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1. THANH PHAN CONG THUC THUOC

Trong mdi vién nang cirng chua:

Thanh phin hoat chét: Fluvastatin sodium 42,14 mg tuong dwong Fluvastatin 40 mg
Thanh phin ta dwge: Sodium bicarbonate, Calcium carbonate, Microcrystalline cellulose
(Microcel-112 SD), Silicon dioxide (Syloid 244FP), Magnesium stearate, VO nang s6 1 (do -
vang).

2. DANG BAO CHE

Dang bao ché: Vién nang cing

Mé ta dang bao ché: Vién nang cling nip mau do, thin mau vang, vé nang nguyén ven
khong mop méo. Bén trong chira bot thudc mau vang nhat. C& nang s6 1.

3. CHI PINH

Didu tri bing thude ha lipid chi can thi¢p mot phan yéu té nguy co & nhiing ngudi ¢d nguy
co cao bi bénh xo vira dong mach do tang cholesterol mau. Pidu tri bc}mg thube duoc chi
dinh nhu mot bién phap b trg cho li¢u phap an ubng khi dap tng vai ché do dn han ché chét
béo bio hoa, han ché cholesterol va cac bién phap khong dung thubc khac khong dem lai
hiéu qua.

Ting cholesterol mau (di hop tir ¢6 tinh chit gia dinh va khéng cé tinh chit gia dinh)
va roi loan lipid mau hén hop

Fluvastatin duoc chi dinh:

e B tro cho liéu phap in udng dé giam murc cholesterol toan phan (Total-C), cholesterol
lipoprotein ty trong thap (LDL-C), triglyceride (TG) va apolipoprotein B (Apo B), va dé
tang cholesterol lipoprotein ty trong cao (HDL-C) & bénh nhén tdng cholesterol mau nguyén
phat va rdi loan lipid mau hdn hop (Fredrickson Type Ila va IIb).

e B4 tro cho liéu phdp &n ubng dé giam ndng do Total-C, LDL-C va Apo B & nam vi
thanh nién va nir vi thanh nién it nh4t mét nam sau khi ¢6 kinh nguyét, tir 10-16 tudi, bi ting
cholesterol mau gia dinh di hop tr va phat hién:

+ LDL-C duy tri ¢ muc > 190 mg/dL. hodc

+ LDL-C duy tri & mic > 160 mg/dL va:
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- C6 tién st gia dinh mic bénh tim mach sém hodc

- C6 hai hodc nhiéu yéu & nguy co khac méic bénh tim mach.

Total-C (mg/dL) LDL-C (mg/dL)
<170 <110
170-199 110-129
Mirc cao > 200 > 130

Tré em duge diéu tri bang fluvastatin & tudi vi thanh nién nén duge dénh gié lai & tudi
truéng thanh va ¢6 nhitng thay déi phit hop vé ché d giam cholesterol dé dat duge muc tiéu
diéu tri khi truong thanh.

Dy phong thir phat tai bién tim mach

¢ nhitng bénh nhén mic CIID (coronary heart disease - bénh mach vanh) c¢o tri¢u chirng
lam sang ro rang, fluvastatin dugc chi dinh dé:
e Giam nguy co phai can thi¢p tai thong dong mach vanh
e Lam cham qud trinh xo vira dong mach vanh

Han ché sir dung

Fluvastatin chua dugc nghién ciu trong cac truong hop bat thuong chinh la ting
chylomicron, VLLDL hoidc IDI. (nghia la ting lipoprotein mau Loai I, III, IV hoac V).

4. CACH DUNG, LIEU DUNG

Cach dung

Vién nang Fluvastatin duoc ding bing dudng udng vai lidu duy nhét, cung hodc khong ciing
thuce an.

-Khoéng m¢ vién nang fluvastatin trude khi dung.

Khong dung hai vién nang fluvastatin 40 mg ciing mét Iuc.

Do hi¢u qua tdi da ctia mét liéu nhét dinh duge thdy trong vong 4 tuin, nén dinh k¥ kiém tra
ndng do lipid tai thoi diém nay va diu chinh liéu luong theo ddp Gmg cia bénh nhan dua
trén phac do diéu tri thich hop.

Liéu dang

Théng tin chung

Khodng li¢u: 20 mg dén 80 mg/ngay.

D&i voi nhitg bénh nhan cin giam LDL-C xuéng muc tiéu > 25%, lidu khoi diu dugc
khuyén cédo la 40 mg. mot vién vao budi tdi, hoic 80 mg chia lam 2 14n mdi ngay. Déi v6i
nhitng bénh nhan cin giam LDL-C xubng muc tiéu <25%, cé thé st dung liéu khdi dau 20
mg mdi ngay.
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Nguoi lon bi tang cholcstcrol mau (dl hop tir co tinh chat gia dinh va khong c6 tinh

DUdC PHAM -

\$ VIMEX
\M 0-16 tubi) bi ting cholesterol mau gia dinh kitu di hop tir

< MY kGl diu khuyén cdo 1a mdt vién nang fluvastatin 20 mg. Diéu chinh lidu, cho dén liéu
t6i da hang ngay dugc dung dudi dang vién nang fluvastatin 40 mg hai lan mdi ngay nén
duoc thue hién trong khoang thoi gian 6 tudn. Licu lugng nén duge cd nhin héa theo myc
ticu dicu tri.

Sir dung véi Cyclosporine

Khoéng vuot qua liéu 20 mg x 2 lan/ngdy fluvastatin & bénh nhan ding cyclosporine (xem
Tuong téc thude)

St dung voi Fluconazole

Khong vuot qua liéu 20 mg x 2 lan/ngdy fluvastatin & bénh nhan dung fluconazole (xem
Twong tac thude)

5. CHONG CHI PINH

- Ngudi min cam véi fluvastatin hodc bat ky thanh phan nao ctia ché pham.

- Bénh nhan bi bénh gan tién trién hodc tang transaminase huyét thanh lién tuc khong rd
nguyén nhén.

- Phu nr mang thai va cho con bu

6. CANH BAO VA THAN TRQNG KHI DUNG THUOC

Co xuwong

Tiéu co van va suy thin cip thir phat do myoglobin niéu d3 dwgc bdo cdo véi
fluvastatin va cic thude khac trong nhém nay.

Fluvastatin nén dugc ké don thén trong & nhitng bénh nhén c6 cac yéu td dé méc bénh
co. Nhitng yéu t6 nay bao gdm tudi cao (> 65 tudi), suy than va suy giap duoc diéu tri khong
day du.

Nguy co bénh co va/hodc tiéu co vén véi statin tang Ién khi dicu tri dong thoi voi
cyclosporine, erythromyein, fibrate hodc niacin. Bénh co khong dugc quan sit thdy trong
mot thtr nghi¢m 1lam sang & 74 bénh nhan bao 2dm nhirng bénh nhén dugc diéu trj bing
fluvastatin cung voi niacin. Céc truong hgp bénh co riéng 1¢ da dugc bao céo trong qua trinh
luu hanh thude trén thi trrdng khi sir dung ddng thoi fluvastatin va colchicine. Khong ¢6

thong tin vé tuong tac duge dong hoc gitra fluvastatin va colchicine.
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Dau co khong bién ching cling da dugc bdo cdo ¢ nhitng bénh nhan diéu tri bang

{tng bénh nhan dugc didu tri bing fluvastatin voi ty 1¢ khong thé phan biét dwgce
Bénh co, dugc dinh nghia la dau co hodc yéu co két hop vai vice tang gia tri
10 lan gi6i han trén ctia mérc binh thuong, 1a < 0,1%. Bénh co nén duge xem

i ca cac bénh nhén cin dugc khuyén bao céo ngay cho bac si vé tinh trang dau co,
nhay cam hodc yéu co khéng rd nguyén nhan, dic biét néu kém theo tinh trang khé chiu
hodic st hogc néu cdc diu hi¢u va triéu ching co van ton tai sau khi ngimg st dung
fluvastatin.

Nén ngimg diéu trj bang fluvastatin néu nong do CPK ting cao rd rét hodc bénh co
duge chan doan hodc nghi ngo. Ciing nén tam thoi ngimg didu tri bang fluvastatin & bét ky
bénh nhan nao dang trdi qua tinh trang cip tinh hodc nghiém trong dan dén suy than tht phat
do tiéu co van, vi du, nhiém trung huyét; huyét ap thip; ca phau thuét 16n; chin thuong; rbi
loan chuyén héa, ndi tiét hodc dién giai nghiém trong; hodc chiing dong kinh khéong kiém
soat duoc.

Bénh ¢co hoai tir qua trung gian mién dich

Di co nhung rat hiém nhitng béo cdo vé bénh co hoai tir qua trung gian mién dich
(IMNM), mdt bénh co ty mién, lién quan dén viéc str dung statin. IMNM dugc dic trung
boi: yéu co ¢ chi va ting creatine kinase huyét thanh, van tén tai mac du da ngimg diéu tri
bing statin; khang thé anti-HMG CoA reductase dwong tinh; sinh thiét co cho thdy bénh co
hoai tir; va cai thién véi cac thude e ché mién dich. C6 thé can thém xét nghiém than kinh
co va huyét thanh hoc. Diéu trj bang thude tre ché mién dich ¢6 thé duoc yéu cdu. Cén nhic
cén than nguy co IMNM trude khi bt dau ding mat statin khac, Néu bit dau diéu tri bing
mot statin khac, hay theo ddi cac dau hi¢u va tri¢u chimg ctia IMNM,

Men gan

Ting transaminase huyét thanh (aspartatc aminotransferase | AST]/glutamicoxaloacetic
transaminasc huyét thanh, hodc alanine aminotransferase [ALT]/transaminase glutamic-
pyruvic huyét thanh) da dugce béo céo véi cac chét e ché HMG-CoA reductase, bao gdm ca
fluvastatin. Trong hau hét cac truong hop, su gia ting thodng qua va dugc giai quyét hoic
cai thién khi tiép tuc diéu tri hodc sau mot thoi gian ngén diéu tri.

Khoéang 1,1% bénh nhén dugc diéu trj biang vién nang fluvastatin trong cac thtr nghi¢m
trén toan thé gi6i dd phat trién tinh trang ting ndng d6 transaminase huyét thanh kéo dai,
lién quan dén lidu dén hon 3 14n gi6i han trén clia mic binh thuong. Mudi bén trong sb

nhitng bénh nhan nay (0,6%) di ngung di¢u tri. Trong tit ca cac thir nghiém 1am sang, tong
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s0 33/2969 bgnh nhan ( 1, 1%) ¢6 tinh trang tdng ernsammasc kéo dai véi thoi gmn tiép xiic

Kung vién nang [luvastatin, tinh trang ting transaminase kéo dai (> 3 lan gidi

“la mac binh thuong [ULN] trong hai lan do hang tudn lién tiép) xay ra & 0,2%,
1,5% va 2,7% bénh nhén dugc diéu tri bing vién nang fluvastatin voi liéu hang ngay lan
luot 12 20, 40 va 80 mg (40 mg ding hai 1dn mdi ngay). 91% céc trudng hop c6 bét thuong
vé xét nghiém chirc nang gan kéo dai (20 trong s 22 bénh nhan) xdy ra trong vong 12 tudn
diéu tri va & tat ca cac bénh nhén c6 xét nghiém chuc nang gan bit thuong kéo dai déu co
xét nghiém chire ning gan bat thuong vao lic ban diu hogc vao tudn thir 8.

Trong phan tich téng hop cta céc thir nghiém co ddi chimg kéo dai 24 tuin, tinh trang
tAng transaminase kéo dai xdy ra ¢ 1.8% va 4,9% lan luot vai bénh nhan dugce diéu tri béng
fluvastatin 40 mg va fluvastatin 40 mg x 2 lan mdi ngay.

Nén thue hién cdc xét nghiém men gan trude khi bit dau dung fluvastatin va néu cac

dau hi¢u hoc tri¢u chimng tén thuong gan xay ra.
Di ¢6 nhitng bdo cdo sau khi thude luu hanh trén thi trudong hiém gip v¢ suy gan gdy tir
vong va khong gély tir vong ¢ nhitng bénh nhan dung statin, bao gbm ca fluvastatin. Néu ton
thwong gan nghiém trong vai cac tri¢u chimg lam sang va/hodc tang bilirubin mau hodc
vang da xay ra trong qud trinh didu tri biang fluvastatin, hdy nhanh chéng nging diéu tri.
Néu khong tim thdy nguyén nhan nao khac, khong sir dung lai fluvastatin.

Trong nhiing trudong hop rit hiém, viém gan c6 thé lién quan dén thude duoc quan sat
thdly da duoc giai quyét khi ngimg diéu tri. Chéng chi dinh fluvastatin vi ngudi méc bénh
gan tién trién hodc tang transaminase huyét thanh khong rd nguyén nhan. Can than trong khi
dung fluvastatin cho bénh nhén cé tién sit bénh gan hoic udng nhiéu rugu. Nhitng bénh
nhéan nhu vay nén dugc theo doi chat che.

Tac dung ndoi tiét

Tang HbAlc va 11611g do glucose huyét thanh lic d6i da duge bao cao vai cac chét tc
ché IMG-CoA reductase, bao gdm ca fluvastatin.

Statin can thiép vao qua trinh tong hop cholesterol va lam giam murc cholesterol luu
thong, do d6, v& mit ly thuyét, c6 thé lam giam san xuit hormone steroid tuyén thugng thén
hoic tuyén sinh duc.

Fluvastatin khong c¢6 tic dung dbi véi ndng dé cortisol khong duge kich thich va
khong co tac dung ddi vai chuyén hoa tuyén giap duge danh gia bing cach do hormone kich
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thich tuyén gidp (TSIH). Su suy giam nho vé téng luong testosterone huyét thanh da duge

an ¢ cac nhom duge diéu tri, nhung khong cO su gld lang LH tlrcmg g, cho thiy

ong anh hudng dén FSH & nam giéi. Do sd lugng phu nit tién man kinh dugc
o dén nay con han ché, nén khong thé dua ra két ludn ndo vé tac dung cua

i v&i hormone sinh duc nit.

o e %h@%{g
mdi ngay trong khoang ‘Lhm gian tir 24 den 28 tuan da Lhung minh fluvastatin khong ¢6 tac
dung diéu trj khi Luyén thuong thin dap tng véi kich thich cia ACTH. Mot nghién clru lam
sang da dénh gi4 tac dung ctia fluvastatin véi lidu 1én o1 80 mg mdi ngay trong 28 tuan khi
tuyén sinh duc dap Gmg v6i kich thich hCG. Mic du tdng dép (ing testosterone trung binh da
piam dang ké (p < 0,03) so v6i ban dau & nhom 80 mg, nhung khong déng ké so véi nhitng
thay doi duge ghi nhan ¢ cac nhom dung 40 mg fluvastatin hodc gia dugc.

Bénh nhan diéu tri bﬁng fluvastatin c¢6 bang ching 1am sang vé roi loan chirc ning noi
tiét nén dugc danh gia mot cach thich hop. Cén than trong néu dung statin hodc thude khac
duge str dung dé giam muec cholesterol cho bénh nhén dang dung cac loai thude khac (vi du:
ketoconazole, spironolactone, cimetidine) ¢6 thé lam giam ndng do hormone steroid ndi
sinh.

Poc tinh trén thin kinh trung wong

Tac dung trén than kinh trung wong, bing chimg la giam hoat déng, mét diéu hoa, mét
phan xa dimg thing va sa mi da dugc quan sat thiy trong cac nghién ctru trén dong vat sau:
nghién ctru vé kha niang giy ung thu & chudt trong 18 thing & lidu 50 mg/kg/ngay, nghién
ctiu trén ché trong 6 thang & mire 36 mg/kg/ngay, nghién ciu trén chudt déng 6 thang ¢ mirc
40 mg/kg/ngay va trong céc nghién ciru cap tinh, lidu cao & chudt céng va chudt dong (50
mg/kg), thd (300 mg/kg) va chudt nhat (1500 mg/ke). Poc tinh trén hé than kinh trung wong
trong céc nghién ctru liéu cao cip tinh dugc dic trung (¢ chudt nhit) boi hién twrong khong
bao dé thay ¢ cac cdt trang ¢ bung cla tiy sdng véi liéu 5000 me/kg va (& chudt cong) do
phu né véi sy phan tach cia céc sgi o bao myelin ¢ bung. ving cot séng va day than kinh
toa v6i lidu 1500 mg/ke. Doc tinh trén hé than kinh trung wong, dic trung bdi su tao khong
bao quanh soi true, dugce quan sat thiy ¢ tiy cua nhirng con ché chét sau khi diéu tri trong 5
tudn véi lidu 48 mg/kg/ngay; phat hién nay khong dugc quan sat thiy & nhitng con ché con
lai khi mue lidu duge ha xudng 36 mg/kg/ngdy. Tén thuong mach mau thin kinh trung
wong, dic trung béi xudt huyét quanh mach mau, phit né va tham nhiém (& bao don nhan
trong khong gian quanh mach mau, da duoc quan sat thdy & nhitng con ché dugce diéu tri
bing cc thanh vién khic ctia nhom thude nay. Khong quan sat thay tén thuong than kinh
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trung wong sau khi diéu lrl lau cla1 bang fluvastatin lrong 2 ndm & chudt nht (VO’I lidu t6i

/f Q/ 2 "_'“TS ucmo khau chit Y phia sau hai bén ndi 13 trong thiy tinh thé ¢ mit da dl.rqc quan
#.27 CONG TY .
,‘/“"r‘ r‘ﬁé}ag}%}/ sau khi diéu tri voi lidu 1, 8 va 16 mg/kg/ngay trong 2 nam.

\ augy. Jh cic dbi tuong dic biét
\

CHI PINH
Tré em

Tinh an toan va hiéu qua cia fluvastatin ¢ bénh nhan tré¢ em va vi thanh nién tir 9-16 tudi bi
ting cholesterol mau c¢o tinh chét gia dinh di hop tr da duoc danh gid trong cic thir nghi¢ém
lam sang khong kiém soat, nhdn md trong thoi gian hai nam. Céc tic dung phu phé bién
nhit duoc quan sat thdy la cim va nhiém trung. Trong cdc nghién ctru han ché khong kiém
soat nay, khong cé tac dong co thé phat hién duge dbi vai su tang truéng hoidc trudng thanh
vé it tinh & nam vi thanh nién hogic thoi gian chu ky kinh nguy¢t ¢ nit vi thanh nién. Nt vi
thanh nién nén dugce tu vin vé cdc bién phap tranh thai thich hop trong khi diéu tri bing
fluvastatin.

Nguoi cao tudi

Str dung fluvastatin khong khac biét dang ké gitra ngudi cao tudi (tudi > 65) va khong cao
(wdi. Vi wédi cao (> 65 tudi) 1a yéu 6 dé din dén bénh co, nén than trong khi ké toa
fluvastatin cho ngudi cao tuoi.

Nguoi suy gan

Fluvastatin chdng chi dinh & nhiing bénh nhan mic bénh gan tién trién hodc ting
transaminase huyét thanh kéo dai, khong rd nguyén nhén.

Nguoi suy than

piéu chinh liéu cho bénh nhan suy thén nhe dén trung binh la khong can thiét. Fluvastatin
chua duoc nghién cou ¢ lidu 16n hon 40 mg & bénh nhan suy thdn nang; do do nén thén
trong khi didu tri cho nhitng bénh nhén nay & lidu cao hon.

Cinh bio va than trong khac

- B6 khuyén cdo theo doi dinh ky chirc nang gan va thay bing khuyén céo lam xét nghi¢m

enzym gan trude khi bat ddu diéu tri bing statin va trong trudng hop chi dinh 1dm sang yéu
céu xét nghiém sau do.

- CAn nhic theo ddi creatin kinase (CK) trong trudng hop:

+ Trude khi diéu tri, xét nghiém CK nén dugc tién hanh trong nhiing trudng hop: Suy giam
chirc nang thin, nhuoc giap, tién str ban than hoic tién st gia dinh méc bénh co di truyén,
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ucn stt bi bénh co do st dung statin hodc fibrat trude do, tién sir bénh gan va/hodic ubng

uou, bénh nhan cao tudi (> 70 tu01) co nhung yeu 16 nouy co bi tiéu co van, kha mmg

UJUﬁIa‘ﬁﬁm g xCt nghlem CK > 5 lan gioi hdn trén ctia murc binh thu(mg. l<h0r1g nén bét diu

s\
snﬁg AMEX /-

¢ qua trinh diéu tri bé’mg statin, bénh nhén can théng bao khi ¢o cac biéu hién vé co
nhu dau co, cing co, yéu co ... Khi 6 céc biéu hi¢n nay, bénh nhén can lam xét nghiém CK
dé ¢6 cac bién phap can thi¢p phu hop.

Cinh bio ta duoc

Natri:

San phﬁm thude nay chira it hon 1 mmol natri (23 mg) trén mdi vién nang ciing, nghia la vé

co ban la “khdng ¢6 natri”.
7. SU'DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU
Phu nir ¢6 thai

Fluvastatin chong chi dinh & phu nir dang hodc ¢6 th¢ mang thai. Thude ha lipid méau
chéng chi dinh trong thoi ky mang thai, vi cholesterol va cac din xudt cua cholesterol cin
cho su phat trién binh thuong cta thai nhi. Cholesterol huyét thanh va chét béo trung tinh
tang trong thai ky binh thuong. Xo vira dong mach la mdt qua trinh man tinh va viéc ngimg
st dung thude ha lipid méau trong thoi ky mang thai s¢ it anh huéng dén két qua lau dai cua
li¢u phap diéu tri ting cholesterol mau nguyén phat.

Khong cé nghién ciru ddy di va duge kiém sodt tét vé vide sir dung fluvastatin trong
thoi ky mang thai. Cac bdo cdo hiém gap vé dj tit bim sinh da dugc ghi nhn sau khi thai
nhi liép xiic v6i cac statin khac trong tir cung. Khi xem xét khoang 100 truong hgp mang
thai duge theo doi trong tuong lai ¢ nhitng phu nir tiép xtic véi cdc statin khdc, ty 1€ di tat
b4m sinh, say thai tu nhién va thai chét/thai chét luu khong vugt qua ty 1¢ du kién trong dan
s6 noi chung. 86 lugng céc trudong hop chi da dé loai trir sy gia ting gip 3 dén 4 ldn cac di
tat bam sinh so v6i ty 1€ mic nén. Trong 89% trudong hop mang thai duge theo doi trong
tuong lai, vi¢e didu tri bang thude duge bit ddu trude khi mang thai va ngiing str dung tai
mot sb thoi diém trong ba thang dau khi xdc dinh c6 thai.

Céac nghién ctu vé& quai thai voi fluvastatin ¢ chudt va thé cho thay déc tinh trén chudt
me & mire liGu cao, nhung khong ¢6 bing ching vé kha nang gy doc cho phéi hodc sinh
quai thai.

Chi nén dang fluvastatin cho phu nir ¢6 kha ndng mang thai khi nhung bénh nhan nay rat

khé ¢6 kha nang thu thai va da duoc thong bao vé cic nguy co tiém 4n. Néu mot phu nir c6
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thai trong khi dung fluvastatin, nén ngimg dung thudc va thong bdo lai cho bénh nhin vé

nhiig nguy co tidm 4n dbi v6i thai nhi.

a ndng xay ra cac phan ung c6 hai nghiém trong ¢ tré¢ bt me, phu nit cho con
dung fluvastatin (xem phdn CHONG CHI DINH).
YAUONG CUA THUOC LEN KHA NANG LAl XE, VAN HANH MAY

Chua c6 bing chting vé anh hudng ctia thude 1én kha ning lai xe, van hanh may méc
9. TUONG TAC, TUONG KY CUA THUOC
9.1. Twong tic cia thube

Cyclosporin

Dung dong thoi cyclosporine lam ting tac dung fluvastatin. Do d6, & nhitng bénh nhan dung
cyclosporine, nén giéi han liéu diéu tri & vién nang fluvastatin 20 mg hai lan mdi ngay
Fluconazole

Str dung liGu duy nhat 40 mg fluvastatin cho nhirng ngudi tinh nguyén khée manh da duoc
didu tri trude bang fluconazole trong 4 ngay din dén ting tac dung fluvastatin. Do do, &
nhitng bénh nhén dung fluconazole, nén gidi han diéu tri & vién nang fluvastatin 20 mg hai
lAn mdi ngay.

Gemfibrozil

Tang nguy co tdn thuong co khi sir dung fluvastatin dong thoi véi Gemfibrozil. Do tz‘ing‘
nguy co bénh co/tiéu co van khi dung dong thoi cac chit te ché HMG-CoA reductasc voi
gemfibrozil, nén tranh ding ddng thdi fluvastatin véi gemfibrozil.

Cic thudc ha cholesterol mdu nhém fibrat khac.

Tang nguy co tdn thuong co xuong khi str dung fluvastatin dong thoi véi cédce thudc ha
cholesterol mau nhom fibrat khac. Vi dé biét ring nguy co méc bénh co trong khi didu tri
bang cac chit te ché men khir IMG-CoA ting 1én khi sir dung dong thoi cac fibrate khac,
nén thén trong khi st dung fluvastatin khi str dung dong thoi voi cac fibrate khéc.

Niacin

Tang nguy co tén thuong co xuong khi st dung fluvastatin dﬁ‘mg thoi voi niacin liéu cao (>
lg/ngay) : nén cén nhéc giam liu fluvastatin trong truong hgp nay

Glyburide

Sir dung dong thoi fluvastatin va glyburide lam ting tac dung glyburide. Bénh nhén diéu tri

dong thoi glyburide va fluvastatin nén tiép tuc dwoc theo déi mot céch thich hop.
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Phenytoin

ung dong thoi fluvastatin va phenytoin lam ting tac dung phenytoin. Bénh nhéan nén

/ NG
J,/a‘ & fidu fuyastatin
cO PHAN
| DUOWeerEari
$3Jriéfﬁm%ng /a’/hodc tang thoi gian prothrombin da duge bao cdo & nhiing bénh nhin dung
\\'\ i s = &

i\g‘{a‘_:@ 'ng dong mau coumarin dong thoi véi cdc chat ire ché IIMG-CoA reductase khéc.
‘Do do, nhirng bénh nhan dung thude chéng dong mau loai warfarin nén dugc theo ddi chat
ché thoi gian prothrombin khi bit ddu st dung fluvastatin sodium hodc thay di liéu luong
fluvastatin sodium,

Colchicine

Tang nguy co ton thuong co xuwong khi str dung fluvastatin dong thoi véi Colchicine. Cac
truong hop bénh co, bao gdm ca tiéu co vén, di duoc bdo cdo khi ding ddng thdi fluvastatin
véi colchicine, va nén than trong khi ké don fluvastatin voi colchicine.

9.2. Twong Ky ciia thude

Do khéng ¢6 céc nghién ctu vé tinh twong ky cta thudce, khong tron 1an thude nay voi céc
thude khac

10. TAC DUNG KHONG MONG MUON CUA THUOC

Cac tac dung khong mong mudn nghiém trong sau diy da duoc néu trong phé“m CANH BAO
VA THAN TRONG:

- Tiéu ¢o van voi myoglobin niéu, suy thén cap tinh va bénh co (bao gém ca viém co)

- Bit thuong vé Enzyme gan.

Phén loai tac dung khong mong mubn theo tAn sudt nhu sau: rit thudng gap (>1/10), thu(mg
gdp (=1/100 dén <1/10), it gap (>1/1000 dén <1/100), hiém gdp (=1/10000 dén <1/1000), rat
hlcm 2dp (<1/10000), khéng xac dinh (khong udce lugng dugc tin sudt tir dir 1iéu 1am sang
san co).

Dir liéu nghién ctru lam sang ¢ bénh nhin 13 ngwoi 1on

Do cdc nghién ciru lam sang vé fluvastatin duoc tién hanh ¢ céc déi twong nghién ciu
va thiét ké nghién ciru khdc nhau, tin suét cac tac dung khong mong mudn quan sat duoc
trong cac nghién ciru 1am sang vé fluvastatin khong thé so sénh truc tiép véi tan suét céc tac
dung khong mong mudn quan séit duge trong cac nghién ciru ldm sang cua céc statin khéc va
¢6 thé khong phan 4nh tan suét céc tdc dung khéng mong mudn quan sat dugc trong thuc
hanh [am sang.

Trong co sé& dit li¢u thir nghiém lam sang c6 déi ching véi gia dugc cia vién nang
f[luvastatin trén 2326 bénh nhan duoc diéu tri b?mg fluvastatin (do tudi tir 18-75, 44% phu

nir, 94% ngudi da tring, 4% ngudi da den, 2% céc sic toc khac) v6i thoi gian diéu tri trung
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binh 1a 24 wdn , 3,4% bénh nhin dung fluvastatin va 2,3% bé¢nh nhin dung gia dugc da

ngung dung do tac dung khong mong mudn bit ké nguyén nhan. Cac tac dung khong mong
“muon; pho bién nhit din dén ngimng diéu tri va xay ra voi ty 1¢ cao hon so véi gia duoc la:

.j;‘

o ‘,‘m Ln,? ﬁ‘a,tplndSL (0,8%), dau bung trén (0,3%), kho tiéu (0.3%), mét moi (0,2%) va ti€u
wélﬂvﬂ(i@,,
DUDC PH
% SOHA VII

% vmnna
& CLETOS

y/dung phu lién quan dén 1am sing xay ra trong cdc nghién ciru ¢6 doi ching vai

uvastatin v6i tn suat > 2%, bat ké nguyén nhén, bao gom nhiing diéu sau:

1: Cac tac dung khong mong mudn trén 1dm sang dugc bio cdo ¢ >2% bénh
nhan diéu tri bing Fluvastatin va c6 ty 18 mic bénh cao hon gid dugc trong cic thir
nghiém cé ddi chirng véi gid duge

Thir nghiém bt ké nguyén nhan (% bénh nhan) Liéu ding tong hop

o . Fluvastatin (::) Gia dugc (%)
. Cac tac dung khong mong
Hé co quan y N =2326 N =960

mudon
(o) (%)
Dau co 5,0 4,5

Co xuong -
) Viém khop Ml | 2,0
khop
Bénh khép NA NA
: Viém xoang 2,6 1.9
Ho hap i ——

Viém phé quan 1,8 1,0
Kho tiéu 7,9 32
Ticu chay 4,9 4,2
Réi loan tiéu Dau bung 49 3,8
hod Budn non 3,2 2,0
Déy hoti 2,6 2.5
Bénh ly ¢ rang 2.1 454
Tam thén Mit ngi 2,7 1,4
Sinh duc Nhiém tring duong tiét ni¢u 1,6 1,1
Dau dau 8.9 7,8
Céc triéu ching giéng cim 5,1 3,7
Chén thuong do tai nan 5,1 4,8
MEt moi 27 2.3
Di tng 2.3 2.2

( *) Céc thir nghiém co kiém sodt v6i vién nang fluvastatin (20 va 40 mg mdi ngdy va 40 mg

hai lan mdi ngay) so véi gia duge.
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Nghién ctru phong ngura can thi¢p bang Fluvastatin

‘Ac dung khi ding vién nang fluvastatin 40 mg x 2 lan/ngay ddi véi nguy co bénh tim
4t da duoc danh gia ¢ 1677 bénh nhan mac CHD da trdi qua thu thudt can thiép

a da (PCI). Diy 12 mot nghién ctru da trung tam, ngéu nhién, mi doi, c6 doi

=/
r*I‘-. DUhirpe A %:1 duoc, bénh nhan duge didu tri bang tw van vé ché do an ubng/16i song va
\;\ ﬁiﬂ@"%& nghg fluvastatin 40 mg (n = 844) hodc gia dugc (n = 833) hai lin mdi ngay trong
G ” 3 s ?
\*\q\:“ o @i ng binh la 3,9 ndm

wi}ﬁng 2: Céc tac dung khéng mong mudn trén lim sang dugc bdo cdo ¢ >2% & bénh
nhin dugc diéu trj bing Fluvastatin va c6 ty 1¢ mic bénh cao hon gia dugc trong thir

nghiém bit ké nguyén nhan (% bénh nhin)

Fluvastatin 40 mg »
- Gia duge
N Ciac tac dung b.i.d.
H¢ co quan . s N =818
khong mong mudn N =822 (%)
(%) ’
R&i loan tim Rung nhi 2,4 2,0
Dau bung vung trén 6,3 ' 4,5
Tao bon 3,3 2.1
Réi loan tiéu hod R6i loan tiéu hod 4,5 4,0
R6i loan da day 2.7 2,1
Budn nén 2.7 2,3
4 Mét moi 4,7 3.8
Roi loan chung ‘ — 2 B SO O o8 W
Phu ngoai bi¢n 4.4 2,9
Nhiém tring va ky Viém phé quan 2,3 2,0
sinh tring Viém mui hong 2,8 21
% Dau khép 2.1 1,8
Roi loan co xuong
N Dau co 2.2 1,6
va mo lién két - -
Dau i chi 4,1 2.7
R&i loan hé than Choéng mat 3.9 3.5
kinh Ngét 2.4 )
> o Kho tho khi géng
ROi loan ho hap ) 2.8 2.4
sSuc
i ) Ting huyét ap 5.8 4,2
Ro6i loan mach mau -
Dau cach hoi 2.3 2,1
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Dir liéu nghién ciru 1dm sang ¢ bénh nhi
// 00 ;gw:ng bénh nhén < 18 tudi, hidu qua va do an toan chua duge nghién ciru trong thoi
<3

//ﬁ/é%‘

hon hai nam.

]

CO PHfdhg hail nghién ciru nhan mdo, khong kiém soat, 66 bé trai va 48 bé gai bi tang

%%%%PHA

¢ tinh chat gia dinh di hop tir (9-16 tudi, 80% ngudi da tring, 19% nguoi
#p sic toc], 1% ngudi chiu A) duge diéu tri bing fluvastatin duGi dang
sodium. Vién nang 20 mg - 40 mg x 2 lan/ngay hodc vién nén giai phong kéo dai
fluvastatin 80 mg
Dir li¢u sau khi dua thube ra thi truong

Vi nhitng tdc dung khong mong muén tir cic bao cdo tu phat duge bdo cdo mot cach tu
nguyén tr mot quén thé ¢6 quy md khong xac dinh, do d6, nhin chung khong thé wdc tinh
tdn sudt cta ho mot cach dang tin cdy hodc thiét lap moi quan h¢ nhén qua véi viéc tiép xuc
v6i thude. Cac tac dung sau day da dugce bao cdo véi cac loai thude trong nhém nay. Khong
phdi tat ca cac tdc dung dugc liét ké dudi day nhit thiét phai lién quan dén liéu phép
fluvastatin.
Co xwong: chudt rit co, dau co, bénh co, tiéu co van, dau khop, co thét co, yéu co, viém co.
Di ¢6 nhung rat hiém nhitg bao cdo vé bénh co hoai tir qua trung gian mién dich lién quan
dén vice su dung statin
Thén kinh: rdi loan chic niang ctia mét sé day than kinh so (bao g6m thay doi vi gidc, suy
giam véan dong ngoai mat, 1iét mat), run, hoa miit, chong mit, di cam, gidm cam giac, roi
loan cam gidc, bénh than kinh ngoai bién, liét day than kinh ngoai bién.

Hiém ¢6 bo céo sau luu hanh vé suy giam nhéan thirc (vi du: mat tri nhé, hay quén,
mét tri nhd, suy giam tri nhé, 1G 14n) lién quan dén viée sir dung statin. Nhirng vén dé vé
nhin thirc nay da dugce bdo cao ddi voi tat ca cac statin. Cac bdo cdo ndi chung la khong
nghiém trong va co thé hdi phuc khi nglmg sir dung statin, voi thoi gian khéi phét trigu
chimng khéc nhau (1 ngay dén nhiéu ndm) va hét triéu chimg (trung binh 3 tuan).

Tam thén: lo léng, mét ngu, trAm cam, rdi loan tdm than

Ho hip: bénh phoi ké

Phén @ng qua man: Mot hoi chimg qua mén rd rang hiém khi duoc béo céo bao gbm mot
hodic nhiéu dic diém sau: séc phan vé, phu mach, hdi chimg giéng lupus ban dé, dau da co
do 1h'flp khdp, viém mach, ban Xuét huyét, giam tidu chu, giam bach ciu, thidu méu tan
huyét, ANA duong tinh, ESR (téc db 1dng hong cdu) ting, ting bach cdu 4i toan, viém khop,
dau khap, ndi mé day, suy nhuge, phan tng nhay cam véi dnh sang, sot, on lanh, dé bing,
kho chiu, kho tho, hoat tr biéu bi nhiém doc, hong ban da dang, bao gém ca hoi ching

Stevens-Johnson.
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Tiéu héa: viém tuy, viém gan, bao g0m viém gan hoat dong man tinh, vang da r mat,

n hda mo trong gan, xo gan, hoai tr gan ti cap, ung thu gan, chan dn, ndn, suy gan

ng va khong gy tur vong.
an, viém da, bao gom viém da bong nudc, cham, rung toc, ngira, nhicu thay doi vé

d n trién duc thuy tinh thé (duc thuy tinh thé), liét van nhan.

Bit thwong cdc chi s6 sinh héa: ting transaminase, phosphatase kiém, gammaglutamyl
transpeptidase va bilirubin; bt thuong chire nang tuyén giap.

Mot s6 tic dung khong mong mudn ciia nhém statin

- Suy giam nhén thire (nhu mat tri nhé, lu lan...)

- Tang dudmg huyét

- Tang HbA lc

11.QUA LIEU VA XU TRi

Cho dén nay, dit liéu vé qua li¢u fluvastatin con han ché. Néu xay ra qua liéu, nén diéu
tri triéu chimg bing cach theo doi cac chi sé va nén tién hanh cac bién phap hd trg khi can
thiét. Kha nang thim tach cta fluvastatin sodium va cac chét chuyén hoa cta né & ngudi
hién chua dugc biét.

O tré em, dd c6 bao cao vé qud lidu fluvastatin sodium ¢ tré em bao gom tré 2 tudi va
tré khéc 3 tudi, mot trong hai tré ¢ thé da an phai fluvastatin sodium. Luong fluvastatin
sodium t6i da ¢6 thé duge hip thy 1a 80 mg (4 x 20 mg). Ca hai tré em déu duoc giy nén
bing ipecac va khong ¢ vién nang niao dugc nhin thiy trong qua trinh nén cua chung. Ca
hai dira tré déu khong gap phai bit ky triéu chirng bét lgi ndo va ca hai déu hdi phuc sau su
cd ma khong gip véan dé gi.

Trong dir li¢u sau khi dua thudc ra thi truong, dd co bdo céo vé viée vo tinh nudt phai
vién nén fluvastatin & tré so sinh dén 3 tudi. Trong mot trudng hop, gia tri CPK huyét thanh
ting da dugc ghi nhan. Da ¢6 bdo cdo vé qué liéu ¢b v & thanh thiéu nién véi sy phat trién
cla ting men gan, co gidt va viém da day rudt/non mira/ticu chay.

12. PAC TINH DUQC LUC HOC

Ma ATC: C10A A04

Nhém dwoe Iy: Chit te ché TIMG-CoA reductase

Fluvastatin, mot chat lam giam cholesterol léng hop toan p11£’in, la mot chét e ché canh
tranh cua HMG-CoA reductase, chiu trach nhiém chuy‘én d6i IMG-CoA thanh mevalonat,
mot tién chét cua sterol, bao gdm ca cholesterol. Fluvastatin phat huy tic dung chinh & gan
va 1a hdn hop racemic ciia 2 ddng phén erythro enatiomer, trong d6 mot chit ¢ hoat tinh
dugce 1y. Su e ché sinh tdng hop cholesterol 1am giam cholesterol trong t& bao gan, kich
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Lhu.h téng hop cac thy thé LDL va do d6é lam lcmg thanh thai LDL ra khoi tudn hoan céc
wLDL. K&t qua cudi cing cia cac co ché nay 1a lam giam nong dé cholesterol trong

giam Total-C, LDL-C, Apo B, va triglycerid, dong thoi lam ting HDL-C &

cholesterol mau va rdi loan lipid mau hén hop.

£ wy
i l-l DUQC PONG HOC

Sau khi udng vién nang, fluvastatin dat nong do dinh trong vong chua day 1 gid. Sinh kha
dung tuy¢t dbi 1a 24% (khoang 9% -50%) sau khi udng liéu 10 mg.

O trang thai 6n dinh, uéng fluvastatin vao bira téi lam gidm Cmax 50%, giam AUC 11% va
tang Tma 160 gdp 2 14n so véi ubng sau bira i 4 gio. Khong c6 su khéc biét déng ké vé tac
dung ha lipid mau gitra hai cach ding. Sau khi uéng mot hodc nhiéu liéu trén 20 mg,
fluvastatin ¢6 su bdo hda chuyén hoéa bude dau din dén nong do fluvastatin trong huyét
tuong ty 18 thudn véi liéu ding.

Fluvastatin duge dung dudi dang vién nén fluvastatin sodium giai phong kéo dai 80 mg, dat
ndng do dinh trong khoang 3 gidr khi nhin doi, sau bira n it chat béo; hodc 2,5 gio sau bita
an it chit béo. Sinh kha dung tuong déi trung binh cta vién nén giai phong kéo dai so véi
vién nang giai phong ngay chira fluvastatin dugc udng khi déi 1a khoang 29% (khoang 9% -
66%). An nhiéu chit béo lam cham qua trinh hap thu (Tme: 6 gi®) va lam ting sinh kha
dung ctia vién nén giai phong kéo dai khoang 50%. Tuy nhién, ndng do dinh cta vién nén
giai phong kéo dai chira fluvastatin sodium sau bira dn nhidu chét béo thdp hon ndng d¢ dinh
sau khi udng lidu don hoic liéu hai 14n mdi ngay cua vién nang fluvastatin 40 mg.

Phin bo

98% Fluvastatin lién két voi protein huyét twong. Thé tich phan bé trung binh (VDss) uéce
tinh 14 0,35 L/kg. O ndng db didu tri, lién két véi protein ctia fluvastatin khdng bi anh hudng
boi warfarin, salicylic acid va glyburide.

Chuyén hod

Fluvastatin duoe chuyén héa & gan, chit yéu théng qua qua trinh hydroxy! hoa vong indole &
vi tri 5 va 6; ngodi ra con thong qua N-dealkyl hoa va beta-oxid hoa chudi bén. Céc chit
chuyén hoa hydroxy ¢6 mot sé tac dung dugc ly nhung khong luu théng trong tudn hoan.
Fluvastatin ¢ hai chit dbi khang. Ca hai chit dbi khang cta fluvastatin déu dwoc chuyén
hoa theo céach tuong tu.

Dit licu in vitro cho thiy qua trinh chuyén héa fluvastatin lién quan dén nhidu isozyme
Cytochrome P450 (CYP). Isoenzym chi yéu tham gia vao qué trinh chuyén héa fluvastatin
(khoang 75%) la CYP2C9, trong khi isoenzym CYP2C8 va CYP3A4 tham gia ¢ mirc dg it
hon nhiéu, lan luot 1a khoang 5% va khoang 20%.

Thai trir

Sau khi udng, fluvastatin dugc thai trir chu yéu (khoang 90%) qua phan dudi dang chét
chuyén hoéa, va dudi 2% dudi dang thude con hoat tinh (fluvastatin). Khoang 5% lidu dung
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¢6 danh ddu phéng xa duge tim thiy trong nudce tiéu. Thoi gian ban thai (ui2) cta fluvastatin

la khoaug 3 gio.
Cgcf( ] ddc biét:

/(;‘nfl (,n g mn suy thén tr trung binh dén nang (CL¢r 10-40 mL/phat), AUC va Cmax
\* t@@@mﬂ&l _'7 in sau 1\1’11 dung lu.u duy nhat 40 mg ﬂuvasldlm SO VOi ng,um tinh nguycn

¢nh nhan suy than. Tuy nhién, mc phoi nhiém toan than sau khi dung vién nén
giai phong kéo dai fluvastatin sodium thap hon so vdi sau khi dung vién nang giai phéng
ngay 40 mg.

Suy gan

O bénh nhéan suy gan do xo gan, AUC va Cmax cla fluvastatin tang khoang 2,5 lan so vGi
nguoi khoe manh sau khi dung lidu duy nhét 40 mg. Ty 1¢ dong phan cla hai ddng phén clia
{luvastatin & bénh nhan suy gan so v&i ngudi khoe manh 1a twong duong.,

Nguoi cao tuéi

Nong do fluvastatin trong huyét twong khong khac bi¢t dang ké & bénh nhan > 65 tudi so voi
bénh nhan tir 21 dén 49 tudi.

Gioi tinh

Trong mt nghién ciru danh gia anh hudng cua tudi tac va gidi tinh dén dugce dong hoc cia
fluvastatin, khong cé su khac biét dang ké vé mirc phoi nhiém fluvastatin gitra nam va ni,
ngoai trir gitra nit gidi tré tudi va nam gioi tré tudi (ca hai déu & do tudi 21-49), trong do
AUC ting khoang 30% & nir gidgi. Vice di¢u chinh liéu theo cin ning co thé lam giam mirc
do khac biét.

Tré em: Chua cé dir liéu duge dong hoc ¢ tre em.

14.QUY CACH DONG GOI

Hop 3 vi x 10 vién nang cing, vi nhdm- nhom.

15. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA

THUOC

Diéu kién bao quan: Noi kho réo, nhiét do dudi 30°C, tranh anh sang.

Han diing: 30 thang ké tlr ngdy san xuét. Xem thong tin trén nhén hop.

Tiéu chudn chit heong ctia thuée: TCCS

16. TEN, PIA CHI CUA CO SO SAN XUAT THUOC

CONG TY CO PHAN DUQC PHAM SOHA VIMEX

Dia chi: Dudng N1 - Khu c¢ong nghi¢p Yén My I1, Thi trdn Yén My, Huyén Yén M3, Tinh
[ung Yén, Viét Nam.
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