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WELGRA-100

CONG THUPC: M6i vién nén bao phim chiva:

145,55 mg sildenafi] citrat twon ﬂlden:ﬁl 100 mg. ;

CHI BINH, CACH DUNG, LIEU nﬂno THONG TIN KHAC: XIN XEM TRONG
TO HPONG DAN SU? Dune KEM THEO.

TIEU CHUAN: Nha san xudt

BAO QUAN: & noi kho rdo, nhiét d6 dwéi 30°C, tranh anh sang.

DUONG DUNG: uéng

THUOC BAN Tr:oaou -

GI(’ THUOC NGOAI TAM TAY TRE EM

BOC KY HIPONG DAN SUP DUNG TRUG'C KHI DUNG

145.65 mg Sildenafil Citrate Eq.to Sildenafil 100 mg

FOR DOSAGE, INDICATIONS, AND ADMINIS TRATION: PLEASE REFER MORE
OTHER INFORMATION IN PACKAGE INSERTS.

SPECIFICATION: In house

STORAGE: Store in a dry place at a temperature below 30°C. Protect from light.
ROUTE OF ADMINISTRATION: oral use only

KEEP OUT OF THE REACH OF CHILDREN.

CAREFULLY READ THE ACCOMPANYING INSTRUCTIONS BEFORE USE.
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Rx thuéc ban theo don
Doc ky hudng dan sw dung trieée khi dimg.
Néu can thém thong tin xin hoi y kién Duwoc si hodc Bdc sy.

Vién nén bao phim
WELGRA-100
(Sildenafil Citrat Tablets)

Thanh phan: Mdi vién nén bao phim cha :
Hoat chat:

145,55 mg sildenafil citrat twong duong sildenafil 100 mg.
Ta dwgce: calcium hydrogen phosphat, tinh bot ngd, natri benzoat, tinh bot ngd
(dang ho bot), magié stearat, tinh bt natri glycolat (Type A), talc tinh ché, keo
khan silica, ICA-2974, mau indigo carmin

Chi dinh:

Sildenafil ding dé diéu tri cac tinh trang rdi loan cuong duong ¢ dan 6ng, la tinh
trang khong c6 kha ning dat dugc hoac duy tri cuong cung duong vat du dé thoa
man hoat dong tinh duc. Dé sildenafil c6 hiéu qua, cin cac kich thich tinh duc kém
theo.

Liéu dung va cich ding:
Vién sildenafil duoc ding theo dudong udng.

* D6i v6i ngwoi Ién: Hau hét cac bénh nhan duoc khuyén céo dung lidu 50 mg
khi can, uong trude khi quan hé tinh duc khoang 1 gio.

Dua trén su dung nap va tac dung cua thudc, lidu c6 thé ting 1én toi muc tdi da 1a
100 mg hodc giam téi mirc 25 mg. Liéu khuyén céo ti da 1a 100 mg, s6 lan dung
ti da l1a 1 1an mdi ngay.

* D6i v6i bénh nhin suy thén: Cac trudng hop suy than nhe hodc trung binh (d6
thanh thai creatinin = 30-80mL/phut), thi khong can diéu chinh liéu.

Céc truong hop suy than ning (d6 thanh thai creatinin < 30mL/phut), thi liéu nén
dung la 25 mg vi d6 thanh thai cua sildenafil bi giam & nhitng bénh nhan nay.

« D6i voi bénh nhin suy gan: Liéu nén dung 1a 25 mg vi d6 thanh thai ctia
sildenafil bi giam & nhitng bénh nhan nay (vi du bénh xo gan).

« Dbi v6i bénh nhin dang phai ding cdc thuéc khdc: Dya vao muc do twong tac
& nhirng bénh nhan dang dung sildenafil dong thoi voi ritonavir (xem muc Twong
tac thuée va cae dang twong tdc khdc) thi khong nén vuot qua mot lidu don t6i da la
25 mg sildenafil trong vong 48 gio.

Nhitng bénh nhin dang ding céc thude c6 tac dung wrc ché CYP3A4 (vi du
erythromycin, saquinavir, ketoconazol, itraconazol) thi liéu khoi ddu nén dung la 25
mg (xem muc 7wrong tdc thuéc va cac dang twong tac khac).

Pé han che nguy co ha huyét ap tu thé trong qua trinh diéu tri, bénh nhan nén dugc
diéu tri 6n dinh khi dung cac thudc huy a giao cam trude khi bat dau trj lidu voi
sildenafil. Thém vao d6, nén cin nhic ding céc liéu sildenafil thap hon khi khéi




thud’c’vc‘z cdac dang twong tac khdc).
* D01 v6i tré em: Khong dung sildenafil cho tré em dudi 18 tudi.
* D061 voi nguwoi gia: Khong can phai diéu chinh liéu.

Chéng chi dinh:

Qué man véi hoat chat hodc véi bat ky ta duoc nao cua thude.

Nhirng bénh nhén dang dung dong thoi céc nitrat hitu co bt cur dang nao hodc cac
chat cho nitric oxid.

Nhirng bénh nhan bi suy gan ndng, ha huyét ap (huyét ap <90/50 mmHg), trudong
hop dot quy hodc nhéi mau co tim gan day, truong hop rdi loan thudc vOng mac
thoai hoa di truyén da biét nhu viém vong mac thodi hoa sic 6.

Khong dung cho phu nit, tré em dudi 18 tudi, phu nir ¢6 thai.

Nhimg luu y dic biét va cinh bao khi dung thudc:

Phai khai thac tién sir va kham lam sang ti mi dé chan doan réi loan cuong duong, dé
xac dinh nhiing nguyén nhin tiém an va xac dinh huéng diéu tri thich hop.
Vi ¢6 thé c6 mot s6 nguy co tim mach lién quan t6i hoat dong tinh duc, nén thay thudc
phai cha y t&i tinh trang tim mach cua bénh nhan trudce khi tién hanh diéu tri rdi loan
cuong duong.

Khong nén dung céc thude diéu tri rbi loan cwong duong & nam gigi dugc khuyén
khong nén hoat dong tinh duc.

Céc bién ¢b tim mach nghiém trong bao gdm nhdi mau co tim, dot tir lién quan toi
bénh tim, loan nhip that, xudt huyét n3o va con thiéu mau cuc bd thoang qua dugc bao
c4o trong qué trinh luu hanh sir dung sildenafil dé diéu tri ri loan cuong dwong. Hau
hét nhung khong phai tat ca cac bénh nhan nay da co tién sir cac yéu té nguy co tim
mach. Nhiéu bién ¢6 trong sb nay duogc béo cao xuit hién trong hodc ngay sau khi hoat
dong tinh duc, va mot vai bién c6 duoc bao cao xay ra ngay sau khi dung sildenafil ma
khong c6 hoat dong tinh duc. Cac bién ¢b khac dugc bao cdo xay ra tir vai gior dén vai
ngay sau khi dung sildenafil va co quan hé tinh duc. Khong thé xac dinh dugc liu cac
bién ¢ nay co lién quan truc tiép t6i sildenafil, hoat dong tinh duc, bénh nhan dang cé
bénh tim mach, su két hop céac yéu té nay hay céc yéu t6 khac.

Mot s thir nghiém 1am sang cho thiy rang sildenafil c6 thugc tinh gidn mach toan than
gdy ha huyét ap thodng qua (xem muc Cdc nghién ciru lam sang). Déi véi hau hét cac
bénh nhan, diéu d6 c6 anh huong rét it hodc khong ¢6 anh hudng gi. Tuy nhién trude
khi ké don, thdy thudc phai chd ¥ t&i nhitng bénh nhan c6 tinh trang bénh ly ma c6 thé
bi anh huéng boi tac dung nay va dac biét khi cé thém hoat dong tinh duc. Nhimng bénh
nhan ¢6 can tré dong chay that trai (vi du hep dong mach chu, bénh co tim phi dai tac
nghén) hay mic hoi chimg teo da hé thong (syndrome of multiple system atrophy) la
nhiing bénh nhan c6 ting min cam véi cac yéu to giin mach, biéu hién bing su suy
giam tram trong kha ning khéng ché huyét ap tu dong 1a nhitng ngudi can phai rat can
nhic khi diéu tri.

Bénh than kinh thi gidc thiéu mau cuc bd khong do dong mach (NAION), mét bénh




trong qua trinh luu hanh khi str dung véi céc thude (e ché phosphodiesterase nhom 5
(PDES), bao gém sildenafil.

Hau hét nhitng bénh nhan nay da ¢6 cic yéu té nguy co nhu ty 1& chén thi giac thip so
vai dia thi giac (“dia thi giac tang”), trén 50 tudi, tiéu duong, cao huyét ap, bénh mach
vanh, lipid mau cao va hat thuéc. Mot nghién ctru quan sat danh gia liéu rang viéc st
dung gan day cua chét tc ché PDES, nhu mot nhom thudc, ¢6 lién quan dén viéc khoi
phat cap tinh NAION hay khong. Két qua goi y ring nguy co bi NAION ting gan gap
d6i trong vong 5 chu ky ban thai cta chét wc ché PDES duoc ding. Duya trén y vin da
xuét ban, ti 1¢ mic m&i hang nam ctia NAION a 2.5-11.8 ca trén 100.000 nam gi&i dé
tudi > 50 hang nam trong dén s6 n6i chung. Trong trudng hop mét thi lue dot ngdt, can
khuyén bénh nhan ngimg dung sildenafil va hoi y kién bac si ngay.

Nguoi da timg bi bénh NAION c6 nguy co tai phat NAION tang Ién. Vi vay bac si can
thao ludn véi nhitng bénh nhan nhu vay vé nguy co nay va viéc liéu ho c¢6 bi anh
huong xau néu sir dung chét tc ché PDE5 hay khong. Cac chit Gc ché PDES, ké ca
sildenafil, can duoc dung than trong ¢ nhiing bénh nhan nay va chi khi loi ich du kién
vuot trdi so vai nguy co.

Can than trong khi chi dinh sildenafil cho bénh nhan dang dung thudc huy a giao cam
vi chi dinh dong thoi ¢ thé dan téi ha huyét ap triéu ching ¢ nhing bénh nhan nhay
cam (xem 77 wong tdc thuée va cdc dang twong tdc khdc). Dé han ché nguy co ha
huyét ap tu thé, bénh nhan nén diéu tri 6n dinh huyét dong khi dung cac thude huy a
giao cam trude khi bat dau trj liéu bang sildenafil. Nén can nhic bat dau diéu tri bang
sildenafil & cac lidu thip (xem muc Liéu luong va Cach dung). Thém vao do, bac si
can khuyén bénh nhan nhiing viéc can lam trong trudng hop c6 cac triéu chimg cua ha
huyét ap tur thé.

Mot s6 it bénh nhan viém vong mac sic t6 ¢6 cac rdi loan vé gen phosphodiesterase &
vdng mac, can phai than trong khi diéu tri sildenafil & nhimg bénh nhén nay vi chua c6
nhing bang chimg an toan.

Céc nghién citu in vitro trén tiéu cau nguoi cho thay sildenafil c6 anh huong téi kha
nang chdng ngung két tiéu ciu cta natri nitroprussid (chat cho nitric oxid). Hién nay
chua c6 thong tin an toan vé viéc st dung sildenafil trén nhing bénh nhan bi ri loan
dong mau hodc loét tiéu hoa cép tinh, vi vy can than trong ¢ nhitng bénh nhan nay.
Can than trong khi ké don céc tac nhan diéu tri rdi loan cwong duong cho nhiing bénh
nhan c6 céc bién dang vé giai phiu duong vat (nhu duong vat gap goc, bénh xo héa
thé hang, hay bénh Peyronie), nhiing bénh nhan ¢6 bénh ly dé giy cuong dau duong
vat (nhu bénh thleu méau hong cau hinh liém, bénh da u tuy, bénh bach cau)
D3 ¢6 bdo céo vé tinh trang cuong duong kéo dai va cuong duong khong mong mudn
khi sir dung sildenafil sau khi thudc dugc lru hanh. Trong truong hop cuong duong
kéo dai hon 4 gid, bénh nhéan cin dén co so y té dé diéu tri ngay lap tic. Néu cuong
duong khoéng duoc diéu tri ngay c6 thé ddn dén mé duong vat bi phéa hay va mét kha
ning vinh vién.

Tmh an toan va hleu qua cua v1ec dung két hop 51ldenaﬁl véi cac chat trc ché PDES




chia sildenafil hoic cac thudc diéu tri rdi loan cuong duong khac khong duoc nghién
clru, vi vay khong nén két hop diéu tri cac thude nay.

Giam hay mat thinh luc dot ngot da duorc bdo cdo trén mot sd luong nho cac truong
hop str dung céc chat tic ché PDES, bao gom sildenafil trong cac thu nghlem l[am sang
va sau khi luu hanh. Hau hét cac bénh nhan nay co cac )eu t6 nguy co dbi véi viec
giam hay mét thinh luc dot ngot. Khong thiét lap duoc mdi quan hé nhan qua gifra viéc
sir dung céc chit e ché PDES va viéc giam hay mat thinh luc dot ngot. Trong truong
hop bi giam hay mét thinh luc dot ngo6t, bénh nhan dugc khuyén nén ngimg udng
sildenafil va kham bac si ngay lap tiec.

Anh hieomg trén kha nang li xe va van hanh mday méc: Chua cé nghién ciru cu thé nao
vé anh huong lén kha ning lai xe va van hanh mdy méc duoc tién hanh.
Hién tugng dau dau, chéng mat va thay déi thi luc da duoc bao céo trong cac thu
nghiém 1am sang véi sildenafil, do viy bénh nhan can biét rd ho phan tmg nhu thé nao
voi sildenafil trude khi lai xe hodc van hanh may moc.

Twong tic thudc va cic dang twong tic khac:
« Anh huong ciia cac thude khac dbi véi sildenafil:

+ Cdc nghién ciru in vitro:
Chuyén hoa sildenafil dién ra chii yéu boi cac phan nhom cytochrom P450 (CYP)
dang 3A4 (duong chinh) va 2C9 (duong phu). Vi vay tat ca cac tac nhan gay uc ché
nhirmg phan nhém nay c6 thé lam giam dg thanh thai cua sildenafil va cac tac nhan
gay kich thich nhitng phan nhém nay c6 thé lam tiang d¢ thanh thai cua sildenafil.

+ Cac nghién ciru in vivo:
Céc phan tich duoc dong hoc qua céc dir liéu thir nghiém 1am sang cho thay, khi
dung dong thoi sildenafil vdi cac tac nhin e ché CYP3A4 (nhu ketoconazol,
erythromycin, cimetidin) s€ lam giam d¢ thanh thai cua sildenafil.
Cimetidin (800mg), mét tac nhan trc ché cytochrom P450 va e ché khong dic hiéu
CYP3A4, khi ding ddng thoi voi sildenafil (50mg) sé lam ting nong do cla
sildenafil trong huyét twong 1én 56% trén nhitng nguoi tinh nguyén khée manh.
Erythromycin (500mg, dung 2 lan/ngay trong 5 ngay) la mdt tidc nhén uc ché trung
binh CYP3A4, khi dung dong thoi véi liéu don 100mg sildenafil, da lam tang dién
tich dudi duong cong sildenafil (AUC) 1én tdi 182%. Ngoai ra viéc dung dong thoi
mot liéu don 100mg sildenafil v&i tac nhan (rc ché protease cua HIV saquinavir
(1200mg dung 3 lan/ngay), day ciing 1a mot tac nhan gy rc ché¢ CYP3A4, da lam
tdng Cpa cua sildenafil 1én téi 140% va tang AUC Ién t6i 210%. Sildenafil khong
c6 mot anh huong nao téi duge dong hoc cua saquinavir (xem phan Liéu luong va
Cdach dung). Cac tac nhan uc ché CYP3A4 manh hon nhu ketoconazol va

itraconazol cling s€ c6 nhitng anh huong 16n hon.
Nudc ¢p budi la mot chat {rc ché yéu su chuyen héa thanh rudt cua CYP3A4 va c6

thé 1am tang ndng d6 sildenafil trong huyét twong.
Lidu duy nhét cta thuéc khang acid (magnesium hydroxide / hydroxit nhom)
anh huong dén kha dung sinh hoc cua sildenafil.




Viéc dung dong thoi lidu don 100mg sildenafil véi tac nhan trc ché protease cua
HIV ritonavir (500mg, dung 2 lan/ngay), mot chat trc ché manh P450, da lam tang
Cumax cua sildenafil 1én t&i 300% (gép 4 1an) va ting AUC trong huyét tuong 1én toi
1000% (gap 11 lan) Thoi diém 24 gio sau dung thude, nong do cua sildenafil trong
huyet tuong van xap xi 200ng/mL so véi 5ng/mL khi dung m¢t minh sildenafil.
Diéu nay phu hop voi tic dong rd rét cua ritonavir 1én cac co chat cua P450.
Sildenafil dd khong cé anh huong nao téi duge dong hoc cua ritonavir (xem
phan Liéu hegng va Cdch ding).
Khi dung sildenafil theo mitc liéu khuyén cdo cho nhiing bénh nhan dang diéu tri
céc tic nhan c6 kha nang we ché CYP3A4. ndng do sildenafil tu do i da trong
huyét tuong khong vuot qua 200nM va déu dung nap t6t. Nhitng liéu don céc thude
khang axit (magié hydroxid, nhom hydroxid ) khong anh hudng tGi sinh kha dung
cua sildenafil.
Trong mat nghién ctru trén tinh nguyén vién nam giéi khoe manh, viéc ding dong
thoi chat dbi khang endothelin, bosentan, (mdt chat cam ung CYP3A4 [trung binh],
CYP2C9 va c6 thé ca CYP2C19) & trang thai on dinh (I25mg, 2 lan/ngay) véi
sildenafil ¢ trang thai on dinh (80mg, 3 lan/ngay) dan dén viéc giam AUC va
Chmax cua sildenafil twong ung la 62,6% va 55.4%. Sildenafil lam tang AUC va
Cmax CUa bosentan tuwong tmg 1a 49.8% va 42%. Viéc dung dong thoi voi cac chét
cam ung CYP3A4 manh, nhu rifampicin, duoc cho 1a s& lam giam ndng do
sildenafil trong huyét trong nhiéu hon.
Dit liéu duoc dong hoc trong cac thir nghiém 1am sang cho thdy ring, cac tic nhan
trc ché CYP2C9 (nhu tolbutamid, wafarin), trc ché CYP2D6 (nhu céc thude trc ché
tai hép thu ¢6 chon loc serotonin, thude chéng tram cam loai 3 vong), thudc loi niéu
thiazid, cac chat rc ché enzym chuyén angiotensin (ACE) va céc thudc chen kénh
calci déu khong 1am anh hudng t6i duge dong hoc cua sildenafil.
Trén nhitng ngudi nam gidi tinh nguyén khoe manh khong thiy cé anh huong nao
cua azithromycin (500mg/ngay trong 3 ngay) téi AUC, Cpaxs Trmax» hing sb toc do
thai trir, thoi gian ban thai cua sildenafil ciing nhu chat chuyén héa chinh cua né.
« Anh hudng cia sildenafil dbi véi cac thubc khac:

+ Cac nghién cvru in vitro:
Sildenafil 14 mét tac nhan trc ché yéu cac cytocrom P450 phan nhém 1A2, 2C9,
2C19, 2D6, 2E1 va 3A4 (IC50 > 150uM).
Do sau khi dung liéu khuyén céo thi ndng d6 dinh trong huyét twong ctia sildenafil
xap xi 1uM, nén sildenafil s& khong lam thay d6i d¢ thanh thai cac co chit ciia cac
isoenzym nay.

+ Cdc nghién ciru in vivo:
Sildenafil da dugc chimng minh la c6 kha nang lam tang tdc dong ha huyét ap cuia
c4c nitrat cip va man tinh. Vi vy chéng chi dinh dung sildenafil ciing véi cac chat
cho nitric oxid, c4c nitrat hitu co hay nitrit hitu co dudi bat ky hinh thic nao du 1a
thuong xuyén hay ngit quing (xem phan Chong chi dinh).
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Trong 3 nghién ctru ddc hiéu vé tuong tic thude-thude, thudc huy o giao cam
dgxazosin (4mg va 8mg) va sildenafil (25mg, 50mg, hodc 100mg) dugc chi dinh
dong thoi cho cdc bénh nhan budu lanh tién liét tuyén diéu tri on dinh voi
doxazosin. Quan st cac déi twong nghién ciru nay, cac mirc giam b sung trung
binh cua huyét ép do ¢ tu thé ndm ngua lan luot la 7/7mmHg, 9/SmmHg, va
8/4mmHg va cac muc giam bo sung trung binh cua huyét 4p do o tu thé ding lan
lugt 1a 6/6mmHg, 11/4mmHg, va 4/SmmHg. Khi chi dinh dong thoi sildenafil va
doxazosin trén bénh nhan dang diéu tri 6n dinh véi doxazosin, it ¢6 cac bao céo vé
nhitng bénh nhan bi ha huyét ap tu thé triéu chimg. Cac bao céo nay bao gdm chéng
mat va mét moi, nhung khong ngit. Chi dinh dong thoi sildenafil cho bénh nhin
dang ding thudc huy a giao cam c6 thé dan t6i ha huyét ap tridu chimg & mot sb
bénh nhan nhay cam (xem muc Liéu lwong va Cach dung va muc Nhitng luu y dac
biét va canh bdo khi ding thuoc).

Khéng cé tuong tic ¢6 ¥ nghia nao khi chi dinh dong thoi sildenafil (50mg) véi
tolbutamid (250mg) hodc warfarin (40mg) (la cac chit dugc chuyén hoa boi
CYP2C9).

Sildenafil (100mg) khong anh huong téi duge dong hoc cua cic tdc nhan e ché
protease cua HIV nhu ritonavir, saquinavir (ca hai thudc nay déu 1a co chat cua
CYP3A4) (xem thém phan "Anh huong ciia céc thude khdc dsi véi sildenafil").
Sildenafil & trang thai 6n dinh (80mg, 3 lan/ngay) lam tiang 49,8% AUC cua
bosentan va ting 42% Cpa cia bosentan (125mg, 2 lan/ngdy) (xem phan "Anh
hirong ciia cde thuéce khac doi voi sildenafil”).

Sildenafil (50mg) khong lam tdng thém thoi gian chay mau do aspirin (150mg).
Sildenafil (50mg) khong lam ting them tac dung ha huyét 4p cua rugu trén nhirng
nguoi tinh nguyén khoe manh voi ndng d6 t6i da trung binh 1a 0,08% (80mg/dL)
Khéng c6 tuong tdc co y nghla nao gitra sildenafil (100mg) va amlodipin & bénh
nhan tang huyét ap (¢ tu thé ndm ngura chi lam ha thém huyét ap 8mmHg déi voi
huyét 4p tdm thu va 7mmHg d6i v6i huyét ap tim truong).

Phan tich dua trén céc du liéu an toan cho thay, khong c6 sy khac nhau nao Ve tac
dung khong mong mudn ¢ nhitng bénh nhan dung va khong dung sildenafil dong
thovi véi céc thube ha huyét ap.

Sir dung thudc cho phu nir ¢6 thai va cho con bii:

Khong chi dinh dung sildenafil citrate cho phu nir.

Khong thiy céc tac dung bat loi lién quan trong nhung nghién ctru vé kha ning sinh -
san O chudt va tho sau khi dung sildenafil duong udng.

Tac dung cua thudc khi lii xe va vin hanh may moc:
Khong ¢6 nghién ctru vé anh hudng cta thudc dén kha ning lai xe va van hanh may
moc.

Do da ghi nhan chong mit va thay doi thi giac trong cac nghién ctru lam sang voi
sildenafil, bénh nhan nén nhén thirc cach déi pho véi viéc su dung sildenafil cifrate
trude khi 14i xe hay van hanh may moc.




T4c dung khong mong muén ciia thude:

Noi chung nhiing tac dung khong mong muén chi & mirc thodng qua, nhe hay trung
binh.

Trong cac nghién ctru lleu cb dinh, tan sudt ciia mot vai bién ching tang theo lidu.
Céc nghién ctru véi liéu ¢ dinh phan anh sét thuc hon ché d¢ liéu khuyén cdo. Ban
chét cac tac dung khong mong muén trong cac nghién ctru nay tuong tu nhu trong
cac nghién ctru véi lidu ¢b dinh.

Céc tac dung khong mong mudn thuong duge thong bdo nhat 1a dau dau va do bung
mat.

Cac tac dung khong mong mudn duge bao céo trong cac thir nghiém lam sang va
giam sat sau khi thudc Iuu hanh dugc trinh bay & Bang dudi day:

Phan loai theo Rét thuéng gap Thwéng gap it gap Hiém gap
hé co’ quan { 1/10) (21/100 va < 1110) | (2 1/1000 va < 1/100) (2 1710000 va < 1/1000)
Nhiém khuan va nhiém ky sinh Viém mi
Réi loan hé mién dich Qua man
Réi loan hé than kinh Pau dau Chéng mat Budn ngd Dong kinh*
Dong kinh tai phat
Ngat
Réi loan mét Mé mét Dau mét Phu mét
Loan thi 7 So¢ anh sang Sung mat
Chirng thdy sic xanh Hoa mét Khé mat
Loan sdc thi Moi mat
Sung hgyét mét Loamét
Chéi mét Chirng thay sic vang
Chung thay séc d6
Réi loan mét
Xung huyét két mac
Ngiramat
Cam giac bét thuong & mét
Phu mi mét
Réi loan tim Nhip tim nhanh
Danh tréng nguc
Réi loan mach mau Con noéng birng Ha huyét ap
Con do bung
Réi loan hd hap, ngyc va trung that Nghet mGi Chdy méu cam Khan hong
Téc xoang Khé miii
Phu mai
Réi loan hé tiéu hoa Budn nén Chirng trao ngugc da day | Gidm xUc giac miéng
Kho tiéu thuc quén
Oimira
Pau bung trén
Khé miéng
Réi loan da va mé dudi da Phét ban
Rbi loan hé co xwong va md lién két Bau co
Pau dau chi
Réi loan hé sinh dyc va vi Cuong duong khéng mong mudn®
Tang cwong duong
Céc rdi loan chung va tai noi dung thuéc Cam giac nong Ngtra
Két qua kiém tra/xét nghiém Tang nhip tim

*Chi ¢6 bao céo trong khao sat sau khi thudc luu hanh

V6i liéu 16n hon liéu da khuyén céo thi cac tac dung khong mong muén cling van la
cic tic dung da li¢t ké ¢ trén, nhung ndéi chung la s& gap nhleu hon.
Qua phan tich céc thu nghiém lam sang mu doi c6 déi chimg gia duogc gom hon 700
ngudi hang nam dung gla duge va 1300 nguoi hang nam dung sildenafil, khong
thay co6 su khac biét nao giira hai nhém vé ti 1& mic nhdi mau co tim (MI) va ti 1¢ tir
vong do tim mach. Di vdi ca hai nhom thi ti 1é nhdi mau co tim (M) la 1,1 tren
100 ngudi hang ndm, con ti 1€ tr vong do tim mach la 0,3 trén 100 nguoi hapg
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“Théng bdo cho bdc si cdc tic dung khong mong muon gap phai khi sir dung
thuoc.”

Qua liéu va xir tri

Céac nghién ctru trén nguoi tinh nguyen su dung lleu don Ién dén 800mg, cic tic
dung phu ciing glong nhu & liéu thap hon, nhung tan suit va mirc do nghiém trong
thi cao hon. Liéu 200mg khong tang hiéu qua nhung lai lam tang tan sudt tac dung
phu (dau diu. néng bimg mat, chong mat, khé tiéu, sung huyét miii, thay doi thi
giac).

Trong truong hop qua liéu, nén ap dung céc bién phap hd tro chuan theo dung yéu
cau. Loc than khong lam tdng dugc mic do thanh thai vi sildenafil gan két manh
v6i protein huyét trong va khéng thai trir qua nudc tiéu.

Cac dac tinh dugc lue hoc:
Sildenafil 1a muéi citrat cta sildenafil, dung duong udng dé diéu tri rdi loan cuong
duong. Sildenafil c6 tac dung tc ché chon loc guanosin monophosphat vong
(cGMP-cyclic guanosine monophosphate) - phosphodiesterase dic hiéu typ 5
(PDE5).
Co Ché Tac Dung:
Co ché sinh ly cwong dwong vat kéo theo sur giai phong nitric oxid (NO) & thé hang
trong sudt qua trinh kich thich tinh duc.
Sau d6 NO hoat héa men guanylat cyclase, men nay lam ting ndng d6 cia cGMP tir
d6 lam gidn co tron mach médu cua thé hang va cho phép dong mau chay vao.
Sildenafil khong c6 tac dung gian truc tiép trén thé hang phan lap cua ngudi, nhung
n6 lam ting tac dung cua NO béng cach tc ché PDES, chét nay c6 tic dung phan
htuy ¢cGMP trong thé hang.
Khi kich thich tinh duc tao ra su giai phéng NO tai chd, thi su trc ché PDES5 cua
sildenafil s& lam tang luong cGMP trong thé hang, két qua lam gian co tron va ting
dong mau t4i thé hang.
O liéu da khuyén céo thi sildenafil chi c6 tac dung khi c6 kich thich tinh duc kém
theo.
Céac nghién cttu in vitro cho thay sildenafil trc ché chon loc PDES.
Téc dung cua sildenafil chon loc trén PDES manh hon cac phosphodiesterase da
duogce biét khac (gép 10 1an ddi voi PDE6, > 80 1dn dbi voi PDEIL, > 700 1an dbi voi
PDE2, PDE3, PDE4 va PDE7- PDEI11).
Tac dung chon loc trén PDES manh gap 4.000 lan so véi PDE3, diéu nay rit quan
trong vi PDE3 la mgt men lién quan tdi su co bop cua tim.
Cac nghién ctu 1am sang

+ Tim:
Khong ¢6 su thay dbi lién quan 1dm sang trén dién tam d6 (ECGs) clia nhitng ngudi
nam gidi tinh nguyén binh thuong khi ding cac liéu don sildenafil 1én toi 100mg
duong udng.
Sau khi dung liéu 100mg, huyét 4p tam thu giam t6i da trung binh 1 8 ,3mmHg con

huyet ap tam tru‘ong glam t01 da trung binh la 5 3mmHg (do 0 tw the nam ngua).
.




Nghién ctru vé huyét dong trén 14 bénh nhan bi bénh dong mach vanh ning (hep >
70% it nhat 1a 1 dong mach vanh) dwoc ding lidu don 100mg sildenafil thay rang
huyét ap tdm thu va tam trrong khi nghi ngoi giam di 7% va 6% so voi huyét ap
trude khi dung thude. Huyét ap tam thu dong mach phoi trung binh giam di 9%.
Sildenafil khong tic dong tdi cung luong tim va khong anh huong dong chay qua
cac dong mach vanh bi hep, va tao ra su cai thién (khoang 13%) trong viéc dao
nguoc dong chay mach vanh dugc kich thich bing adenosine (trong ca cac dong
mach bi hep va cac dong mach lién quan).
Thir nghiém 1am sang mu doi c6 ddi ching voi gia duoc trén 144 bénh nhan rdi
loan cuong duong va dau thiat nguc 6n dinh. Nhing bénh nhan nay dung thudc
chdng dau thit nguc thuong xuyén (ngoai trir nitrat). Ho phai gang strc lam viée cho
t&i mirc gioi han cua dau thit nguc xuat hién. O nhitng bénh nhan dung liéu don
100mg sildenafil thi thoi glan kéo cbi xay lau hon (19,9 gidy; khoang tin cay 95%:
0,9-38.9 gidy) (co y nghia thong k€) so voi nhimg bénh nhan dung gia duoc. Thoi
gian ging st trung binh (dwoc diéu chinh véi mie co ban) cho t6i gii han dau
thit nguc 1a 423.6 gidy ¢ nhimng nguoi dung sildenafil va 403,7 gidy & nhitng ngudi
dung gia duoc.
Nghlen ctru mu d6i ngau nhién, ¢6 ddi ching voi gia duge (voi liéu sildenafil thay
d6i, téi da 100mg) trén 568 nam gidi bi r6i loan cuong duong va tang huyét ap.
Nhimng bénh nhén nay lu6n lu6n phai dung it nhét hai loai thudc chdng ting huyét
ap. Két qua sildenafil cai thién kha nang cwong 71% & nhitng nguoi dung sildenafil
so voi 18% ¢ nhitng ngudi dung gia dugce. Ty 1€ giao hop thanh cong & nhitng
ngudi dung sildenafil 62% so v&i 26% ¢ nhiing nguoi dung gia duge. Ti 1¢ gap cac
tac dung khong mong mudn & nhitng bénh nhan nay ciing twong tu nhu & nhirng
nhom bénh nhén khéc, ciing nhu khong thay doi ¢ nhimng nguoi dung 3 hay nhiéu
hon cac thude chdng ting huyét ap.

+ Thi giac:
Su khéac nhau trong viéc phan biét mau nhe va thoang qua (xanh da troi/xanh 14 cay)
dwoc phat hién thay & mét vai truong hop dung test Farnsworth-Munsell 100 hue
sau 60 phut khi dung liéu 100mg, con sau 120 phat khong c6 mét anh huong nao
duoc chimg minh. Co ché chinh cua su thay d6i phan biét mau c6 lién quan toi viée
rc ché PDE6. Loai men nay c6 nhiéu & vong mac. Cac nghién cttu in vitro chi ra
ring sildenafil rc ché PDE6 kém hon 10 lan so v6i PDES. Sildenafil khong c6 anh
huong nao trén tinh linh hoat cua thi luc, su nhay cam can quang, dién vong mac
do, ap luc trong mit hodc do dong tur.
Trong mdt nghién ciru ngang 6 dbi chimg ¢ nhitng bénh nhan thoai hod diém vang
¢6 lién quan toi tudi (n=9) thi sildenafil (lidu don, 100mg) dugc dung nap t6t va
khong c6 mot anh hudng nao c6 y nghia trén lam sang lén cdc test thi luc (tinh linh
hoat cua thi lwc, luéi Amsler, phan biét mau, tin hiéu dén giao thong, thi truong ké
Humphrey).

+ Tinh hiéu qua:
Tinh hi¢u qua va an toan cua sildenafil duoc danh gia trong 21 thir nghiém lam sang

mu doi ngau nhién c6 dbi ching véi gia duge trong thoi gian t6i 6 thang. Trén 3000
bénh nhan rdi loan cuong duong (19-87 tudi) & tat ca cac thé (thé do co quan, the
do tam 1y, thé hén hop) duoc cho dung sildenafil. Higu qua cua sildenafil duggd

gi4 bing cac cau hoi danh gia chung, nhét ky cuong duong, bang cau hoi
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chuc nang cuong qu(‘)c’ té IIEF (International Index of Erectile Function), va bang
cau hoi danh cho céc doi tac tinh duc cta cac bénh nhan.
Hiéu qua cua sildenafil la kha ning dat dugc va duy tri cwrong cting du dé tién hanh
giao hop. Hiéu qua nay da dugc ching minh qua tat ca 21 nghién ctru trén va duoc
duy tri qua cac nghién ciru mo rong kéo dai (trén 1 nam). Trong cac nghién clru
dung lidu ¢ dinh, ti 1& cai thién kha nang cuong la 62% (voi liéu sildenafil 25mg),
74% (véi lidu sildenafil 50mg). va 82% (véi lidu sildenafil 100mg) so sanh véi két
qua 25% ¢ nhom dung gia duoc. Ngoai su cai thién kha nang cwong thi sildenafil
con cai thién su khodi cam, sy thoa méan khi giao hop va su hai long chung.
Qua céc thir nghiém thay ring:

+ Trén cac bénh nhan dai thdo duong, ti 1€ cai thién kha nang cuong cua sildenafil
la 59% so voi 16% ¢ nhitng ngudi dung gia duoc.

+ Trén cac bénh nhan cit tuyén tién liét triét dé thi ti 1& nay 1a 43% so voi 15% &
nhitng nguoi dung gia duoc.

+ Trén cac bénh nhan chin thuong tuy sbng thi ti 16 nay 1a 83% so véi 12% &
nhitng nguoi dung gia dugc.

Cic dac tinh duwge dong hoc:
Duoc dong hoc cua sildenafil tuong ung vaéi lleu trong khoang liéu khuyén cdo.
Sildenafil duoc chuyén héa chinh tai gan (chu yéu qua cytochrom P450 3A4) va céc
chét chuyen héa cua né ¢ hoat tinh giéng chat me (sildenafil).

« Hdp thu:
Sildenafil dugc hap thu nhanh sau khi udng, véi sinh kha dung tuyét ddi trung binh
khoang 41% (dao dong tir 25-63%).
Trén in vitro, ndng d6 3,5nM sildenafil ¢ ché men PDES ctia nguoi khoang 50%.
Trén ngudi, ndng do sildenafil tr do téi da trung binh sau khi dung mét liéu don
100mg la x4p xi 18ng/mL hodc 38nM.
Céc nong do ti da dat duoc trong huyét trong tir 30-120 phit (trung binh 60 phut)
dugc quan sat khi udng thude hic doi.
Thirc in ¢6 ham lugng m& cao lam giam kha ning hap thu cua sildenafil, v&i thoi
gian giam trung binh T 13 60 phit, va Cpax giam trung binh 29%, trai lai mac do
hap thu khong anh hudng dang ké (dién tich dudi duong cong giam 11%).

« Phén bé thuoc: ,
Thé tich phan bé thude trung binh cia sildenafil (Vss) 1a 105 L, phan b6 tap trung
vao cac mo. :
Sildenafil va chat chuyen hod & vong tuan hoan 16n ctia nd 1a N-desmethyl gan téi
96% vao protein huyét twong. Viéc gin vao protein huyét twong khong phu thuge
vao nong do tong ctia no.
Nong d cua sildenafil trong tinh dich cua nhitng ngudi tinh nguyén khoe manh sau
khi udng thudc 90 phut 1a nhé hon 0,0002% liéu st dung (trung binh 188ng).

« Chuyén héa thuéc:
Sildenafil dugc chuyén hoa chi yéu bai cac men CYP3A4 (dudong chinh) va
CYP2C9 (duong phu) co or gan.

desmethyl hoa, va va sau do lai dwoc chuyén hoa tiép.




Céc chat chuyén hoa nay c6 hoat tinh chon loc déi véi PDE tuong tu nhu sildenafil
va trén in vitro tinh chon loc ddi vai PDES xap x1 50% cua chat me.
O nhiing nguoi tinh nguyén khoe manh, nong d¢ trong huye ét tuong cua cac chat
chuyen hoa xap xi 1a 40% nong do chat me.
Chat chuyén hoa N-desmethyl lai duge chuyén hoa tiép tuc, co thoi gian ban huy la
4 gio.

« Thai trir thuéc:
D¢ thanh thai toan b cua sildenafil 1a 41 L/gid v6i nira thoi gian pha cudi 1a 3-5
gio.
Sau khi dung duong udng hay tiém tinh mach, sildenafil duoc thai trir chu yéu qua
phan dudi dang chat chuyen hoa (khoang 80% liéu udng) va mot phin nho qua
nudce tiéu (khoang 13% liéu udng).

* Dugc dong hoc o cdc doi twong bénh nhan ddac biét:
+ Nguoi gia:
Trén nhirng nguoi gia khoe manh (tr 65 tudi tro Ién), d6 thanh thai cua sildenafil
giam di, két qua 1a ndng d6 sildenafil va chat chuyen hoéa c6 hoat tinh N-desmethyl
trong huyét trong cao hon khoang 90% so v&i nong do nhimg chat nay ¢ nhing
nguoi tinh nguyén tr¢ khoe manh (tr 18-45 tudi). Do su gin két sildenafil vao
protein huyét twong phu thudc vao tudi, ndng dé tu do cua sildenafil trong huyét
tuong tang twong ung khoang 40%.
+ Nguoi suy than:
Trén nhitng nguoi suy than nhe (d6 thanh thai creatinin = 50-80mL/phut) hay trung
binh (d¢ thanh thai creatinin = 30-49mL/phut), khi dung mdt liéu don sildenafil
(50mg), khong thidy c6 bat ca sy thay dbéi nao vé dugc dong hoc.
Trén nhitng nguoi suy ndng (do thanh thai creatinin < 30mL/phut), d6 thanh thai
cua sildenafil bi giam, da lam ting x4p xi gip doi dién tich dudi duong cong AUC
(100%) va Cmax (88%) so voi ngudi ¢ cung do tudi nhung khong bi suy than (xem
phan Liéu lwong va Cach ding).
Thém vao do, cac gia tri Cpa va AUC cua chét chuyén héa N-desmethyl tang co y
nghia 200% va 79% lan luot & céc ddi twong suy thin ning so voi & céc d6i twong
chirc nang than binh thuong.
+ Nguoi suy gan:
Trén nhitng ngudi xo gan (Child-Pugh A, Child-Pugh B), d¢ thanh thai cua
sﬂdenaﬁl bi giam, két qua lam ting dién tich duéi duong cong AUC (85%) va

Cumax (47%) so voi ngudi khong bi suy gan ¢ ciing d6 tudi (xem phan Liéu leong va
Cdch dimg). Duge dong hoc cua sildenafil & bénh nhan suy gan ning (Child-Pugh
C) chua dugc nghién c1’ru.
Cic dir liéu an toan tién lim sang:
Khoéng tim thiy bang chimg nao vé kha ning gdy ung thu trong mot nghién ciu trén
chuét cong kéo dai 24 thang dung lleu 16n gap 42 lan (tinh theo mg/kg) va gan gap
5 1an (tinh theo mg/m %) so voi lidu toi da di khuyén cdo dung trén ngudi (Maximum
Recommended Human Dose - MRDH) va mot nghién ciru khéc trén chudt nhit kéo
dai 18 21 thang voi lidu lon gap 21 lan (tinh theo mg/kg) va gip 2 lan (tinh theo
mg/m?) so véi liéu dung t6i da & nguoi da duoc khuyén cdo (MRDH).
Céc test gy dot bién o vi khuan va in vivo déu 4m tinh.




Khong ¢6 mot anh huong nao 1€n tinh chuyén dong va hinh thai cta tinh tring sau
khi dung liéu don 100mg sildenafil trén nhitng nguoi tinh nguyén khoe manh.

Trinh bay: Hop 1 vix 4 vién

Bao quan: o0 noi kho rao, nhiét do dudi 30°C, tranh anh sang.

Han dung: 36 thang ké tir ngay san xuat. Khong dung thude qua han sir dung ghi
trén bao bi

Tiéu chuan: Nha san xuat

Canh bao:

- Khéng ding qud liéu.

- Giit thuéc ngodi tim tay tré em.

San xudt tai An do boi:

M/s AKUMS DRUGS & PHARMACEUTICAL LTD.,

19-21, Sector-6A, L.LE. Sidcul, Ranipur, Haridwar- 249403, An do.
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