo céo phd bién
nhét 14 nhirc ddu, do bimg miit, khé tidu, nghet miii, chéng mit, budn nén, néng bimg, rbi loan
thi gide, chirng nhin xanh va nhin mé.

Béng tom tiit edc tac dung khéng mong mudn

Bang duoi day li¢t ké cc tac dung khong mong mudn quan trong vé mat y té va tir céc thir nghiém
lam sang, vdi ty 1¢ cao hon gid duge duge ligt ké theo hé co quan va tan sudt: Rét thuong gip
(>1/10), thudmg gip (>1/100 dén <1/10), it gap (=1/1.000 dén <1/100), hiém gap (=1/10.000 dén
<1/1,000), rét hiém giip (<1/10.000) va chua xéc dinh (khéng thé uée tinh tir céc dir ligu hién cd).

HEg co quan Rat thwong | Thuong gip It gip Hiém giip
gip © 1100 vi |( 171000 va |( 1/10.000 va
 1/10) <1/10) <1/100) <1/1.000)

Nhiém khudn va Viém miii

nhiém ky sinh

iriing

Rc“;{ loan hé Qué méan

mien dich

Roi logn hé than | Dau diu Chéng miit Budn ngn, giam | Tai bién mach

kinh cam giac méau  ndo, con

thiéu méu cuc bd
thoang qua, dong
kinh®, ddng kinh
téi phat’, ngét

Roi logn mat Bién ddi mau | Roiloan tict nude Bénh thdn kinh
séc thi gidc™, |mét™, dau mit, | thi gidc thidu méu
rdi loan thi gide, | chimg sg  dnh | cuc bd khong do
nhin mo sang, chimg lo4 | dong mach
mét, sung huyét | (NAION)®,  tic
mat, chéi mat, | mach mau vong
PP £ . £
viém ket mac mac xudt huyét
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vong mac, bgnh
vong mac do xo
ctng dong mach,
rbi  logn vong
mac, bénh tang
nhan 4p, khiém
khuyét thj truong,
nhin doi, giam thi
le, cén thi, thj
lyc suy nhugc,
thuy tinh thé ndi,
t6i loan mébng
mét, gidn ddng ti,
nhin thdy quing
sing, Phl‘: mﬁt,
sung mat, rbi logn
mét, sung huyét
két mac, kich (mg
mét, cam gidc bét
thudong ¢ mfit,
phit mi mit, ddi
mau cling mac

A o
Roi loan tai va
mé dao

Chéng mat, O tai

. A
Piéc

Réi loan tim

Nhip tim nhanh,

Dot tir do bénh
tim®, nhdi mau co

anh tr6 ; :
Qnh fihg ngyo tim, rbi loan nhip
thét’, rung tam
nhi, dau that ngye
khong 6n dinh
Roi loan mach D6 bimg mit, Tﬁng huyél ap, ha
micint ndng birng huy¢t ap
Roi logn hé hdp, Nghet miii Chéy mau cam, | Khan hong, phu
nguwe va lrung tdc xoang miii, kho miii
theit
Roi logn tiéu Bubn ndn, khé | Chimg trao nguge | Giam  xic  gidc
hod tiéu da day thye quan, | miéng

non mira, dau
bung trén, kho
mi¢ng

F Y
Réi logn da va
mo duoi da

Phat ban

Hoi chimg
Stevens-Johnson
(SIS)’, Hoai tr
thugng bi nhiém
doc (TEN)"
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Pau co, dau dau
chi
Roi loan than va Tiéu ra mau
tiet ni¢u
Réi logn hé sinh Xuét huyét
san va vi dwong vit, chimg
cwong dau duong
vat', xudt tinh
mdu, ting cuong
clrng
Cac roi  logn Pau ngye, mét | Cau git
chung va tai noi moéi, cam gidc
ding thuoe nong
( Két qua kiem Tang nhip tim
' tra/ xét nghiém

* Chi dugce bdo cdo trong qué trinh giam sat sau khi thude lru hanh,

* Bién di mau séc thj gide: ching mu lyc, loan sc thi, chirng nhin xanh, chig nhin do, chimg

nhin vang.
*** Ri loan tiét nurde mét: kho mét, rbi logn tuyén I¢ va ting tiét nude mit,
Théng bdo cho bic si hogc dwpe si nhitng tic dung khong mong mudn gdip phdi trong qud
trinh sir dung thuée.

11, QUA LIEU VA CACH XU TR
Qua liéu

Nghién ctru trén nhiimg ngudi tinh nguyén ding liéu don 800 mg sildenafil cho théy cac tac dung
, khong mong mudn & liéu nay tuong ty nhu & liéu thap hon, nhung tan sudt gip va mire d nghiém

trong thi tng 1én. Li¢u 200 mg khong lam ting hiéu qua nhung ty 1¢ cde tac dung khong mong
muén (dau déu, do birmg mit, chéng m3t, khé tiéu, nghet miii, thay dbi thj lyc) lai tang Ién.

Xir tri

Trong trudng hop qua lidu, yéu cdu phai c6 cac bién phap hd teg pht hgp. Thédm phén thin khong
lam ting dd thanh thai vi sildenafil géin manh véi protein huyét trong va khong bi thai trir qua

P o2
nwoc tieu.

12. PAC TINH DUQC LUC HQC

Nhom dwge Iy Tiét niéu; Thudc diing trong r6i loan cuong duong.
Mi ATC: G04B EO03

Co ché tac dung
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@ifu tri roi loan cwong duong dudmg ubng. Khi ding thudc kém theo sy kich
s& phuc hdi chirc néing crrong duong bi suy giam biing cach ting luu lugng

Co ché sinh Iy cuong duong kéo theo sy gii phdng nitric oxide (NO) ¢ thé hang trong subt qua
trinh kich thich tinh dyc. Sau d6 NO hoat ho4 men guanylat cyclase, men nay lam téng nong do
ctiia cGMP tir d6 lam giéin co tron mach méu cuia thé hang va cho phép dong mau chay vao.

Sildenafil cé téc dung (rc ché manh va chon lgc phosphodiesterase diic hi¢u typ 5 (PDES) trong
thé hang, trong d6 PDES chiu tréch nhiém phan hiy ¢cGMP. Sildenafil ¢6 tic dyng ngoai vi dbi
véi sir cwrong ctmg. Sildenafil khong c6 tac dung lam gidin truc liép trén thé hang phan lap cua
ngudi nhung c6 kha ning ting cudng tic dung lam gidn cia NO trén mé nay. Khi chu trinh
NO/cGMP dugc kich hoat, nhir khi xay ra kich thich tinh due, sy trc ché PDES cua sildenafil ddn
dén tang ndng d6 cGMP trong thé hang. Vi vily, cdn phéi kich thich tinh dyc dé sildenafil c6 thé
tao ra nhimg téc dung duge ly cd lgi nhir mong mudn.

( Dic tinh dwge lye hoe

C4c nghién ctru in vitro cho thiy sildenafil ché chon loc PDES, chét tham gia vdo qué trinh
cuong cimg. Tac dung cua sildenafil chon loc trén PDES manh hon cac phosphodiesterase d
duge biét khéc, (gdp 10 1dn dbi véi PDEG — chit c6 lién quan dén con dudng déin truyén dnh séng
& vong mac. O lidu khuyén cdo t6i da, gdp 80 Ién dbi v6i PDEI va hon 700 lan déi véi PDE2, 3,
4,7,8,9,10va 11). Dic biét, sildenafil cé tac dung chon lgc trén PDES manh gép 4000 lan so
v6i PDE3, didu nay rdt quan trong vi PDE3 (d6ng phén phosphodiesterase cAMP dic higu) la
mdt men lién quan tGi sir co bép caa tim.

Tinh an toan va hiéu qué lim sang

Hai nghién ciru lam sang duge thiét ké diic bigt dé dnh gia khoang thi gian sau khi ding thude,
trong thai gian do sildenafil co thé tao ra sir cuong cimg dé dap (mg véi kich thich tinh dyc. Mgt
nghién ctru da tién hanh do thé tich duong vét (RigiScan) trén nhirng bénh nhan nhin &n, thoi
gian khoi phat tac dung trung binh ddi v6i nhitng ngudi dat duge df cuong cimg & mic 60% (du
dé quan hé tinh dyc) 1a 25 phit (trong khoang 12 — 37 phat) khi str dung sildenafil. Trong mot
nghién ctru RigiScan riéng bigt, sildenafil vén ¢6 thé tao ra su cuong cimg dii dé dép (g v6i
kich thich tinh duc khoéng 4 — 5 gid sau khi uéng.

Sildenafil gdy ha huyét dp nhe va thodng qua va trong phan Ién cac trrdmg hop khong chuyén
thanh anh huéng cé y nghia lam sang. Sau khi dung litu sildenafil 100 mg, huyét 4p tam thu
gidm ti da trung binh 1a 8,4 mmHg va huyét ap tdm truong giam t6i da trung binh la 5,5 mmHg
(dwge do & tur thé ndm ngira). Sy giam huyét dp ndy phi hop véi téc dung gidin mach cia
sildenafil, ¢6 thé 12 do ndng dd ¢cGMP trong co tron mach m4u ting 1&n. Khang c6 sy thay doi
lién quan lam sang trén dién tim d6 (ECGs) & nhitng ngudi tinh nguyén khoé manh khi ding céc
lidu don sildenafil 1én t&i 100 mg dudng udng.

Nghién eru vé& huyét dong trén 14 bénh nhan bi bénh djng mach vanh ning (hep > 70% it nhéit
la 1 dong mach vanh) dugc ding lidu don 100 mg sildenafil, thiy ring huyét p tam thu va tam
truong khi nghi ngoi giam di 7% va 6% so vdi huyét ap trude khi ding thude. Huyét ap tdm thu
ddng mach phéi trung binh giam di 9%. Sildenafil khong tdc dfng (6i cung lugng tim va khong
anh hudng t6i dong chay qua cde dong mach vanh bi hep.
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y/va dau that nguc on dmh man tinh, nll“rng bénh nhan nay dung thude dau thﬁt
én {ngoal trir nitrat). Két qua cho thay khong co su khac bl¢l oy ng]na lam

Sur khac nhau trong vige phén biét mau nhe va thodng qua (xanh da tréi/ xanh 14 cdy) dugc phﬁt
hién thay & mot vai trudng hgp ding test Farnsworth — Munsell 100 hue sau 1 gio khi ding lidu
100 mg, con sau 2 gi¢r khdng ¢6 mt anh hudng nio dwoc chimg minh. Co ché chinh cia sy thay
ddi phan biét mau ¢o lién quan t¢i viée (rc ché PDE6. Logi men nay c6 n hiéu & vong mac.
Sildenafil khéng anh hudng dén thi lyc hofic sy nhay cam can quang. Trong mot nghién ciru quy
md nho ¢ ddi chimg vai gia duge & nhitng bénh nhén thoéi hod diém vang sém c¢d lién quan i
tudi (n = 9) thi sildenafil (liéu don, 100 mg) cho thdy khong c6 thay d6i co ¥ nghia ldm sang trén
cée test thi lyre (tinh linh hoat ctia thi lye, ludi Amsler, phan biét mau, dén giao thong mo phong
phén bigt mau sfic, thi trudng ké Humphrey va quang ép).

Sau khi dung lidu don sildenafil 100 mg ducmg ubng trén nhitng ngudri tinh nguyén khoe manh
khong lhay c6 sir anh hudng nao I1én tinh chuyén dong hojic hinh thai tinh tring (xem phén St
dung thuée & phu nit ¢6 thai va cho con bif).

Théng tin thém vé thie nghi¢m lim sing

Tr ong cac thar nghiem lam sang, sildenafil duo‘c ding cho hon 8000 bénh nhin & do tudi 19— 87.
Bao gom cac nhém ddi tugng sau: ngm’.‘n cao tudi (19,9%), bénh nhan ting huyét ap (30,9%), déi
thao dudng (20, 3%) bénh tim thiéu méu cuc bo (5 8%), ting lipid mau (19 8%), chéin 1I11rcmg
tay song (0,6%), trdm cam (5,2%), cét bo tuyén tién liét qua niéu dao (3,7%), céit bo tuyén tién
liét triét dé (3,3%). Cac nhém bénh nhén sau ddy khong phu hgp dé dai dién hofic bj logi khoi
céc thir nghiém lam sang: bénh nhan phau thuét viing chdu, bénh nhén sau xa iu, bénh nhén suy
thin hofic suy gan niing va bénh nhan mic mét sé bénh tim mach (xem phén Chéng chi dinh).

Trong c4c nghién ciru ding liéu cb dinh, ty 1& cai thién kha ning cucmg cing 12 62% (vai lidu
sildenafil 25 mg), 74% (véi lidu sildenafil 50 mg), va 82% (véi lidu sildenafil 100 mg) so sanh
véi két qua 25% & nhom dung gia duge. Trong céc thir nghi¢m lim sang c6 dbi chimg, ty 1¢
ngimg str dung sildenafil thdp va tuong ty nhur gia dugre.

ik mn&, tAt ci cae thir nghiém, ty 1& bénh nhén ¢6 ghi nhan sy cai thi¢n khi stir dung sﬂdcnaﬁl nhur
sau: rdi logn cwrong duong do tim Iy (84%) réi loan cuong duong thé hdn hop (77%), roi logn
cuwong duong ty nhién (68%), ngudi cao tudi (6?%) dai thdo dudng (59%), bénh tim thiéu mau
cl,lc bo (69%), ting huyét ap (68%), céit bo luyen tién ligt qua niéu dao — TURP (61%), ciit bo
tuyén tién ligt trigt dé (43%), chan thwong tiy song (83%), trdm cam (75%). Tinh an todn va hiéu
qua ctia sildenafil dugc duy tri trong céc nghién ciru dai han.

Tré em

Co quan quan ly Duge phdm Chéu Au (EMA) da mién trir trach nhiém nop céc két qua nghién
ciru lién quan dén sildenafil ding dé dicu tr r6i logn cuong duonb trén tat ca cée phin nhom (ré
em. Xem phan Liéu dimg, cdch ding dé c6 thém thong tin v& vige st dung thude trén tré em.
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phat (trung binh 60 phit) duge ghi nhén khi ding thue ltic déi. Sinh kha dung tuyét
déi trung binh dudng udng la 41% (dao dong tir 25 — 63%). Sau khi udng sildenafil, AUC va
Cunax tAng ty 1€ thu@n véi lidu ding trong khoang lidu khuyén cdo (25— 100 mg).

Khi ding sildenafil cling véi thirc #n, tde do hédp thu gidm véi thai gian gidm trung binh ctia Timax
la 60 phiit va Cinax la 29%.

Phéin bb

Thé tich phan b thudc trung binh cua sildenafil (Vd) la 105 lit, phdn bé tap trung vao cic md.
Sau khi uéng mat lidu don 100 mg, tdng ndng d i da trung binh trong huyét twong cia
sildenafil 14 khoang 440 ng/mL (CV 40%). Vi sildenafil va chat chuyén hoa & vong tudn hoan
I6n ctia né 12 N-desmethyl gin t6i 96% véo protein huyét twrong, diéu nay din dén nong do
sildenafil tu do i da trung binh trong huyét trong 12 18 ng/mL (38 nM). Viée giin vdo protein
huyét twong khéng phy thuge vao nong do tong.

Nong d¢ cia sildenafil trong tinh dich etia nhitng ngudi tinh nguyén khoée manh khi ding mt
lidu don 100 mg sau 90 phat 1a nho hon 0,0002% liu sir dyng (trung binh 188 ng).

Z .
Chuyén hoa

Sildenafil duge chuyén héa chi yéu bai cac men CYP3A4 (dudng chinh) va CYP2C9 (duong
phu) c6 & gan. Céc chit chuyén héa & vong chuyén hoa chinh ciia sildenafil tao ra tir qua trinh
N-desmethyl hoa. Céc chit chuyén hoa nay c6 hoat tinh chon loc ddi véi PDE tuong tw nhu
sildenafil va trén in vitro tinh chon loc dbi véi PDES xAp xi 50% ciia chdt me. Nong do trong
huyét trong cia cdc chit chuyén héa la khoang 40% nong do chit me. Chét chuyén héa N-
desmethyl lai tiép tuc duge chuyén héa, ¢é thai gian ban huy 1a 4 gid.

Thai triy
P& thanh thai toan than cua sildenafil 12 41 lit/gid vdi thoi gian ban huy & pha cudi 1a 3 -5 gio.

Sau khi ding dudng uéng hay tiém tinh mach, sildenafil dugc thai trir chu yéu qua phan dudi
dang chit chuyén héa (khoang 80% liu udng) va mdt phél“ll nhé qua nude tiéu (khoang 13% lidu

A
uong).
Duge dong hoc & mdt s6 nhém dbi twgng diic bigt
Ngudi cao tudi

Trén nhitng ngudi cao tudi khoe manh (tir 65 tudi trér 1én), do thanh thai cia sildenafil giam, két
qua 12 ndng dd sildenafil va chit chuyén héa cé hoat tinh N-desmethyl trong huyét trong cao
hon khoang 90% so véi nong do nhitng chét nay & nhitng ngudi tinh nguyén tré khde manh (tir
18 — 45 twbi). Do sy ghn két sildenafil vio protein huydt twong phu thuge vao tudi, ndng do
sildenafil ti do trong huyét twong ting twong (mg khodng 40%.

Suy thin

Trén nhitng ngudi tinh nguyén bj suy thin nhe dén trung binh (do thanh thai creatinine tir 30 -
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¢ dong hoc clia sildenafil khéng bj thay déi sau khi dang mot lidgu don 50 mg.
gudi ciing do tudi khong bi suy than, AUC va Cyax trung binh ctia chét chuyén

déi trgng, nén nhitng khéc biét nay khang ¢d y nghia théng ké. Trén nhimmg ngudi suy thén ning
(d6 thanh thai creatinine < 30 mL/phit), do thanh thai cia sildenafil bj gidm, din dén miic ting
trung binh AUC va Cunax 130 luot 13 100% va 88% so véi ngudi & ciing d tudi nhung khong b
suy thén. Thém vao do, cac gid tr] Cmax va AUC ciia chét chuyén héa N-desmethy! ting déng ké
1dn lugt 12 200% va 79% & cic d6i tugng suy thén ning va cée dbi tugng 6 chire ning than binh
thudme.

Suy gan

Trén nhitng ngudi tinh nguyén bj xo gan nhe dén trung binh (Child-Pugh A va B), d9 thanh thai
ctia sildenafil bi gidm, két qua lam ting dién tich dudi duong cong AUC (85%) va Cax (47%)
so v6i ngudi khong bj suy gan & ciing do tudi. Dugc dong hoc cia sildenafil & bénh nhéan suy gan
ning chua dugc nghién ciru.

Iy A A +
Dik liu an toan tién ldm sing

Dir ligu phi lim sang cho thdy khéng c6 nguy co dic biét nao trén ngudi dya trén céc nghién ciru
quy e vé duge Iy an toan, doc tinh liu I3p lai, doc tinh trén gen, kha niing gy ung thu va doc
tinh ddi voi sinh san va phat trién,

14. QUY CACH DPONG GO1
Hop 1 vi (Alu/Alu) x 4 vién nén bao phim, kém (& hudng dén sir dung.

15. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQGNG CUA THUOC
Didu kién bio qudn: Pé noi khé thoang, nhigt do khéng qua 30°C, trdnh énh sang tryc tiép
Han dimng: 24 théng k& tir ngay sén xudt
Tiéu chudin chit lwgng thude: TCCS

16. TEN, PJA CHI CUA €O SO SAN XUAT THUOC

CONG TY TNHH MTV DUQC PHAM 150 COPHAVINA
112 Tran Hung Pao — P. Pham Ngii Lio — Q.1 = TP. H& Chi Minh — Viét Nam
» PT: 1800 8150
Fax: 028 38368437

COPHAVINA

= 08 Duimg Dinh T |
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