]t)\ thude nay chi ding theo don thudc

VIVAX-100

( Vién uén bao phim Sildenqfit 100mg (dudi dang citrat))
Thude nay chi ding theo don ciia bic sy,
Dé xa tiam tay tré en.

Dgc ky hudng din sii- dung trivde khi ditig

THANI PHAN CONG THUC THUOC

Mdi vién chia:

Sildenafil 100 mg (dudi dang citrat)

Téa duge: Microcrystallin cellulose; Dibasic calei phosphat; Povidon: Colloidal silica khan;
Croscarmellose natri: Magensi steavate; Microcrystallin cellulose pH 102; Talc tinh khiét:

Hypromellose; Indigo Carmine Lack; Titan dioxid:

DANG BAO CHE: Vién nén bao phim mau xanh, hinh thoi, hai mat 15i, mdt mit o khac
56 100.

CHI DINH:

Diéu tf rdi loan chire ning cuong duong & nam gidi, ¢o nghia 1a khong thé dat duge hode
duy tri sy cuong duong du dé hoat ddng tinh dyc mong mudn.

Dé sildenafil ¢6 higu qud, bat bude phai ¢6 kich thich tinh due.

CACH DUNG, LIEU DUNG

Ligu lugng;

Str dung o ngroi lon:

Liéu khuyén cdo 14 SO0mg diung khi cin thidt khodang | git trude khi hoat d{‘mg, tinh duc., Dua
trén hi¢u qud va su dung nap, liéu ¢o thé tang 1&n i 100mg hode giam \:uung con 25my,
Li¢u t6i da khuyén cdo 1 100mg. Tan xudt d ang khuyén cdo i da 1a 1 1n mai ngay. Néu

,

Sildenalil duge dung vai thire an. sy khoi phit tae dung cta thude ¢o thé bi chdm lai so vai
udng khi doi.

e G o
Cacdortuong aic ordt
Newoi cao iioi:

I(hnnb yéu cau diéu chinh li¢u o ngudi cao i (>65 tudi)

Db voi benh nhan suy thin nhe (& trung binh (dd thanh thai creatinin: 30-80m| Aphut) sir
dung liéu nhur md trong phin “Su dung ¢ nguoi on”,




h

Vi do thanh thai sildenafil bj giam o bénh nhin suy than nang (dé thanh thai creatinin < 30
mL/phtt) nén xem xét lidu 23m;r Dua trén hidu qua va sp dung nap, lidu ¢o thé duoe ting
timg budce tdi SOmg 161 100mg néu cin.

Bénh nhdn suy gan:
Vi do thanh thai creatinin bj giam & bénh nhan suy gan (vi dy xo gan), xem xét licy 2‘31115
Dya trén hi¢u qua va sy dung nap, lidu ding co (hé tang timng bude 161 50mg 16i 100mg néu

can.
1re eni;

Khong chi dinh Sildenafil cho tre dudi 18 tudi,

Sir dung ¢ bénh nhén dang g thuoe kheic

Ngoai tlr ritonavir khong duge khuyén cdo st d g dong thoi vai sildenalil, mot liéu khaoi
ddu 25mg nén duoc xem xét si dung & bénh nhin dang dwoe tri lidu vai cde chit te ché
CYP3A4,

Dé giam thidu nguy co hy huyét ap thé dimg tién tién ¢ bénh nhan dang i li¢u voi thude e

ché alpha, bénh nhan nén duge on dinh i lidu Gie ché alpha trude khi bt du tri lidu voi
sildenafil. Ngodi ra. nén xem xét bit ddu véi licy 25mg sildenafil,

Céch dimg;

Diing dudmyg udng.

CHONG CHI DINH

Mén cam véi sildenalil hodc véi bit ky ta duge ndo cia thude

Xem xét tac dung da biét wén nitric oxid/chu trinh guanosin monophosphate (¢cGMP),
sildenalil duge thiy 1a lam tang téc dung b dp cha nitrat, va sir dyung dong thei véi cac
thude cung cép nitric oxid (nhu amyl nitrite) hode nitrat & bit ky dang nao dugc n,hcmg chi
dinh.

Cic thude didu i rdi loan cuong duong. bao gdm sildenalil, khong nén duge sir dung o
ngudi khong nén hoat déng tinh dye (vi du bénh nhén rdi loan tim mach niing nhu dau thit
ngue khong 6n dinh hodc suy tim ning).

Sildenalil duge chdng chi dinh o bénh nhan bi mét thi lye 6 MmO mat vi bénh (hin kinh thi
gide do thidu méu cyc bo ving trude khong do nguyén nhan dong mach (NAION), bii ké
lidu tinh trang ndy ¢ lién quan hay khéng lién quan 6i sy phoi nhiém chdt Gc ché PDES

0.

trude diy

Tinh an toan cua sildenafil van chua dirge nghicn ctru ¢ cde nhom bénh nhan dudi day va do
do vice sir dung sildenalil duge chdng chi dinh: suy gan nang, ha ap (huyét ap <90/50
mml Ig} tién str gén ddy bi dot quy hodic nhéi méu co tim va cac rdi logn vong mace thodi hoa
di ll}’Ll] nhu viém vong mac sic & (mot phin nho cde bénh nhdn nay bi cac rdi loan di

truyén v& phosphodiesterase vong mac).

CANH BAO VA THAN TRONG KHI DUNG THUOC




Tién sir di¢u tri va kiém tra than thé nén duoe tién hanh dé chudn dodn rdi loan chire nang
cuong duong va xde dinh nguyén nhan tiém an, wude khi tf 1idu duge 1y duge xem xél.

Cie nhfin th nguy co tim mach:

Trude khi bt diu bit ki tri liéu réi loan cuong duong nao. bac sy nén xem xét tinh tang
tim mach ctia bénh nhén, vi ¢c6 mét mae dd nguy co tim lién quan 1&i hoat dong tinh dyc.
Sildenalil ¢6 ddc tinh gidn mach, din 6 huyé ap giam nhe va thodang qua. Trude khi ké
sildenafil, bac sy nén xem xét cdn than xem liéu bénh nhén vé6i tinh trang nhu vy ¢o bi danh
huong bat lgi boi cie tic dung gidn mach khong, dac bigt két hop véi hoat déng tinh dyc.
Bénh nhén ting nhay cam véi sy gidan mach gém ngudi the nghén dong chay thit i (vi dy
hep 16 dong mach chu, bénh co tim Gie nghén phi dai), hodic nhimg ngudi ¢ hdi chitng hiém
gap vé bénh teo da he thdng thé hién sy kiém soit huyét ap tr dong suy giam nghiém wong,
Sildenalil lam tang tie dyung hy dip cua nitrat,

Cée truang hop tim mach nghiém trong, bao gdm nhdi mau co tim, dau thit ngue khdng 6n
dinh, ddt t tim, logn nhip thét, xudt ]lLI)*él ndo. con thidu mau cue bd thodng qua. ting huyét
ap va ha hu}'é‘l ap da duoce bao cdo khi [uu hanh thude ¢6 mdi lién quan tai viée su dung
sildenalil. Hau hét, nhing khéng phai (dt ca, cac bénh nhén nay ¢ cac nhin 16 nguy co bénh
tim mach truoe diy. Rét nhiéu vuong hop da duge bio cao xudl hign trong hodic ngay sau
hoat dfng tinh duc va mdt vai truomg hop da bdo cdo xudt hién ngay sau khi su dung
sildenalil ma khong ¢6 hoat ddng tinh duc, Khéng (hé xdc dinh duge ligu cac truomg hop
nay ¢6 lién quan trye liép téi cae yéu 16 nay hoge cée yéu 16 khic hay khong.

Cuong dau dwong vit:

Cac thube ding didu trf r6i loan cuong dwong, bao gdm sildenalil, nén duoge sur dung than
rong & bénh nhin bi bién dang gidi phdu duong vit (nhu xo hdéa goe, xo hoa hang hoac
bénh Peyronie), hoje & bénh nhdn ¢d tinh trang ¢6 thé dan (6i chimg cuong dau duong vt
(nhur thi¢u mau hdng cau ludi liém, da u tiy hodc ung thu bach cau).

Sir dung dong thoi vai ede tri ligu roi loan cwong dwong khic,

Tinh an toan va hiéu qua cta viée két hop sildenafil véi cae ti ligu khae trong roi loan
cuong duong van chua duge nghicn e, Do do, viée sie dung két hop nhu viy chua duoc
khuyén céo.

Anh hudng (rén thi gide.

Céc khuyct (@t thi gide va cde trudng hgp bénh than kinh thi gide do thicu mau cuc bd ving

’ H : ! H <
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cic chét te ché PDE3 khéc. Bénh nhdn nén duge tu van rfmg trong trudmg hop dot ngdt
khuyét tét thi gide, ngimg dung sildenafil va tham khao béc sy ngay lap tc.

St dyng (Ii’ing thoi voi ritonavir,

Sur dung dong thoi sildenalil voi ritonavir khong duge khuyén cio.

St dung dong thoi véi ede thube chen alpha,

Thén trong khi st dung sildenafil & b¢nh nhdn dang ding cdce chit chen alpha, vi st dung
dong thai ¢o thé dan 161 tricu chimg hg 4p & mt vai bénh nhan nhay cam. Didu nay it ¢o
thé xay ra trong vong 4 i sau khi ding sildenalil. P& giam thidu nguy co ha huyét ap thé




ding tién trién, bénh nhan cdn én dinh huyét dong lye voi b liéu chen alpha tude khi bit
dau trj liéu sildenafil, Nén xem xét bat ddu voi lidu 25mg sildenalil. Ngoai ra, bac sy nén tu
vin cho bénh nhan lam gi trong truong hop o ede tridu chimg hg huyét dp thé dirng.

Anh hwong trén chiay m:u.

Cac nghién ctru tén tiéu ciu nguoi cho thdy 14 sildenafil lam tdng hi¢u qua chong két tap
tiéu cau caa natri nitropussid trén dng nghiém. Khong ¢6 théng tin an toan vé viée sir dung
sildenafil cho bénh nhén rdi loan chay mau hoge loét da day. Do do sildenalil chi nén duoe

sir dung cho cie bénh nhan nay khi da danh gia loi ich-nguy co cdn than.

SUDUNG THUOC CHO PITU NU CO THAI YA CHO CON BU

Sildenalil khong dugce chi dinh cho phy nir.

Khong ¢ cde nghién e ¢o kiém sodat 16t va ddy du trén phu nit ¢6 thai va phy nir cho con
bu.

Khing co eic tic dung phu lién quan nao duge thiy rong cdc nghién ciru sinh sdn rén
chudt va tho sau li¢y Luﬁng sildenalil.

Khong anh huong 1én kha nang vin déng hogic hinh théi cia tinh tring sau lidu udng dom
100my sildenalil tén ngudi tinh nguyén khoe manh.

ANH HUONG CUA THUOC LEN KITA NANG LAI XE, VAN HANH MAY MOC
Chua ¢o cdc nghién ctru vé anh hudng 1¢n kha nang lai xe va véin hanh may moe duoe thue
hién.

Vi chéng mét va thay doi thi lue di duoe bao cdo trén cae cude thir nghiém lam sang véi
sildenafil, bénh nhén can phai xem xét ho phan (mg nhu thé ndo véi sildenalil trude khi lai

xe va véin hanh may moc.

TUONG TAC, TUONG KY CUA THUOC

Anh huomg cua ede thude khic 1én sildenali)

Céc nghién etiu 1rén ong nghiém

Sy chuyén héa cua sildenafil chu yéu trung gian bai eylochrom P450 (CYP) isolorm 3A4
(con duomg chinh) va 2C9 (dudmg phu). Do do, cde chit Ge ché cac isoenzym nay ¢6 thé lam
giam sy thanh thai sildenalil va cic chit gdy cam tmg isoenzym ndy ¢6 thé lam ting do
thanh thai sildenalil.

.

HHEH-CHHAFEHCo-HIG-s O
Phén tich duge dong hoe quin thé cac dir lidu thir nghidm lam sang cho thiy 1a giam do
thanh thai creatinin khi s dung th‘fang thoi v cde chit te ché CYP3A4 (nhu ketoconazol,
erythromycin, cimetidin). Mac du khdng quan sat thiy ¢o su gia tang ty I¢ céc truomg hop
gp phan (g phu o nhitng bénh nhan nay, khi sildenalil duge ding dong thoi vai cdce chl
(e ché CYP3A4, nén xem xét lidu khoi déu 25mg,

Sur dyng ddng thoi chdt e ché HIV protease ritonavir, 1a mt chat tre ché P450 rdt manh, ¢
trang thdi 6n dinh (500mg, 2 1in moi ngay) vai sildenalil (100me liéu don) din t6i ling
300% (4-1dn) Cmax cua silc

enalil v tang 1000% (11-ldn) AUC huyét twong cua sildenafil,




O 24 giér, ndng do sildenalil trong huyét tuong vin xe"ip xi 200 ng/ml., so vai khi su dung
sildenafil don dac chi ¢é S ng/ml, Pidu nay phi hop vdi tic dung manh trén pham vi réng
clia cdc chit nén P4S0 cua ritonavir. Sildenalil khong anh huong lén duge ding hoc
ritonavir. Dya tén két qua duoe ddng hoc ndy, sir dung ddng thai sildenalil voi ritonavir
khéng duge khuyén cdo va trong bit ky truomg hop ndo lidu tdi da sildenafil khong duoc
vurot qua 25mg trong vong 48 gio.

St dung déng thai chit te ché HIV protease saquinavir, mot chdt e ché CYP3A4, & trang
thai &n dinh (1200 mg, 3 1dn mdi ngay) vai sildenafil (100mg liéu don) din 16i tang 140%
Cmax cua sildenafil va 210% AUC cua sildenafil,

Sildenafil khéng anh huong 1én duoe dong hoe clia saquinavir. Cac chét e ché CYP3A4
manh hon nhir ketoconazol vi itraconazol s& anh hudng lon hon,

Khi mdt liéu don 100mg sildenafil duoe dung véi erythromyein, mot chit (e ché CYP3A4
trung binh, ¢ trang thai én dinh (500mg, 2 lin mdi ngay trong 5 ngay), tang 182% sildenalil
¢ dang phoi nhiém (AUC). Trén ngudi nam tinh nguyén khoe manh binh thuong, khong ¢o
bfmg chimg v& anh hudmg cia azithromyein (S00mg mdi ngay tong 3 ngay) lén AUC,
Cmax, tmax, ty 1& thanh thai hing dinh, hodic nira doi bin thdi cudi cta sildenalil hojie chét
chuyén héa chinh trong tudn hoan cia sildenafil. Cimetidin (800mg), mot chit e ehé
eylochrom P450 va tie ché CYP3A4 khong dic hiéu, gdy ting S6% nong dé sildenafil lrong
huyét tuong khi sir dung dong thoi voi sildenalil (50mg) cho nguat tinh nguyén khoe manh.

Nude ép buoi 1a mét chdt te ché yéu sy chuydn hoa ¢ thanh rudt CYP3A4 v ¢6 thé lam
ling vira phai ndng do sildenalil huyét wong,

Lidu don khang acid (magnesi hydroxid/mhom hydroxid) khong anh huong (& sinh kha
dung ctia sildenalil,

Mic dli cde nghién clu trong tac ey thé vin chua duge tién hanh ddi voi tit ca cae loai
thude, phén tich duoe dong hoc L]ue'“m thé cho lh‘fly khong c6 su anh huong cua i lidu dong
thot 1én duge ddng hoe cia sildenafil khi ding véi cac chdt Ge ché CYP2CY (nhur
tolbutamid, warlarin, phenytein), cac chat tie ¢hé CYP2D6 (nhur ede chit te ché chon loc 1ai
hip thu serotonin. chéng trém cam ba vong), thiazid va cde thude loi tiéu lien quian, thude
lgi tiéu thai wir kali va loi tiéu vong, cic chit de chd men chuyén angiotensin, chen kénh
calei, thude dbi khang beta-adrenoreceptor hoic kich thich chuyén hoa CYPA50 (nhu
rifampicin, barbiturat).

Nicorandil 1a mot chdt két hop eua chit kich hoat kénh calci va nitrat. Do thanh phan nitrat

¢6 kha niing dn (6 trong tae nghiém trong véi sildenafil.

Anh hudng cua sildenafil 1&n cac thuoc khiac

Cde nghién ctiu trén ong nghiém

Sildenafil 1a mdt chit tre ché cytochrom P450 isoform 1A2. 2C9, 2C19, 216, 2E1 va 3A4
(ICsy > 150pM) yéu, Sildenafil co ndng dd dinh trong huyét wong xdp xi 1uM sau lidu
khuyén cdo, khong chic sildenalil sé& lam thay déi d thanh thai cdc chét ndn cua isoenzym
nay.




Khong ¢6 dir licu twong tde cua sildenafil v cac chil de ché khéng dac hiéu
phosphodiesterase nhu theophyllin hode dipyrridamol.
Cdc nghién civu trén co thé song:
Phii hop voi tde dung da biét cta sildenafil 1én con dudng nitric oxid/cGMP, sildenalil cho
théy lam ting tac dung ha ap cua nitat, va st dung dong thei sildenalil vai chét cung cip
nitric oxid hojic nitrat & bat ky dang nio duoc chéng chi dinh.
St dung ddng thoi sildenafil cho bénh nhiin dang diing trj liéu (¢ ché alpha ¢ thé din 1o
trigu chimg ha ap ¢ mot vai bénh nhan nhay cam. Tri¢u chimg nay ¢6 thé xay ra trong vang
4 gio sau khi diing sildenafil. Trong 3 nghién ciru twong tac thude-thube cy thé, chdt chen
alpha doxazosin (4mg va 8mg) va sildenalil (25mg, SOmg hoiic 100mg) doe ding cho bénh
nhén ting san tuyén tién lié ¢t lanh tinh (BPH) da 6n dinh véi tri lidu doxazosin. Trén cac
nghién ctru nay. giam thém trung binh huyét dp thé ndm 1a 7/7mm Hg, 9/5 mmHg va 8/4
mmHg, va giam thém trung binh huyét ap thé dimg la 6/ommHg; | 1/4mmllg, va 4/5 mmHg,
trong g, da duge quan sat. Khi sildenafil va doxazosin duge ding dong thoi cho benh
nhdn da 6n dinh véi tri ligu doxazosin, ¢é nhimg béo cio khong thuong xuyén vé bénh nhin
2ap igu thrng ha dp wr (hé. Nhimng bao cio nay pdm chong mét va dau diu nhe, nhung
khéng ngdt
Khong ¢o su wong tae dang ké duge thdy khi sildenafil (50mg) duge dimg ddng théi voi
tolbutamid (250mg) hoae warlarin (40mg), ¢4 hai duge chuyén hoa boi CYP2C9.
Sildenafil (50mg) khong c6 kha ning lam tang thoi gian chay mdu nguyén nhan boi acetyl
salicylic acid (150mg).
Sildenatil (50!115,) khong lam tang tdc dyng ha ap cua rugu o nguoi tinh nguyén khoe manh
v6i nong d con trong mau 16i da tr ung binh la 80mg/dl,
Két hop véi ede nhom thude chdng tang huydt ap sau: loi tidu; (e ché beta, ttc ché ACE, dbi
khdng angiotensin 11, ede thude chdng tang dp (hoat ddng trung tam va gian mach), e ché
noron adrenergic, te ¢hé kénh calei va ire ché alpha-adrenoceptor, cho thdy khéng ¢o su
khic bigt vé dde tinh tae dung phy ¢ bénh nhan dang dang sildenafil so voi tri liéu gia duge.
Trong mot nghién ciu twong tae thude cu (hé, khi sildenafil (100mg) duge ding vai
amlodipin o bénh nhan cao huyét ap, co sy giam thém huyét ap tam thu tr thé ndm 8mml Hg.
Mte gidm huyét dp tam trong W thé nam la 7mmHg. Nhimg sy giam thém huyét ap nay
cling ¢6 mire do gidm tuong tr nhu khi ding don ddc sildenafil cho ngusi khoe manh,

Sildenafil (100mg) khéng anh huong &1 duoc ddng hoc o trang thdi 6n dinh cua cde chit (e
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ché HIV protase, saquivavir va ritonavir, e hai déu la chdt nén CYP3A4.

TAC DUNG KHONG MONG MUON CUA TIHUOC

Dac tinh an todn cua sildenafil duoe dya teén 8691 bénh nhén ding ché dg lidu khuyén cdo
trong 67 nghicn ¢t lam sang ¢6 kiém sodt-gid duoe. Cic tie dung phy duge bio cdo pho
bién nhi trong c¢ic nylmn ctru lim sang o bénh nhan duge diéu i voi sildenafil la dau dau,
do bimg, kho tiu, 16i loan thi gidc, nghet mili, chong mét va rdi loan mau sic thi giéc

Céc phan tng phu da duge thu thap tr viée gidm sét luu thanh thude trong thoi gian ude tinh
én 9 nam. Boi vi khong phai tit ca cée phan img phy déu duge bio cdo 16i cong ty tiép thi
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vit luu hanh thude va dé dua vao co s dir lidu an todn, tdn xudt cia cbe phan (mg nay khong
thé xdc dinh mét edch chiic chian.

Bing liét k€ e tae dyng phy:
Trong bang dudi diy tat ca cée phan (mg phu quan trong vé y khoa, dii xudt hién trong céc
cude thir nghiém lim sang o ty 1& lon hon gid duge duge Tigt ké theo nhom hé thong co quan

5 itk a & - oA i ~ + X v s a - " A . ‘0
va tan xudt (rat pho bicn (21710); phd bién (=1/100 toi <1/10), khong phd bién (=1/1000 1&i
<1/100), hiém (=1/10000 i <1/1000).

Ngoai ra, tan xuat cac phan tmg phy quan trong vé y khoa duoe bao cdo tir qua trinh luu

5 k. . - I | 4 \ A ‘o
hanh thude duge phan logi o tan xudt 14 khong biét,

T F. . Py A . s N 5 . s A
Irong moi nhom tén xudl, cac tac dung phu duge trinh bay theo mire do piam dén,

4 L 4 b3 ’ A r L) - -~ r L
Bing 1: Cie phin img phy quan trong vé y khoa dwge bio cdo véi ty I¢ 1n hon so vai

w . - -+ ) A - n A ¢ " - " [l
gid duge trong cie cude thir nghiém 1dm sing ¢4 kiém sodt va cde phin trng phy quan

A G o ¢ ~ . ‘ N A
trong vé y khoa dwge bao qua thong qua sw gidm sit lwu hanh thube.

Nhom h¢ co quan Phan (mg phy
r A A I
Cie roi loan h micn

dich

Hiém Phan mg qua médn

. A A A
Céde roi logn hé thin

kinh

Rét phé bién Pau ddu

Phd bién Chong mat

Khéng phd bién Ngu nga ngt gdt, giam xuic gidc

Hiém Tai bién mach méau néo, ngét

Khong biét Thidu mau cye bo thoang qua; co gidt; co gidt @i phat

5 A Z
ROI logn mat

Pho bién RO1 logn thi lue, méo mau thi lyre.

Khéng pho bién ROI logn ket mae, roi logn mat, 1di loan chay nude mit, céc

roi loan mat khac.

Khong biét Bénh than kinh thi gide do thidu mau cue bd ving tude
khong do nguyén nhin dong mach (NAION), tie mach méu

vong mac, khuyCt thi trudng,

Roi logan tai va mé
dao

Khong phd bién Chdng mélt. O tai

Hiém Cam diec




https://trungtamthuoc.com/

Rii logn tim

- PO
Khong pho bicn

Dau ngwre, nhip tim nhanh

Hiém

Nhoi mau co tim, rung tdm nhi

Khong biét

RGi logn mych

Phé bién

Loan nhip thit, dau thi ngue khéng on dinh, dot w tim

Do bimg

Tang ap, ha ap

Al A A
Rii loan  ho  hap,

ngue va trung thiit

A A
Pho bien
Hiém

Rbi logan da day ruit

Pho bicn
Khéng phé bién

A a
Roi logn da va mb

A
mem

Khang phd bién

Khéng biét

ROi loan cor xuwong
. Apra A
khép vi ma licn ket

Khong pho bién

Nghet mai

Chay mdu mai

Khd ti¢u

NoOn, buon non, kho miéng

Ban da

nhiém doc hoai r biéu

Hoi chimg Stevens-Johnson (SIS),
bi (TEN)

Pau co

A - g A
Roi logn thin va tict

A
ni¢u

Khéng phd bicn

Huyét nicu

Y- i P A o3 o
o v - g

vl tict siva

Khéng phé bién
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Diéu tra

Khong phd bién Tang nhip tim

QUA LIEU VA CACH XU TRI

Trén céc nghién ctru tinh nguyén liéu don (6i 800mg, cdc phan tng phu duge thiy tuong (i
cde phan ‘g phyu ¢ liéu thidp hon, nhung 1y 18 va mie do nghiém wong ting 1én, Lidu
200mg khong lam tang hi¢u qua nhimg ty 1¢ cic phan (mg phy (dau diu, do bimg, chéng
mat, kho tiéu, nghet mdi, thay doi thi lie) bi @ang Ién.

Trong cic trudng hop qua licu, cdn ap dyng cac bién phap hd trg chuan. Loc than khong
duge mong doi ¢ (hé loai trir cﬁp the sildelafil vi lién k&t cao vai prolein Imyél wrong va
khong thai trlr trong nude ticu,

PAC TINH DUQC LUC HQC

Nhom duge ly: Nic¢u hoc; thude duoe sir dung trong r6i loan cuong duomg,

Ma ATC: GO4B E03,

Co ché hoat djng:

Sildenafil 1a mdt liéu phap dudng udng trong vdi loan cuomg duong. O trang thai ¢ kich
thich tinh due, né s hdi phue chire nang cuong duong bi suy giam bing edch tang luu luong
mau td duong vit.

Co ¢hé sinh 1y chiu tranh nhiém ddi voi vice cuong duong cia duong vit lién quan 1oi viée
giai phong nitric oxid (NO) trong thé hang khi kich thich tinh due. Sau d6 nitric oxid kich
hoat enzym guanylat cyclase, két qua cua viée kich hoat nay la lam tang ndng do cua
guanosin monophosphat (¢GMP) tudn hoan, lam gidn co tron & thé hang va lam tang dong
mau vao md duong vat.

Sildenafil la mt chit e ché manh va chon loc ¢cGMP cu thé 1& phosphodiesterase typ S
(PDES) trén thé hang, noi PDES chiu tranh nhiém ddi véi vice thodi bién cGMP. Sildenafil
co vi tri hoat dong ngoai vi tén cuong duong. Sildenafil khéng ¢o tae dung gidn true tiép
trén thé hang ngudi phin ldp nhung ting cudng manh hiéu qud lam gidn cua NO rén mo
nay.

Khi qua trinh NO/cGMP dugce kich hoat, nhu la xudl hién kich thich tinh duc, sur e ché
PDES boi sildenafil dan 16i tang ndng do ¢cGMP wong thé hang. Do do, kich thich tinh duc

la can thiét dé sildenalil tao ra cdc tae dung duge Iy mong doi,

—
{#¥]

DAC TINII DUQC DONG 1HQC

Sildenafil duoe hép thu nhanh. Néng dd 16 da trong huyét twong dat duoe trong vong 30
phit téi 120 phit (trung binh 60 phit) lidu udng o trang thai doi. Sinh kha dung tuyét ddi
dudng uéng trung binh la 41% (khoang 25-63%). Sau lidu u(’"mg, AUC va Cp,. ctia sildenafil
ting ti 1& véi khoang liéu khuyén cdo (25-100mg).

Khi sildenafil duge ding cing thice an, ty 1¢ hap thu giam véi sy chim ué trung binh coa
Tinay 12 60 phut va giam trung binh C. 18 29%.




Phin bi:

Thé tich phan bd trung binh & trang thai 6n dinh (Vd) déi voi sildenafil 1a 105 1, cho thiy sy
phin bé vao cic mo. Sau lm‘:l lidu don ubng 100mg, ndng do 61 da trung binh trong huyét
twong cua sildenalil dat xdp xi 4¢ 40ng/ml (CV 40%). Vi 96% sildenafil (va chit chuyén hoa
N- dz,,snu,lhyl lu thong chil yéu cua sildenafil) duoc lién két voi protein, diéy nay ¢d nghia
la ndng do i da cta sildenafil tyr do trong huyét twong 13 18ng/ml (38nM). Lién két protein

A

bi phu thude vao (dng ndng dé thude.

Trén nguoi tinh nguyén khoe manh dang sildenafil (100mg lidu don), dudi 0,0002% (rung
binh 188ng) lidu duge ut’ing, da xuét hién trong xuil tinh sau khi uéng 90 phuat.

Chuvén hoa sinh hoe:

Sildenafil duge chuyén héa chii yéu boi cde isoenzym gan CYP3A4 (duong chu yéu) va
CYP2AY (dudmg thit yéu). Chét chuyén héa chinh trong tuin hoan duge tao ra boi qua trinh
N-demethyl hoa sildenafil. Chat chuyén hoa nay c¢o dac tinh @e ché chon lge
phosphodiesterase twong tr nhur sildenafil va kha nang trén in vitro déi véi PDES dat xép xi

50% so vai sildenalil. Nong, d6 huyét twong cua chit chuyén hoa nay dat .\d]} X1 40% lugng
sildenafil duge thiy trong huyét luung Chét chuyén héa N- -desmethyl duge chuyén héa
thém nira, voi nta doi ban thai cudi xdp xi 4 gio.

Thaii tra;
Tong dj thanh thai co thé cia sildenatil 1 41 I/gi voi thoi gian ban thii cudi khodng 3-5

gio. Sau udng hode tiém, sildenafil duge bai tict cha yéu dudi dang chit thl)ttl hoa trong
phén (\ap xi 80% lidu uung) vl lrong nurde ticu o lugng it hon (xédp xi 13% lidu uong}

Dwoe dong hoe & nhém bénh nhin diie hict

Ngirdi cao (uoi:

Ngudi tinh nguyén cao i khoe manh (1 65 wéi ey Ién) ¢6 sy giam dd thanh thai
sildenafil, dan i nung dé huyét luumc cta sildenalil va chit chuyén hoa ¢ hoat tinh N-
desmethyl cao hon xdp xi 90% so voi ndng o cde chat nay o ngudi linh nguyén khoe manh
nhung con tré (18-45 tudi). Do sy khde nhau do o trong lién két protein huyét twong, sy
tang twong (g nong do sildenalil ty do trong huyét twong dat xap xi 40%.

Suy than:

Teén ngudi tinh nguyén bi suy (hin nhe i tung binh (4o thanh thai creatinin = 30-

SOmL/phut), duge dong hoc cua sildenafil khong bi thay ddi sau khi uong licu don SOmg.

SO VOI ngudi tinh nguy llmn ctng do twdi. Mac da vy, do syr thay déi cao gita
cde ci thé, sir khac nlmu nay l-‘an;, c6 ¥ nghia dang ké. Trén ngudi tinh nguyén bi suy thin
nang (do thanh thai creatinin <30 mL/phit), d thanh thai cua sildenalil bi giam, két qua
tang trung binh AUC vi Cy, twong (mg 100% va 88% so voi nguoi tinh nguyén khéng suy
thin cling do tudi, Ngoai ra, gid i AUC va Cpy clia chét Lhuyw hoa N-desmethyl tang

dang ké twong tmg 79% vi 200%.
Suy gan:




O ngudi tinh nguyén bi xo gan nhe 16i trung binh (Child-Pugh A va B) d6 thanh thai
creatinin bj giam, din t&i ting AUC (84%) va Cmax (47%) so v&i ngudi Linh nguyén umg
dd tudi ma khong bi suy gan. Duge dong hoce etia sildenafil & bénh nhin bj suy gan ning van
chua duge nghién ciru.

[4. QUY CACH DONG GOI: Hop | vi x 4 vien,

15.DIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQONG CUA
THUOC:
Pitu kign biio quiin: Noi kho mat. & nhiét do dudi 30°C,
Han ding: 2 nam ké wir ngay san Xudl.
Tiéu chuiin chiit lwgng etia thude; USP 4 |

16. TEN, DIA CHI CUA CO SO SAN XUAT THUOC:
BRAWN LABORATORIES LIMITED.
13, NIT, Industrial Area,
Faridabad-121001, Haryana (AN DC))




