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HUGNG DAN SU DUNG THUOC
ay chi ding theo don thuic

SUPERGRA 30

“Dé xa tam tay tré em

Néu cén thém thong tin xin héi y kién bdc st hodc dwoe s

1. THANH PHAN CONG THU'C THUOC
M®i vién nén bao phim chira:
Thanh phtfn hoat chat: Sildenafil 50 mg (dwéi dang Sildenafil citrate)

Thanh phan ta dwge: Anhydrous dibasic caleium phosphate, Croscarmellose sodium,
Magnesium stearate, Microcrystalline cellulose 112, Opadry OX White, Indigo carmine.

(Thanh phan Opadry QX White gom: Macrogol (PEG) polyvinyl alcohol copolymer, talc,
titanium dioxide, glyceryl monno and dicaprylocaprate, polyvinyl alcohol).

2. DANG BAO CHE CUA THUOC

Vién nén bao phim.

Mé té dang béo ché: Vién nén bao phim hinh thoi, mau xanh, hai mit khum, tron.

3. CHI DPINH

Diéu tri rdi loan chitc ning cuong duong vat, 1a tinh trang khong 6 kha nang dat duge hode duy
tr} cuong cimg du dé thoa man hoat dong tinh duc.

Thude chi ¢6 tac dung khi c6 kich thich tinh duc kém theo.

4. CACH DUNG, LIEU DUNG

Cdch ditng: Thubc ding dudng ubng. Trong trwong hop lidu cdn ding khée véi ham lugng c6
sin, nén str dung ché phém khac ¢6 ham luong thich hop theo huéng din ctia béc si hodc duge
s1.

Liéu diing

Ngudoi lon

Ubng véi mot liéu 50 mg (1 vién Supergra 50) khoang 1 gid trwée khi giao hgp.

C6 thé tang hozic giam liéu ity theo dép ting.

Lidu téi da duwoc khuyén cdo 1a 100 mg (2 vién Supergra 50)/14n, trong vong 24 gi¢ chi duoc
udng 1 1an duy nhét.

Déi véi bénh nhén suy gan: Liéu nén ding 1a 25 mg vi dd thanh thai cua sildenafil bj giam &
nhitng bénh nhan nay (vi du: bénh xo gan).

Déi véi bénh nhén suy than: Cac trudng hop suy thin nhe hodc trung binh (d¢ thanh thai
creatinin = 30 - 80 mL/phut), thi khong cin diéu chinh liéu. Céc trudmg hop suy thin ning (do
thanh thai creatinin < 30 mL/phit), thi lidu nén ding 12 25 mg vi d) thanh thai cia sildenafil bi
giam ¢ nhiing b¢nh nhin nay.
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dd tuong tac & nhitng bénh nhén dang dung sildenafil déng thoi véi ritonavir thi

; UL; ?E%ﬁé:ﬁ%ﬁ ] /' ot qua mdt liéu don t6i da 12 25 mg sildenafil trong vong 48 gid.
'S'o(;\Nhﬁ'n béph nhan dang ding cdc thube c6 tic dyng trc ché CYP3A4 (vi du: erythromycin,
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A navir, ketoconazol, itraconazol) thi licu khoi dau nén ding 1a 25 mg.

Pé han ché nguy co ha huyét 4p tu thé trong qua trinh didu tri, bénh nhan nén duge diéu tri 6n
dinh khi ding céc thube hity a giao cam trude khi bt dau trj liéu v6i sildenafil. Thém vao do,
nén cin nhic ding céc lidu sildenafil thp hon khi khoi déu diéu tri.

Tré em: Khong ding thude cho tré em dudi 18 tudi.

Nguedi cao tubi: Khong cén diéu chinh lidu.

5. CHONG CHIi PINH

Qua man cdm véi sildenafil hoie bt ky thanh phén nao cta thude.

Do co ché tic dong di biét cia sildenafil 18n con dudmg nitric oxide/ cyclic guanosine
monophosphate (¢cGMP), sildenafil lam tang tac dung ha huyét 4p ctia cac nitrat. Vi vdy, dung
ddng theri véi cdc chilt cung cdp nitric oxide (chdng han nhu amy! nitrit) hodc véi nitrat dudi bat
k¥ hinh thire ndo du bj chéng chi dinh.

Chéng chi dinh diing ddng thori cac chét tc ché PDES, bao gdm sildenafil vdi cac chit kich thich
guanylase cyclase, chéng han nhu riociguat, vi né ¢4 thé din dén ha huyét ap co trigu ching.
Céc thube duoc str dung trong didu tri réi loan cuong duong, bao gom sildenafil, khéng nén st
dung cho nam khéng c6 hoat déng tinh duc (vi du: b¢nh nhan bi rdi loan tim mach nidng nhu dau
thic nguc khong 6n dinh hofic suy tim ning).

Sildenafil chéng chi dinh & nhitng bénh nhén bi mét thi luc mdt bén mét do bénh 1y thin kinh
thi gidc khong do thiéu mau thiéu mau cuc by ving dong mach (NAION), bét ké c6 lién quan
hay khong véi vide tiép xiic véi chat e ché PDES trude do.

Tinh an toan cua sildenafil chua dwge nghién ciu & nhitng nhém bénh nhén sau va do dé viée
sit dung thubc bi chéng chi dinh: suy gan ning, ha huyét dp (<90/50 mmHg), tién sir dot quy
hodc nhdi mau co tim gin ddy va trong truomg hop méc cac rdi loan thodi héa vong mac di
truyén da biét nhu viém vong mac séc t (mot sb it bénh nhan ndy mic céc roi loan di truyén vé
phosphodiesterase vong mac).

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Phai khai théc tién sir va kham 1am sang ti mi @& chdn dodn rdi loan cuwong duong, dé xic dinh
cdc nguyén nhan {iém 4n truée khi cAn nhic diéu tri bang thude.

Nguy co tim mach

Trudre khi diéu tri rdi loan cuong dwong, béc s can danh gié tinh trang tim mach ctia bénh nhan,
vi c6 thé ¢6 mdt sd nguy co tim mach lién quan dén hoat déng tinh duc. Sildenafil ¢6 thudc tinh
giin mach toan thén gdy ha huyét 4p nhe va thoang qua. Trudc khi ké don sildenafil, béc si phai
chi ¥ dén nhitng bénh nhan c6 tinh trang bénh ly ma ¢ thé bi anh hudng béi tac dung gidn mach
nay va dic biét khi ¢6 thém hoat déng tinh dyc. Nhimg bénh nhan nhay cam voi thuée gidn mach
bao gdbm nhitng ngudi b tic nghén dong chay that trai (vi du: hep ddng mach chii, bénh co tim
phi dai tic ngh&n) hodc hoi chimg teo hé théng da co quan hiém gap, ddc trung boi suy giam
nghiém trong kha nang kiém soét huyét &p tu ch.
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ting tdc dung ha huyét 4p cta nitrat.

i Jwu hanh thudc ra thi trudmg da ghi nhin céc bién ¢6 tim mach nghiém trong
co tim, dau thiit ngue khéng én dinh, dot tir lién quan dén bénh tim, loan nhip
Pafyét nio, con thiéu mau cuc bd thoang qua, ting huyét ap v ha huyét 4p khi sir dung
”Hau hét nhung khong phai tét ca cac bénh nhan nay di ¢6 tién sit céc yéu t6 nguy co
tim mach. Nhiéu bién cb duge béo cdo xdy ra trong hodc ngay sau khi quan h¢ tinh duc, va mot
sb it duoc bdo cdo xay ra ngay sau khi dung sildenafil ma khong ¢ hoat dong tinh duc. Khéng
thé x4c dinh duoc liéu cac bién ¢d nay c6 lién quan truc tiép tdi-cde yéu td ndy hay céc yéu td
khac hay khong.

Hpi chieng Priapism (Cuwong cieng kéo dai)

Thube diéu tri rdi loan cuong duong, bao gdm sildenafil, can than trong khi ké don cho nhiing
bénh nhan ¢6 bién dang vé giai phAu duong vét (nhw duong vt gip goc, bénh xo hoa thé hang,
hay bénh Peyronie), hogic & nhirng bénh nhan ¢6 bénh 1y dé gy cuong dau duong vét (nhu bénh
thiéu mau hdng cdu hinh liém, bénh da u tiy, bénh bach cau).

Di ¢6 bao cdo vé tinh trang cwong cimg kéo dai va cuong dwong khéng mong mubn khi str
dung sildenafil sau khi thude duge Iuu hanh. Néu tinh trang kéo dai cuwong duong hon 4 gid,
bénh nhan cin dén co s& v té d& didu tri ngay 1ap tire. Néu cuong duong kéo dai khong duge
diéu tri ngay lap tirc c6 thé din dén md duong vat bj pha huy va bét luc vinh vién.

Sit dung déng thoi véi cdc chit irc ché PDES khdc hodic cdc phwong phdp diéu tri roi logn
cwong dwong khdc.

Tinh an todn va hiéu qua cta viéc dimg két hop sildenafil véi cdc chét (rc ché PDES khéc, cic
thude diu tri tang huyét &p dong mach phoi (pulmonary arterial-PAH) c6 chira sildenafil
(REVATIO) hodc céc thude didu tri rdi loan cuong dwong khac khong duge nghién cir, vi véy
khéng nén két hop didu tri voi céc thude nay.

Tdc dpng dén thi luc

P4 ¢6 nhimg bdo céo tu phat vé nhing bt thudmg vé thi gidc sau khi st dung sildenafil va céc
thudc tre ché phosphodiesterase nhém 5 (PDE5). Cac truong hop bénh Iy than kinh thi gidc thiéu
mau cuc bd khong do dong mach, dugce bao cdo hiém giip trong qua trinh luu hanh khi sir dung
sildenafil voi cac thude (rc ché PDES khac.

Trong trwdmg hop mét thi lye dot ngdt, can khuyén bénh nhén nging dung sildenafil va hoi y
kién béc si ngay.

St dung dong thoi ritonavir

Khéng nén ding dong thoi sildenafil véi ritonavir.

Str dung dong thoi véi thude chen alpha

Cén than trong khi dung sildenafil cho nhiing bénh nhén dang dung thudc chen alpha vi viéc
dimg ddng thoi co thé din dén ha huyét ap triéu chimg & mdt s it bénh nhin nhay cam. Diéu
nay ¢6 thé xay ra 1r0ng vong 4 gity sau khi diing sildenafil. Pé han ché nguy co ha huyét 4p tu
thé, bénh nhan nén diéu tri 6n dinh huyét dong khi diing cc thube chen alpha trée khi bat dau
diéu tri bang sildenafil. Nén cin nhéc bat ddu didu tri voi lidu 25 mg. Thém vao d6, bac si nén
tw vin nén tu van cho bénh nhan nhitmg viéc cin lam trong trudmg hop co céc trigu chimg ha
huyét ap tur thé.

Tdc djng lén chay mdu
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clru in vitro trén tiéu chu ngudi cho thiy sildenafil c6 kha nang anh hwong toi kha
ngung két tiéu cu clia natri nitroprussid (chét cho nitric oxid). Khong 6 dit ligu vé
ctia sildenafil & nhitng bénh nhan rdi loan déng méu hodc loét tidu hoa ¢ép tinh. Do
diing sildenafil cho nhitng bénh nhén nay sau khi danh gia c4n than lgi ich-rii ro.

Khong stt dung sildenafil cho phu nit.
Td duoc

Natri: M&i vién thubc chtra it hon 1 mmol natri (23 mg), vé co ban la “khéng chira natri”.

7.SU DUNG THUOC CHO PHU NU' CO THAI VA CHO CON BU

Khéng chi dinh st dung sildenafil cho phu nit.

Chua ¢6 cac nghién ctru ddy di va c6 kiém sodt nao duge tién hanh trén phu nit c6 thai va cho
con b

Trong céc nghién ciru vé kha ning sinh san & chudt va tho, khong c6 tac dung phu c6 lién quan
duge tim thiy sau khi ding sildenafil qua dutmg udng.

Khong ¢ tac dung nao 1én kha nang di chuyén hofic hinh thai cua tinh tring duge quan sat thay
sau khi uéng mdt 1dn 100 mg sildenafil cho nhitng ngudi tinh nguyén khoe manh.

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Chua ¢6 nghién ctru cu thé nao vé& anh hudéng lén kha ning l4i xe va van hanh méy méc dugce
tién hanh.

Hién tuong chéng mat va thay dbi thi lyc dd duge béo cdo trong cac thir nghig¢m 1dm sang voi
sildenafil, do vdy bénh nhan cin biét 16 ho céc tic dung khong mudn mubn cé thé gip phai voi
thudc trude khi 141 xe hodc van hanh may moc.

9. TUONG TAC, TUONG KY CUA THUOC

Twong tic:

Anh hwéng ciia cdc thude khie doi voi sildenafil

Cdc nghién ctiu in vitro

Chuyén héa sildenafil dién ra chii yéu boi cac phan nhém cytochrom P450 (CYP) dang 3A4
(dudmg chinh) va 2C9 (dudng phu). Vi vdy tit ca céc tac nhan gy e ché nhimg phan nhom nay
¢6 thé 1am gidm @ thanh théi cua sildenafil va cac tic nhén gy kich thich nhimg phan nhém
nay c6 thé lam ting o thanh thai cta sildenafil.

Cdc nghién ctru in vivo

Phan tich dit liéu dwoe ddng hoc dan sb tir cdc nghién ctu ldm sang cho thdy do thanh thai
sildenafil giam khi dung ddng thoi v6i thudc e ché CYP3A4 (nhu ketoconazol, erythromycin,
cimetidine). Mic du ty 1& phan tmg bét loi khéng ting & nhitg bénh nhén nay, nhung khi ding
ddng thoi sildenafil va thude tic ché CYP3A4 nén cin nhic liéu ban diu 1a 25 mg,

Viée diing ddng thoi lidu don 100 mg sildenafil v6i tac nhén e ché protease ciia HIV ritonavir
(500 mg, ding 2 lan/ngay), mdt chét irc ché manh P450, d& 1am ting Cumax ctia sildenafil 1én t6i
300 % (gép 4 14n) va ting AUC trong huyét tuong 1én t6i 1.000 % (gép 11 lan). Thei diém 24
gitr sau ding thude, ndng dd cta sildenafil trong huyét twong van xép xi 200 ng/mL so véi 5
ng/mL, khi ding mot minh sildenafil. Diéu nay phit hop véi tac dgng rd rét clia ritonavir 1én céc
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( Q m%qq dingé dong thoi lidu don 100 mg sildenaﬁ] voi the nhan te ché protase cua HIV saquinavir,
midtehat (e ché CYP3A4, & trang thai 6n dinh (1200 mg, ding 3 lin/ngay) dan dén tang 140%
Cmax ctia sildenafil va ting 210% AUC cua sildenafil. Sildenafil khong lam anh hurong dén duoc
dong hoc ctia saquinavir. Thude ttc ché CYP3A4 manh hon nhu ketoconazole va itraconazole
s& ¢0 tdc dung 1én hon.

Noudi ta quan sat thiy tang 182% véi mire d6 phoi nhiém toan thin (AUC) cua sildenafil da
duoe quan sat khi dung dong thdi mot liéu don 100 mg sildenafil voi erythromycin (mot chit
itc ché CYP3A4 mitc do trung binh) & trang thai 6n dinh (500 mg, ding 2 lan/ngay trong 5
ngay). O céc tinh nguyén vién nam khée manh, azithromyein (500 mg, dung 1 lAn/ngay trong 3
ngdy) khong gy anh huéng dén AUC, Cuax, Tmax, hing s6 thai trlr hay thoi gian ban thai cta
sildenafil hodc chit chuyén hoa chinh lwu théng chinh ctia né. O nhitng nguoi tinh nguyén vién
khoe manh, viéc diing déng thoi sildenafil (50 mg) va cimetidine (800 mg), mt chét te ché
cytochrome P450 va mjt chét tre ché CYP3A4 khong dic higu, din dén ndng do sildenafil trong
huyét tirong ting 56%.

Nude budi chim 1a chit tc ché chuyén héa CYP3A4 trén thanh rudt va 6 thé lam tang ndng
do sildenafil trong huyét twong.

Iidu dom ctia thude khang acid (magnesium hydroxide, aluminium hydroxide) khong anh huémg
dén sinh kha dung cta sildenafil.

Mic du cdc nghién ctru trong tac cu thé chua duge tién hanh dbi véi tht ca cdc san phim thubc,

nhung dit liéu duge dong hoc trong cée thir nghiém lam sang cho thdy rdng, céc tic nhan (rc ché
CYP2C9 (nhu tolbutamide, warfarin, phenytom) trc ché CYP2D6 (nhur cée thude e ché tai hap
thu ¢6 chon lqc serotonin, thude chdng trdm cam loai vong 3), thude loi tiéu thiazid, thube loi
tiéu quai va tiét kiém kali, cdc chét tc ché men chuyén anglotensm (ACE), céc thuée chen kénh
calci, thude dbi khang thu thé angiotensin II hodc cac chit cam tmg chuyén héa CYP450
(rifampicin, barbiturat) déu khong 1am dnh hudng dén dwoce dong hoc ciia sildenafil. Trong cédc
nghién ctru & nhitng tinh nguyén nam khoe manh, viée dimg dong thoi chat ddi khang endothelin,

bosentan (mot chét cam tmg trung binh CYP3A4, CYP2C9 va cé thé 1a CYP2C19) & trgmg thai
én dinh (125 mg, 2 lan/ngay) véi sildenafil & trang thai dn dinh (80mg, 3 1An/ngay) din dén vige
giam AUC va Cmax ctia sildenafil twong tmg 13 62,6% va 55,4%. Viéc dung ddng thoi véi chét
cam (g manh CYP3A4, nhu rifampicin, dugce cho 14 s&€ lam giam ndng do sildenafil trong huyét
twong nhiéu hon.

Nicorandil 14 sy k&t hgp gifta chat hoat hoa kénh kali va nitrat. Do thanh phén nitrat ¢6 kha ning
dAn dén twong tic nghiém trong v6i sildenafil.

Anh hwing ciia sildenafil d6i véi cdc thude khac

Cdc nghién ciru in vitro

Sildenafil 1a mdt téc nhén trc ché yéu cée cytochrome P450 phén nhom 1A2, 2C9, 2C19, 2De6,

2E1 va 3A4 (IC50 > 150 uM). Do sau khi ding liéu khuyén céo thi ndng do dinh trong huyét

twong ciia sildenafil xdp xi 1 uM, nén sildenafil s& khong lam thay déi do thanh thai cdc co chét
clia cic isoenzym nay.
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Riociguat

Céc nghién ctu tién 1am sang cho thy tac dung ha huyét 4p toan than cong thém chét i ché
PDES dugc két hop véi riociguat. Trong cée nghién ciru 1dm sang, riociguat da dugc chimg
minh 1am tang tdc dung ha huyét ap cia cac chét trc ché PDES. Chéng chi dinh ding dong thoi
riociguat véi cde chit e ché PDES, ké ca sildenafil.

Viéc str dung dong thoi sildenafil cho nhitng bénh nhén dang ding thube chen alpha giao cam
¢6 thé din toi ha huyét ap tridu chimg & mét s& bénh nhén nhay cam. Didu nay ¢t thé xay ra
trong w‘mg 4 gi¢r sau khi ding sildenafil. Trong ba nghién ctru déc hi¢u vé tuong tac thube-
thude, thude chen alpha glao cam doxazosin (4 mg va 8 mg) va sildenafil (25 mg, 50 mg, hodc
100 mg) duoc chi dinh ddng thai cho nhitng bénh nhan tang san lanh tinh tuyén tién liét (BPH)
diéu tri 6n dinh v6i doxazosin. Quan sit céc d6i tugng nghién ctru nay, cac mic giam bd sung
trung binh ctia huyét &p do & tu thé nim ngira 1an luot 1a 7/7 mmHg, 9/5 mmkg, va 8/4 mmHg
va cdc mite gidm bd sung trung binh ctia huyét ép do & tu thé ding lan luot 1a 6/6 mmHg, 11/4
mmHg, va 4/5 mmHg. Khi chi dinh ddng thei sildenafil va doxazosin trén b¢nh nhan dang diéu
tri 6n dinh v&i doxazosin, {t ¢é béo cdo vé nhitng bénh nhan bi ha huyét ap tu thé triéu chimg.
Céc béo céo ndy bao gdm chéng mit, mét méi, nhung khong ngét.

Khong c¢6 twong téc co ¥ nghia nao khi chi dinh déng thoi sildenafil (50 mg) voi tolbutamid
(250 mg) hoac warfarin (40 mg) (1a cac chit duge chuyén hoa bai CYP2CS).

Sildenafil (50 mg) khong lam ting thém thoi gian chay mau do acetyl salicylic acid (150 mg).

Sildenafil (50 mg) khéng lam ting thém tac dyng ha huyét 4p ctia ruou trén nhimg ngudi tinh
nguyén khde manh véi ndng 6 i da trung binh la 80 mg/dL.

So véi gia duge, khong c6 sy khéc biét vé su an todn ctia nhitng bénh nhén ding sildenafil két
hop véi bat ky nhém thude chéng ting huyét dp nhu: thube 1oi tiéu, thude chen beta, thude tre
ché men chuyén ACE, thudc trc ché angiotensin II, thude giin mach, thude ha huyét ap tac dung
|&n trung wong, thudc d6i khéng adrenergic, thube chen kénh canxi va thubc chen alpha. Trong
mdt nghién clru tuong tac cu thé cho thiy khdng co tuong tac cd ¥ nghia nao gitra sildenafil (100
mg) va amlodipin & bénh nhén ting huyét 4p (& tu thé nam ngtra chi 1am ha thém huyét 4p 8
mmHg dbi véi huyét dp tam thu va 7 mmHg dbi voi huyét 4p tdm truong). Nhimg mic giam
huyét 4p bd sung nay twong duong véi mic giam di duoe ghi nhan khi sildenafil duge ding
don ddc trén cdc @i tugng tinh nguyén vién khoe manh.

Sildenafil (100 mg) khong anh huéng téi duge dong hoc cua cée tie nhin (e ché protease cia
HIV nhu ritonavir va saquinavir (ca hai thude nay déu la co chét ciia CYP3A4).

(3 nhiing tinh nguyén vién nam khée manh, sildenafil & trang thai 6n dinh (80 mg, 3 lin/ngay)
lam ting 49,8 % AUC ciia bosentan va ting 42 % Cmax ctia bosentan (125 mg, 2 lan/ngay).

Sit dung b sung mdt liéu sildenafil don 18 vao sacubitril/valsartan ¢ trang thai 6n dinh & nhimg
bénh nhén ting huyét 4p cé lién quan dén su giam huyét ap dang ké hon so véi khi chi dung



https://trungtamthuoc.com/

0G5
:\Qm -”5 c

A7 @gﬁgbﬁlﬁﬁ’{f sartan don ddc. Do d6, can than trong khi khéi tri sildenafil & nhitng bénh nhén
\

ol EHAEEY du ﬁjé
pDUdCc PHAM *J

Mrwombey: *

10. TAC DUNG KHONG MONG MUON CUA THUOC

Hb so an toan cia sildenafil dua trén 9.570 bénh nhén tir 74 nghién ctru 14m sang mu déi cé doi
chimg véi gia duge, Céc phan img c6 hai duge béo cdo phd bién nhét trong nghién ctu 1dm sang
& nhiing bénh nhén ding sildenafil 1a nhirc d4u, do bimg, kho tiéu, nghet mili, chong mat, budn
ndn, néng bimg, roi loan thi gidc, tim tai va mét mo.

Céc tac dung khong mong mudn duge bdo céo trong g1a1 doan theo déi sau khi duge luu hanh
trén thi truong ude tinh kéo dai hon 10 ndm. Tan sudt xudt hi¢n cta cac phan img nay khéng thé
duge xac dinh mot cach dang tin cdy, do khdng phai tAt ca cdc phan tmg c6 hai déu duoc bio
c4o cho co & san xudl va phan phdi thude va duge dua vao co s¢ dir lidu an toan.

Trong bang dudi ddy, tht ca céc phan tmg ¢6 hai quan trong vé& mét lam sang xudt hign trong cac
thir nghiém lam sang voi ty 1€ mic cao hon so véi gia duge, duge phén loai theo hé co quan va
tAn sudt (rat thudmg gip (> 1/10), thudmg gép (> 1/100 va < 1/10), it gép (= 1/1.000 va < 1/100),
hiém gip (> 1/10.000 va < 1/1000). Trong mdi nhém tan suéit, cdc phan (g c6 hai phéi duge
trinh bay theo thi ty mitc do nghiém trong giam dén.

Bang 1: Céc phan tmg c6 hai quan trong v& mit 1am sang duge ghi nhan véi tin sut cao hon s0
voi gia duge trong cac nghién ctru 1am sang co déi chimg va cac phan mg c6 hai quan trong vé
mit 1am sang duoc bdo céo sau khi thube duoc luu hanh trén thi trudmg.

loan thi gidc,
Nhin mé&

Phén loai hé | Rétthwomg | Thwing gip it gip > Hiém gip (= 1/10.000
co' quan gip (=1/10) | (=1/100va< | 1/1.000 va < va < 1/1000)
1/10) 1/100)
Nhiém  khudn Viém mili
va ky sinh
trung
R6i loan hé Quéa mén
mién dich
R6i loan hé | Pau dau Cam gidc Bubn ngu, | Tai bién mach mau
thén kinh chong miit giam cam gidc | ndo, Con thiéu mau nio
thoang qua, Dong
kinh*, BPdng kinh tai
phat*, Ngét
R&i loan mit Suy giam thi | R&i loan tiét | Bénh than kinh thi giac
lwe mau**, Réi | nude mat*** | thifu méu cuc bd

Pau mit, So
anh sang, ao thi
anh séng, Sung

huyét mét,

khong do dong mach
(NAION)*, Téc mach
vong mac*, Xuét huyét
vong mac, Bénh vong
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Choi mit.
Viém két mac

mac do so vita dfng
mach, R&i loan ving
mac, Téang nhdn ap,
Khiém  khuyét thi
truomg, Song thi, Giam
thi lwe, Cén thi, Moi
mit, duc dich kinh, bét
thuomg méng mit,
Gian ddng t, Nhin
thdy quing sdng, Phi
mét / Sung mat, Réi
loan mét, Xung huyét
két mac, Kich ting mat,
Cam giac bat thuomg &
mét, Phi mi mét, dbi
mau cing mac.

s s . %
Roi loan tai va
mé dao

Chéng mat, U
tai

Diée

Réi loan tim

Nhip tim
nhanh, Panh
trong ngye

Pot tir do tim*, Nhoi
méu co tim, Loan nhip
thit*, Rung nhi, Dau
thit nguc khong 6n
dinh

R&i loan mach
mau

D6 miat, Boc
hoa

Tang huyét éap,
Ha huyét ép

R&i  loan ho

Nghet miii

Chay mau cam,

Cam giac bj that nghet

hdp, nguc, va Téc xoang & hong, phil niém mac
trung thét mili, Kho miii
R&i loan hé tidu Budn nén, Khé | Chimg  trdo | Gidm cim gidc miéng

hoa

tieu

nguoc da day
thwe quan, Non
mira, Dau bung
trén, Kho
miéng

Roi loan da va
mo dudi da

Phat ban

Hoi chimg Stevens-
Johnson (SJS)*, hqi
chimg Lyell*

R6i  loan co
Xxuong va toan
thén

Pau co, Pau
chi
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Hkﬁab L_m Xudt huyét duong vat,

Cuong cimg kéo dai*,
Xuét tinh ra mau, Téng
cuong duong

vav
s On I\

Réi loan chung Pau ngye, Mét | Cau git
vi tai noi dung moi, Cam giac

thude nong

Két qua xét Tang nhip tim

nghiém

*Chi c6 bao céo trong khao sat sau khi thude luu hanh

*+* Bién dbi vé thi luc mau: Nhin thdy moi vat cé mau xanh luc, ri loan phan bigt mau sic, nhin
thdy moi vét c6 mau xanh lam, nhin thiy moi vat c6 mau do, nhin thdy moi Vit ¢6 mau vang.
##*R4i loan tiét nudc mét: Khd mat, rdi loan tuyén 18, ting tiét nude mit

Bdo cdo cdc phan iing cd hai hodc nghi ngo

Théng bdo ngay cho bdc sy hodc dwgc sT khi gap cdc tdc dung khong mong muén nhu trén khi

ste dung thude hodc béo cdo cdc phan ung cé hai cua thuée vé Trung tam Thong tin thudc va
Theo doi phan ung ¢6 hai cua thudc (ADR) Quéc Gia.

11. QUA LIEU VA CACH XU’ TRi

Trong cac nghlen clru & nhitng nguﬁri tinh nguyén dung liéu don lén téi 800 mg, céc phan tng
bét loi ciing gmng nhu & lidu thip hon, nhung ty 1& mic va mirc dd nghiém trong ctia chiing tang
1én. Liéu 200 mg khong mang lai hiéu qua cao hon nhung ty 1 tac dung phu (dau dau, do bimg
mat, chéng mat, kho tiéu, nghet miii, 161 loan thi giac) lai ting 1én.

Trong trudmg hop qua lidu, tich cuc theo d01 dé c6 bién phap xi tri k1p thoi. Tham phén thian
khéng lam tang dd thanh thai vi sildenafil géin manh véi protein huyét twong va khong bi thai
trir qua nuoc ticu.

12. PAC TINH DUQC LUC HQC
Nhom duge 1y tiét nigu; thude diing diéu tri rbi loan cuong duwong.
Ma ATC: GO4BEO3

Sildenafil 14 mot thube tre ché chon loc phosphodtestera%e typ 5 (PDES) dugre dung dé didu tri
loan chiic ning cuong dwong vat va tang huyét ap déng mach phm PDES5 duoc thiy trong co
tron mach phdi, co tron mach méu va ndi tang, thé hang va tidu cu, PDES c6 tac dyung thoai
bién guanosin monophosphat vong (¢cGMP). Binh thuomg, oxide nitric hoat hdéa enzym
guanylate cyclase, enzym ndy lam tang ndng d6 cGMP; cGMP géy giin co tron. Sildenafil G
ché PDES 1am ting ndng dd cGMP & té bao.
Nﬁng d6 cGMP tang [én 1am tdng sy gian co tron mach mau, déc biét trong phéi, & d6 PDES ¢6
& nong do cao. () bénh nhén ting huyét ap dong mach phcu sildenafil gdy gifn hé mach & phéi
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ifn vGi mire do it hon hé mach & dai tuan hoan. Trén lam sang, thudc lam giam ép sut
phdi va lam tang kha ning gang sitc cuia cac bénh nhén nay.

¢6 loan chitc ning cuong duong vét, sildenafil khong truc tiép gay cuong dwong
) |\ TERREARANER i tdc dong dén dap (mg voi kich thich tinh duc. Binh thudng oxide nitric duge giai
«)\ pho,n%\f ng thé hang khi ¢6 sy kich thich tinh duc. Khi do, oxide nitric hoat héa enzym
ﬂ_ wiate cyclase, chit nay lam tang mirc cGMP, cGMP gdy gién co tron va dé cho mau chay
vao thé hang gdy cuong. Sildenafil lam tang tdc dung cia oxide nitric do (rc ché PDES va lam
ting mirc cGMP trong thé hang. Véi cac lidgu duge khuyén céo, sildenafil khong c6 tic dung

trén su cuong khi khong ¢o kich thich tinh duc.

Cac nghién ciru lim sang

Tim

Khong ¢6 sy thay dbi lién quan 1am R'.Emg trén dién tdm do (ECGs) cua nhimg ngum nam giéi
tinh nguyén binh thudmg khi dung céc lidu don sildenafil 1én t6i 100 mg duong udng.

Sau khi dung liéu 100 mg, huyét 4p tdm thu giam t6i da trung binh la 8,3 mmHg cdn huyét ap
tAm truong giam ti da trung binh 12 5,3 mmHg (do & tu thé nam ngira).

Nhitng anh hudng lén huyét 4p trén nhing ngudi dang ding nitrat ddng thoi nhiéu hon nhung
cling chi thoang qua.

Nghién ctru vé huyét dong trén 14 bénh nhin bj bénh dong mach vanh nang (hep > 70 % it nht
14 1 dong mach vanh) dugc ding lidu don 100 mg sildenafil thiy rang huyét ap tdm thu va tdm
truong khi nghi ngoi giam di 7 % va 6 % so vdi huyét ap trude khi ding thude. Huyét ap tim
thu ddong mach phéi trung binh giam di 9 %. Sildenafil khéng tac dong téi cung lugng tim va
khong anh huéng dong chiy qua cac dong mach vanh bj hep, va tao ra su cai thién (khodng 13
%) trong viéc déo nguoc dong chay mach vanh duge kich thich biing adenosine (trong ca cac
dong mach bi hep va céc dong mach li€n quan).

Thir nghiém 1&m sang mu doi c6 ddi chimg v6i gia duge trén 144 bénh nhan roi loan cuong
duong va dau thit nguc on dinh, Nhu'ng bénh nhan nay ding thuéc chéng dau thit ngue thucmg
xuyén (ngoai trir nitrat). Ho phai géng stre 1am viée cho toi mire gidi han cla dau rh&t nguc xudt
hién. O nhirng bénh nhén ding lidu don 100 mg sildenafil thi thi gian kéo cdi xay lau hon
(19,9 gidy; khoang tin cdy 95 %: 0,9 - 38,9 gidy) (co ¥ nghia théng ké) so v6i nhimg bénh nhén
dung gia duge. Thoi gian géng stic trung binh (duge diéu chinh véi méc co ban) cho toi gidi
han dau that nguc 1a 423,6 gidy & nhimg ngudi dung dung sildenafil va 403,7 gidy & nhitng
nguoi dung gia duge.

Nghién ciru mil ddi ngéu nhién, c6 dbi chimg véi gia duge (v6i lidu sildenafil thay dbi, toi da
100 mg) trén 568 nam ng’l bi r6i loan cucmg duong va tang huyel 4p. Nhitng bénh nhan nay
ludn ludn phai dung it nhét hai loai thude chdng tang huyét ap. Két qua sildenafil cai thién kha
néing cuong 71 % & nhimg ngudi ding sildenafil so véi 18 % & nhimg ngudi dung gia duge. Ty
1& giao hop thanh cong & nhiing ngudi dung sildenaﬁl 62 % so voi 26 % & nhimmg ngudi diing
gia duoc. Ti 1€ gdp cac tac dung khong mong muén & nhitng bénh nhén nay cling tuong tu nhu
& nhitng nhém bénh nhén khéc, cling nhu khong thay ddi o nhitng ngudi dung 3 hay nhiéu hon
céc thube chéng tang huyét 4p.

Thi gidc
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{ia su thay déi phan biét mau c6 lién quan t&i viée te ché PDE6. Loai men nay
U Aong mac. Cac nghién ctru in vitro chi ra rang sildenafil G ché PDE6 kém hon 10
3i PDES. Sildenafil khong cé anh hurdmg ndo trén tinh linh hoat cua thi Iy, sy nhay cdm
can quang, dién vdng mac dd, ap luc trong mét hoic do ddng i,

Trong mot nghién ciru ngang ¢6 ddi chimg ¢ nhimg bénh nhan thodi hoa diém vang c6 lién quan
161 tudi (n = 9) thi sildenafil (liéu don, 100 mg) duge dung nap tot va khéng ¢6 mdt anh
hudng nao cé ¥ nghia trén lam sang lén céc test thi lyc (tinh linh hoat cua thi luc, lu6i Amsler,
phan biét mau, tin hiéu dén giao thong, thi truong ké Humphrey).

Tinh hiéu qua

Tinh hiéu qua va an toan cta sildenafil dugc danh gid trong 21 thir nghiém 1am sang mu doi
ngau nhién ¢ ddi chimg voi gia duge trong thoi gian téi 6 thang. Trén 3.000 bénh nhan rdi loan
cwong duong (19 - 87 tudi) & tét ca céc thé (thé do co quan, thé do tam ly, thé hdn hop) dugc
cho ding sildenafil. Hiéu qua cua sildenafil dugc danh gia bang cac ciu héi danh gia chung,
nhét ky cuong duong, bang cau hoi dénh gia chirc ning cuong quéc té TTEF (International Index
of Erectile Function), va bang cdu héi danh cho cic ddi tac tinh duc ciia c4c bénh nhén.

Hiéu qué cla sildenafil la kha ning dat duge va duy tri cuong cimg du dé tién hanh giao hop.
Hiéu qua nay da duge chirng minh qua tit ca 21 nghién ciru trén va duge duy tri qua cac nghién
ctru mé rdng kéo dai (trén 1 ndm). Trong céc nghién ciru ding lidu cb dinh, ti 1¢ cai thién kha
ndng cuong 1a 62 % (véi lidu sildenafil 25 mg), 74 % (voi liéu sildenafil 50 mg), va 82 % (vdi
lidu sildenafil 100 mg) so sinh véi két qua 25 % & nhém dung gia duge.

Ngoai sy cai thién kha ning cuong thi sildenafil con cai thién su khodi cam, sy thoa mén khi
giao hop va sy hai long chung.

Qua cdc thir nghiém thiy ring:

Trén céc bénh nhan déi thio dudng, ti 1€ cai thign kha néng cuong cua sildenafil 12 59 % so véi
16 % & nhitng ngudi dung gia duge.

Trén cdc bénh nhan cét tuyén tidn liét triét @& thi ti 18 nay 1a 43 % so véi 15 % & nhimg nguoi
dung gia duoc.

Trén cac bénh nhan chén thuong tay song thi ti 1& nay 14 83 % so véi 12 % & nhitng ngudi dung
gia dugce.

13. PAC TINH DUQC PONG HQC

Hip thu

Sildenafil dugc hz”ip thu nhanh sau khi uéng, véi sinh kha dung tuyét d6i trung binh khodang 41
% (dao ddng tir 25 - 63 %).

Trén in vitro, ndng d6 3,5 nM sildenafil (i ché enzym PDES cua ngudi khoang 50 %. Trén

ngudi, ndng do sildenafil tw do t6i da trung binh sau khi ding mot lidu don 100 mg la xép xi 18
ng/mL hoéc 38 nM.

Céc ndng d0 tdi da dat dugc trong huyét trrong tir 30 - 120 pht (trung binh 60 phat) duge quan
sat khi udng thude lic doi.
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€4 ham lugng m& cao lam giam kha ning hﬁp thu cua sildenafil, véi thii gian giam
“Vmax 12 60 phit, va Crax giam trung binh 29 %, trdi lai mic d8 hip thu khéng anh
ang ké (dién tich dudi dudmg cong giam 11 %).

Sildenafil va chét chuyén héa & vong tudn hoan lén cia né 1a N-desmethyl gén tdi 96 % véo
protein huyét twong. Viée gén vao protein huyét twong khdng phu thuge vao ndng d6 tong cta
no.

Nbng o ctia sildenafil trong tinh dich cta nhimg ngudi tinh nguyén khoe manh sau khi udng
thude 90 pht 1a nho hon 0,0002 % liéu sir dung (trung binh 188 ng).

Chuyén héa

Sildenafil duoe chuyén héa chit yéu béi cac enzym CYP3A4 (duong chinh) va CYP2C9 (dudng
phu) c6 & gan.

Céc chét chuyén hoa & vong chuyén hoa chinh cta sildenafil tao ra tir qua trinh N-desmethyl
hoa, va sau do lai duge chuyén hoa tiép.

Céc chét chuyén hoéa ndy c6 hoat tinh chon loc déi véi PDE twrong ty nhu sildenafil va trén in
vitro tinh chon loc déi véi PDES xép xi 50 % ctia chit ban déu.

(3 nhitng ngudi tinh nguyén khoe manh, ndng d trong huy&t tuong ciia c4c chét chuyén héa xap
xi 12 40 % ndng dd chit ban dau.

Chét chuyén hoa N-desmethy! lai duge chuyén hoa tiep tuc, ¢d thi gian ban thai la 4 gidy.
Thai trir

P thanh thai toan bd cta sildenafil 1a 41 L/h v6i thoi gian ban thai pha cudila3 -5 gid.

Sau khi dung duong ubng hay tiém tinh mach, sildenafil dugce thai trir chu yéu qua phin dudi
dang chéit chuyén hoa (khoang 80 % liéu ubng) va mot phin nhé qua nude ticu (khoang 13 %
lidu ubng).

Duwoe dong hoe & efic doi twgng bénh nhin dic biét

Newoi gia

Trén nhimg ngudi gia khoe manh (tr 65 tudi tros 1én), do thanh thai cia sildenafil giam di, két
qua 12 ndng do sildenafil va chit chuyén hoa c6 hoat tinh N-desmethyl trong huyét twong cao
hom khoang 90 % so v6i ndng d6 nhimg chét nay & nhimg nguoi tinh nguyén tre khoe manh (tir
18 - 45 tudi). Do sy gén két sildenafil vao protein huyét twong phu thuge vao tudi, ndng do ty
do cuia sildenafil trong huyét tuong tang tueng tmg khoang 40 %.

Nguoi suy thin

Trén nhig ngudi suy than nhe (d6 thanh thai creatinin = 50 - 80 mL/phut) hay trung binh (d¢
thanh thai creatinin = 30 - 49 mL/phit), khi ding mdt lidu don sildenafil (50 mg). khong théy
c6 bt cir sy thay dbi ndo vé duge dong hoc.

Trén nhitng ngudi suy thin ning (49 thanh thai creatinin < 30 mL/phut), d§ thanh thai cta
sildenafil bi giam, da lam ting xAp xi gAp doi dién tich dudi dudmg cong AUC (100 %) va Crmax
(88 %) so véi ngudi ¢ cling do tudi nhung khong bi suy thin.
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h nhitng nguoi xo gan (Child-Pugh A, Child-Pugh B). @6 thanh thai cta sildenafil bi giam,
két qua lam tang dién tich du6i dudmg cong AUC (85 %) va Ciax (47 %) so v6i nguoi khong bi
suy gan 6 cung do tudi. Duoc ddng hoc cha sildenafil & bénh nhan suy gan néng (Child-Pugh
C) chua dugce nghién ctru.

o d6, cac gid tr{ Cmax va AUC cua chét chuyén hoa N-desmethyl tang c6 y nghia 200 %
lin lugt & cac dbi tugng suy thin nang so véi & cae dbi tuong chire ndng thén binh

Cde dit liéu an toan tién ldm sang
Khong tim thdy bing chimg nio vé kha ndng gdy ung thu trong mot nghién ciru trén chudt cdng
kéo dai 24 thang dung lidu 16n gép 42 lan (tinh theo mg/kg) va gin gép 5 1dn (tinh theo mg/m?)
so v&i lidu thi da da khuyén cdo ding trén ngudi (Maximum Recommended Human Dose -
MRDH) va mot nghién ctru khac trén chudt nhét kéo dai 18 - 21 thang véi lidu lon gép 21 lan
(tinh theo mg/kg) va gép 2 lAn (tinh theo mg/m?) so v6i liéu diing tbi da & ngudi da duge khuyén
céo (MRDH).
Céc test gy dot bién & vi khuén va in vivo déu dm tinh.
Khong c6 mdt anh hudng nao [én tinh chuyén dong va hinh thai ctia tinh tring sau khi ding liéu
don 100 mg sildenafil trén nhimg ngudi tinh nguyén khoe manh.
14. QUY CACH PONG GOI
Hop 1 vi AlwWPVC x 2 vién, kém t& hwong dan sir dung.

~ Hop 1 vi Al/PVC x 4 vién, kém t& huéng dén st dung.

— Hop 1 vi AlWPVC x 10 vién, kém t& huéng dén sir dung.

~ Hop 2 vi AlwPVC x 10 vién, kém & huong dén sir dyng.
15. PIEU KIEN BAO QUAN, HAN DUNG VA TIEU CHUAN CHAT LUQNG CUA
THUOC
Piéu kién bao quan: D& & noi khd réo, tranh anh séng, nhiét d§ khong qua 30°C.
Han dung: 24 thing ké tir ngay san XUudt.
Tiéu chudn chét lugng: USP.
16. TEN, PIA CHI CUA CO SO SAN XUAT THUOC

Cong ty TNHH MTV Dugc pham LA TERRE FRANCE

Lo B3-1, géc dudong D4-N1, khu céng nghiép Huu Thanh, X& Hyu Thanh, Huyén Dic Hoa,
Tinh Long An, Viét Nam.



