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Markfil 100

Sildenafil Citrate equivalent to Sildenafil 100 mg.

CONG THU'C: M8i vién nén bao phim chira:

Sildenafii Citrate twong dwong véi Sildenafil 100 mg.
CHi BINH, CACH DUNG, LIEU DUNG,

CHONG CHI BINH, CANH BAO:

Xin xem hwéng dan ste dung dinh kém.

TIEU CHUAN: Nha san xuét

BAO QUAN: Noi khd réo, trénh anh sang,& nhiét o duwéi 30°C.
DU'ONG DUNG: Uéng

THUOC BAN THEO BON

GIU THUOC NGOAI TAM TAY TRE EM .
POC KY HUONG DAN SU DUNG TRUGC KHI DUNG
CAC THONG TIN KHAC XEM TRONG

TO HUONG DAN SU DUNG KEM THEO.

COMPOSITION: Each film coated tablet contains :

Sildenafil Citrate equivalent to Sildenafil 100 mg.

FOR DOSAGE, INDICATIONS, ADMINISTRATION,
CONTRAINDICATION, WARNING:

Please refer to package insert.

SPECIFICATION: In-House

STORAGE: Store in a dry place at a temperature below 30°C.
Protect from light.

ROUTE OF ADMINISTRATION: Oral

FOR PRESCRIPTION USE ONLY.

KEEP OUT OF THE REACH OF CHILDREN.
CAREFULLY READ THE ACCOMPANYING
INSTRUCTIONS BEFORE USE.

PLEASE REFER MORE INFORMATION
THER IN PACKAGE INSERT.
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M (g /QMl Boc ky huomg dan sir dung truéc khi ding.
Néu can thém théng tin xin hdi y kién Bdc sy.

Vién nén bao phim
MARKFIL 100
(Sildenafil Citrate Tablets 100 mg)

Thanh phan: M§i vién nén bao phim chita :

Hoat chit: Sildenafil Citrate trong dirong Sildenafil 100 mg.

Ta duge: Polyvinyl Pyrrolidone (PVPK 30), Isopropyl Alcohol ,Dummy Granules ,Sodium
Starch Glycolate, Aerosil (Colloidal Silicon Dioxide), Purified Talc, Magnesium Stearate
;HPMC E-15, Purified Talc, Titanium Dioxide, Isopropyl Alcohol, Methylene chloride,
Polyethylene Glycol 6000 , Indigo Carmine Lake.

Chi dinh:

Diéu tri réi loan chirc ning cudng duong ¢ dan ong, 1a tinh trang khong c6 kha nang dat dugc
hogc duy tri cuong cimg duong vt thich hgp thyc hanh hoat dng tinh duc hoan hao.

Dé Sildenafil Citrate c6 hiéu qua, can cac kich thich tinh duc.

Liéu ding va cich dung:

Liéu lwgng va cach diung

Diing theo dudng udng.

Ngum lon

Liéu khuyén c4o 1a 50mg, uong trude khi quan hé tinh duc khoang 1 gid. Can cir vao hiéu qua
va kha ning dung nap c6 thé tang lleu 1én 100mg hoac giam liéu xudng 25mg. Liéu khuyén
cdo t6i da a 100mg. S6 1an ding téi da 1a mot 14n méi ngay. Khi ‘uong Sildenafil Citrate cung
véi thic an, thoi gian khai phat tac dung ¢ thé chdm hon so véi udng khi déi.

Nguwdi cao tubi

Khéng cin chinh lidu trén bénh nhan cao tudi.
Bénh nhén suy thin )
Liéu khuyén cdo cho ngudi 1én sir dung duge cho bénh nhan suy than tir nhe dén trung binh
(dd thanh thai creatinine = 30-80 mL/phit).

Do mirc d§ dao thai sildenafil gidm trén bénh nhén suy than ning (d6 thanh thai creatinine < 30
mL/phiit) nén c4n nhic dung liéu 25mg. C6 thé tang liéu dén 50mg va 100mg can ¢’ vao hidu
qua va kha nang dung nap.

Bénh nhén suy gan )

Do mirc d§ dao thai sildenafil giam trén bénh nhén suy gan, (nhu xo gan) nén cdn nhic dung
liéu 25mg. Co thé ting liéu dén 50mg va 100mg cin cif vao hidu qua va kha niing dung nap.
Thanh thiéu nién va tré em

Khéng chi dinh ding MARKFIL cho ngudi dudi 18 tudi.

Bénh nhin ding cdc thubc khdc .y
Khéng khuyén céo str dung ddng thoi ritonavir véi sildenafil (xem Muc 4.4), nén cén nhéc lieu
khéi déu sildenafil 25mg & nhimg bénh nhan dang dung cac thudc trc ché CYP3A4.

Dé giam thiéu nguy co ha huyet ap tu thé dumg, bénh nhan nén dugc diéu tri dn dinh véi thube
tc ché alpha trude khi bit diu diéu trj véi sildenafil. Ngoai ra, nén can nhéc khéi dau véi lidu
sildenafil 25mg.

7
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Chéng chi dinh:

Qua man vai hoat chit hoiic vai bét ky té duge nao cia thudce.

Phil hop véi tac dung di biét qua con dudng nitric oxide/guanosine monophosphate vong
(¢cGMP) (xem Muc 5.1), da chimg minh sildenafil cé tiém nang lam ting nguy co ha huyét ap
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clia cac nitrate, vi vdy chéng chi dinh ding ddng thoi sildenafil véi cac chét sinh ra nitric oxide
(nhu amy! nitrite) hoic céc nitrate dudi bat k¥ hinh thirc nao.

Cac thude diéu tri roi loan cudmg duong, ké ca sildenafil, khong sir dung cho nam gidi khong
thich hop vé&i hoat dong tinh duc (nhu bénh nhan c6 bénh tim mach nang nhu dau thét nguc
khong dn dinh hoic suy tim nang).

Chéng chi dinh sir dung Sildenafil Citrate trén nhimg bénh nhén bi mét thi luc mét mét do bénh
than kinh thj gidc thiéu mau cuc bd ving trude khong do nguyén nhan déng mach (chimg mu
NAION), bat ké tinh trang nay c6 lién quan tdi viéc c6 ding céc thube trc ché PDES trude d6
hay khong.

Nhitng lwu y dic biét va canh bao khi dung thube:
Nén thim kham thyc thé va xem xét tién sir y khoa dé chan doén rdi loan chirc ning cuong
duong va xac dinh cac nguyén nhan gy bénh trudce khi cén nhéc diéu trj thudc.
Trudce khi bit dau bat ky diéu tri nao vé rdi loan cuong duong, bac sy nén xem xét tinh trang
tim mach ctia bénh nhan vi luén c6 mét ti 1€ tai bién tim mach lién quan t&i hoat dong tinh duc.
Sildenafil c6 dic tinh gay gidn mach, két qua gay ha huyet ap nhe va thoang qua (xem Muc
5.1). Trudce khi ké don sildenafil, bac s nén cin nhic can than xem liéu bénh nhén c6 tiém an
mét tinh trang bénh nao c¢6 thé chiu anh hudng bét loi do tac dung gidn mach nay khong, dic
biét 1a khi c6 phdi hop véi hoat dong tinh duc. Cac bénh nhén d& bi tén thuong khi dung thude
gian mach bao gdm céc bénh nhén ¢6 can tré téng mau that trai (vi du hep dong mach chu,
bénh co tim phi dai tc nghén), hoéc hiém gap hon 14 nhitng bénh nhén mic hoi chimg teo da
hé théng biéu hién boi sir rdi loan tram trong kha ning tu diéu hoa huyét 4 ap..
Céc tai bién tim mach nang nhu nhéi mau co tim, dau that nguc khong 6n dinh, dot tr do
nguyén nhan tim mach, loan nhip thét, xuat huyét ndo, thiéu mau nio thoang qua, tang huyét ap
hay ha huyét ap dugc bao céo trong qua trinh luu hanh c6 lién quan tam thoi dén viéc sir dung
Sildenafil Citrate. Nhiéu tai bién da dugc bao cao xudt hién trong holc ngay sau giao hop va
mot vai tai blBI‘l da dugc bao cdo xuét hién ngay sau khi ding Sildenafil Citrate ma chua giao
hop. Rét kho de xac dinh xem liu cdc tai bién nay cdé lién quan truc tlep Vi céc yeu t6 ké trén
hay véi cac yéu td khac.

Twrong tac thudce va cac dang twong tac khac:

Anh hwréng cia cic thudc khac véi sildenafil

Cac nghién ciru in vitro:

Sildenafil duoc chuyén héa chu yéu qua cytochrome P450 (CYP) isoform 3A4 (con dudng

chinh) va 2C9 (con dudng phu). Do vay, cég thube e ché cac céc isoenzyme nay c¢o thé lam

giam dao thai sildenafil. =

Cic nghién ciru in vivo: &

Phian tich dugc déng hoc quan thé cia céc dir liéu nghién ciru 1dm sang cho thdy do thanh thai

cua sildenafil bi giam khi dung déng thoi vdi céc thude e ché P3A4 (nhu ketoconazole,

erythromycin, cimetidine). Mac di khéng thay c6 su gia ting tin sudt tic dung phu trén nhimg

bénh nhan nay nhung nén can nhic khéi dau vai liu sildenafil 25mg khi sir dung cing vai cac

thudc trc ché CYP3A4.

Sir dung ddng thoi ritonavir e ché protease HIV, 1a thudc c6 kha ning tic ché manh P450,

trong tinh trang 6n dinh (500mg x 2 lf’m/ngéy) cung vdi sildenafil (lidu don 100mg) lam tang

300% (4 1an) Cmax cua sildenafil va ting 1000% (11 1an) AUC huyét tuong ciia sildenafil. Tai
gitr thir 24, ndng d6 sildenafil trong huyét tuong van xdp xi 200ng/mL, so sanh v&i mirc xap xi

5ng/mL khi dung s1ldenaf' | m6t minh. Diéu nay ciing nhat quan v&i hidu qua dang ké cia

ritonavir dén cac chit nén cta P450. Sildenafil khéng anh huéng t6i dwge dong hoc cua

ritonavir . Dua trén két qua dugc dong hoc nay thi khong nén dung phéi hop sildenafil véi

ritonavir (xem Muc 4.4) va trong bét k¥ tinh hudng nao lidu ti da cua sildenafil ciing khong

nén vugt qua 25mg trong 48 gid.
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Khi dng lidu don sildenafil 100mg ding ddng thdi véi erythromycin, mét thubc (e ché dac
hiéu CYP3A4, tai tinh trang 6n dinh (500mg x 2 14n, ngay trong 5 ngay), néng dd toan than
(AUC) cia sildenafil ting 182% .

Trén nhing ngudi dan 6ng tinh nguyén khde manh binh thudng, khong c6 bing chirng vé tac
dung cia azithromycin (500mg mdi trong 3 ngay) ti AUC, Cpaxs Tmaxs hing sb ty 16 thanh
thai hoic thai gian ban thai sau d6 cia sildenafil va cac chét chuyén héa chinh cia né. (e ché
khong dic hiéu CYP3A4 Cimetidine (800mg), mot thuoc tic ché cytochrome P450, lam ting

56% ndng d¢ sildenafil trong huyét trong khi dung ddng thdi véi sildelnafil 50mg.

St dung thudc cho phu nir cé thai va cho con bi:

Khéng chi dinh dung Sildenqﬁl Citrate cho phu nir. g
Khéng thay cac tac dung bat lgi lién quan trong nhimg nghién ciru v€ kha néng sinh san &
chuét vatho sau khi diung sildenafil dudmg udng.

Tac dung cia thudc khi 14i xe va vin hanh may méc:

Khéng c6 nghién ciru vé anh hudng cia thude dén kha nang 1ai xe va van hanh may moc.

Do da ghi nhdn chéng mat va thay dbi thi gidce trong cac nghién ctru 1dm sang vdi sildenafil,
bénh nhin nén nhén thie cach dbi phé véi viée sir dung Sildenafil Citrate trude khi 1ai xe hay
van hanh may méc.

Tac dung khéng mong muén cia thude:

Dir liéu vé tmh an toan cua Sildenafil Citrate dua trén 67 nghlen ciru 14m sang dbi chimg véi
gid duoc bao gdm 8691 bénh nhan sir dung sildenafil theo liéu duoc khuyén céo. Céc tac dung
phu phd bién dugc ghi nhan trong cac thir nghiém 14m sang diéu tri véi sildenafil bao gdm dau
dau, néng birng mit, kho tidu, rdi loan thi giac, sung huyét miii, chéng mit va nhin mau khong
rd.

Cac tac dung phu trong qua trinh giam sat hdu méi dugc ghi nhéan trong thoi gian hon 9 nam.
Vi khéng phai moi tac dung phu déu dugc bao cdo cho ngudi gitr glay phép luu hanh va duge
néu trong dir liéu an toan nén khong thé xac dinh chic chan tin xuét cia nhimg tac dung nay.
“Théng bdo cho bdc si cdc tdc dung khéng mong muén gdp phii khi sie dung thubc.”

)4

Qua liéu va xir tri

Céc nghién ciru trén ngudi tinh nguyén sir dung lidu lén dén 800mg, cic tiac dung phu
ciing giéng nhu & lidu thip hon , nhung tin suat va mic d6 nghiém trong thi cao hon. Liéu
200mg khoéng tang hiéu qua nhlmg lai lam tang tan suét tac dung phu (dau dau, néng bung mat,
chéng mit, khé tiéu, sung huyét mili, thay dbi thi giac). .
Trong trromg hop qua liéu, nén 4p dung céc bién phép hé trg chuén theo ding yéu céu. Loe““‘;\
thin khdng lam ting dugc mic dg thanh thai vi sildenafil gén két manh véi protein huyét
tuong va khéng thai trir qua nudc tiéu. ;

Cac dic tinh dwoe lire hoc S f@
Nhém duge tri ligu : Didu tri r6i loan cudng duong. Ma ATC : G04B E03. V4
Sildenafil 1a thudc diéu tri rdi loan chirc ning cudng duong ding ducmg udng. Trong diéu klen

tu nhién, nhu khi cé kich thich gidi tinh, thuée phuc hoi kha ning cudmg duong bang cach tang
lru lugng maéu téi duong vét.

Co ché sinh 1y cia hién tugng duong vét crong cimg 1 do su phéng thich nitric oxide (NO)
trong thé hang khi ¢6 kich thich gidi tinh. Sau d6 nitric oxide hoat ho4 men guanylate cyclase
lam tang luong guanosine monophosphate vong (cGMP) va két qua lam gidn céc co tron trong
thé hang va lam tang luu lugng méu.

Sildenafil 1a chit irc ché manh va chon loc ¢cGMP duah biét 1a phosphodiesterase type 5
(PDES) & trong thé hang, la noi ma PDES chiju trach nhiém giang hoa ¢cGMP. Sildenafil tac
dong o vi tri ngoai bién cta viung cuong. Sildenafil khéng cé tac dung gidn truc tiép trén thé
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hang ngudi don thudn nhung thiic ddy manh higu qua gidn ciia NO tai mé co quan nay. Khi
con dudng NO/cGMP duogc hoat hod , nhur bai kich thich gi6i tinh, su ttc ché PDES cua
sildenafil s& lam tang lugng ¢cGMP trong thé hang. Do d6 kich thich tinh duc 13 can thiét dé
sildenafil ¢6 cac tdc dung duge Iy nhu mong doi.

Cic dac tinh dwgce djng hoc
Hﬁp thu

Sildenafil dugc hép thu nhanh chéng. Nong do t6i da trong huyét tuong dat dugc trong vong
30 dén 120 phut (trung binh 1a 60 phut) sau khi udng thude vao lic doi. Sinh kha dung tuyét
d6i dudng ubng trung binh 1a 41% (dao dong 25-63%). Sau khi uéng AUC va Cpyy clia
sildenafil tang ti 1& véi lidu ding trong pham vi liu duge khuyén cdo (25-100mg).

Khi udng sildenafil ciing thirc an, ty 1& hdp thu s& giam, cu thé 1am chdm T, trung binh 60
phut va giam C,,,, trung binh 29%.

Phén phdi

Thé tich phan phdi trng binh trong tinh trang 6n dinh (V) cta sildenafil 1a 105 L, cho thiy
thude phan phdi tép trung tai mé dich. Sau ubng liéu don 100 mg, téng néng do t6i da trong
huyét twong cua sildenafil xap xi 440 ng/ml (CV 40%). Vi 96% sildenafil (va chét chuyén hoa
chinh ciua no 1a N-desmethyl) 1a gan két vai proteins huyét tuong , nén nong do trung binh
sildenafil dudi tu do trong huyét tuong t6i da 14 18 ng/mL (38 nM). Kha nang gén két protein
khéng phu thude tdng néng dd thude.

Trén ngudi tinh nguyén khoé manh ding sildenafil (liéu don 100mg ), du6i 0,0002% (trung
binh 188ng) liéu diing d4 hién dién trong tinh dich sau 90 phut ding thude.

Chuyén hoa

Sildenafil dugc thai trir chil yéu bdi céc isoenzyme CYP3A4 (con dudng chi yéu) va CYP2C9
(con dudmg thir yéu) & tidu thé gan. Chét chuyén hoé chinh 1a san phim cua qué trinh
N-demethylation cta sildenafil. Chat chuyén hod nay cé tic dong chon loc trén men
phosphodiesterase twong tu nhu sildenafil va hiéu lyc in vitro v6i PDES dat khoang 50% so
v&i thude goc. Nong d6 chét chuyén hoa trong huyet tuong xap Xi 40% so voi cua sildenafil.
Chit chuye:n hoa N-desmethyl sau do lai duge chuyen hoa Ilep vdi thoi gian ban huy cia thoi
ky cudi la 4 gio

Thai trir

Do thanh thai toan co thé cia sildenafil 12 41 I/h véi thoi gian ban huy pha cudi 1a 3-5 h. Sau
khi uéng hoac tiém tinh mach, sildenafil duoc bai tiét ra ngoai & dang chuyén hoa chii yéu qua
phén (gin 80% cua lidu ubng) va mot lugng nhé hon qua nude tiéu (gan 13% cua lidu ubng).
Dwrge dng hoc trén cac nhéom bénh nhin dic biét

Ngudi lém tudi

O nguoi tinh nguyén 16 tudi khoé manh (trén 65 tudi) c6 su suy gidm do thanh thai sildenafil,
lam cho néng d¢ trong huyét tuong clia sildenafil va chét chuyén hod c6 hoat tinh N-desmethy!
cao hon 90% so v&i ngudi tinh nguyén tre tudi khoé manh (18-45 tudi). Do su gén két vdi
protein huyet tuong cé su khac biét tuy thude vao tudi tic, nén sir gia ting ndng do sildenafil tu
do trong huyét tuong 13 40%.

Dong gbi: HOop/1 vi x 4 vién.

Han diing: 3 nim tir ngay san xuét.
Bdo quan: Bao quan noi kho mat oy
Tiéu chuén: Nha san xuét. '_f »

Giit thubc ngoai tAm tay tré em. 15' _
Thudc ban theo dom. R

San xuit bi: MARKSANS PHARMA LTD g
Plot no. 81-B, EPIP, Phase-1, Jharmajrl, Baddi, Distt, Solan (H.P.), India.



