Thong tin danh cho can bd y té

RAVASTEL

To thong tin sdn phdm nay bao gom hwéng dén siv dung cho thuéc c6 nhiéu ham lwong khdc
nhau.

THANH PHAN:

MJi vién nén bao phim RAVASTEL-5 chua:

Rosuvastatin (dudi dang Rosuvastatin calci) ................... 5mg

Ta dugc: Lactose monohydrat, cellulose vi tinh thé, calci hydroxyd, povidon, natri starch
glycolat, magnesi stearat, hydroxypropylmethylcellulose, talc, titan dioxyd, polyethylen glycol
6000, mau oxyd sat do.

Mbi vién nén bao phim RAVASTEL-10 chira:

Rosuvastatin (dudi dang Rosuvastatin calci) ................... 10 mg

Ta dugc: Calci phosphat dibasic khan, crospovidon, cellulose vi tinh thé, lactose monohydrat,
magnesi stearat, hydroxypropylmethylcellulose, polyethylen glycol 6000, talc, titan dioxyd, mau
erythrosin, mau sunset yellow.

Mbi vién nén bao phim RAVASTEL-20 chra:

Rosuvastatin (dudi dang Rosuvastatin calci) ................... 20 mg

Ta dugc: Lactose monohydrat, cellulose vi tinh thé, calci hydroxyd, povidon, natri starch
glycolat, magnesi stearat, hydroxypropylmethylcellulose, talc, titan dioxyd, polyethylen glycol
6000, mau oxyd sct do.

Dang bao ché: Vién nén bao phim.

M5 ta san pham:

RAVASTEL-5: Vién nén dai, bao phim mau dé, mdt mat c6 dap logo ¥ mat kia c6 dap gach
ngang.

RAVASTEL-10: Vién nén tron, bao phim mau hong cam, mot mit c6 dap logo ¥ mat kia c6
dép gach ngang.
RAVASTEL-20: Vién nén dai, bao phim mau do, hai mat tron.

Quy cach dong goi: RAVASTEL-5 :Hop 3 vix 10 vién.
RAVASTEL-10 :HOp 2 vi x 14 vién.
RAVASTEL-20 ‘Hop 3 vi x 10 vién.

PAC TiNH DUQC LUC HQC:

Nhom duoc Iy: Chong ting lipid huyét (nhoém chat irc ché HMG-CoA, nhom statin).

Ma ATC: C10AAOQ7.

Rosuvastatin thudc nhom statin - thude diéu hoa lipid huyét. Rosuvastatin trc ché canh tranh voi
HMG-CoA reductase, 1a enzym xuc tac chuyén d6i HMG-CoA thanh acid mevalonic, mot tién
than sém cua cholesterol.

Uc ché HMG- CoA reductase lam giam tong hop cholesterol trong gan va lam giam ndng do
cholesterol trong té bao. Diéu nay kich thich lam tang cac thu thé LDC- cholesterol trén mang e
bao gan, do d6 lam tang thanh thai LDL ra khoi tuan hoan. Statin 1am giam nong d6 cholesterol
toan phan, LDC-c va VLDC-c trong huyét tuong. Thudc ciing c6 khuynh huéng lam giam noéng
do triglycerid va lam taing HDL-c trong huyét tuong.

Ngodi ra, statin con c6 tac dung chong xo vita dong mach. Da s6 da ching t6 1am chdm qué trinh
tién trién va/hodc 1am thodi lui xo vita dong mach vanh va/hodc dong mach canh. Co ché tac
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dung hién nay chua biét ddy du, nhung tac dung nay c6 thé doc l1ap ddi véi tac dung diéu hoa
lipid huyét.

Téac dung giam huyét ap: Statin lam glam huyet ap ¢ ngudi tang huyet ap va tang cholesterol
huyét tién phat. Tac dung giam huyet ap c6 thé lién quan dén phuc hoi loan nang ndi md do
statin, hoat hoa oxyd nitric synthase ni mé6 va lam giam nong d¢ aldosteron huyét tuong.

Tac dung chong viém: O ‘ngudi tang cholesterol huyét, kém hodc khong kém bénh dong mach
vanh cho thdy statin ¢ thé co hoat tinh chéng viém. Li¢u phap statin ¢ nhng bénh nhan nay lam
giam nong do huyet twong CRP (C-reactive protein). Nong do CRP ciing giam & ngu:(n bénh ¢
cholesterol huyét binh thuong co nong d6 CRP cao trude khi diéu tri. Tac dyng dbi vai nong do
CRP khong twong quan véi thay doi ndong d6 LDL-c. Cac nghién ciru gan déy cho thay lam giam
ndéng dd6 CRP c¢6 thé 1am giam nguy co nhdi mau co tim tai phat hodc tir vong do nguyén nhan
mach vanh.

PAC TINH DUQC PQONG HQC:

Hap thu:

Rosuvastatin hap thu khong hoan toan tir duong tiéu hoa. Sinh kha dung tuyét ddi khoang 20%.
Nong d6 dinh trong huyét twong dat dugc khoang 5 gio sau khi udng.

Phdn bo:

Rosuvastatin phan bd rong rii ¢ gan 1a noi chu yéu téng hop cholesterol va thanh thai LDL-C.
Thé tich phan bd cta rosuvastatin khoang 134 L. Khoang 90% rosuvastatin két hop véi protein
huyét tuong.

Nong d6 rosuvastatin toan than ting ty 1& vi lidu dung. Khong c6 su thay ddi duge dong hoc khi
sir dung liéu 13p lai hang ngay.

Chuyén héa:

Rosuvastatin duoc chuyén hoa it (khodng 10%). In vitro nghién ctru duge dong hoc ¢ té bao gan
cho thay rosuvastatin 1a co chat yéu cua cac enzym CYP450. Rosuvastatin chuyén héa chu yéu
bdi cytochrom P450 isoenzym CYP2C9, cac 1soenzym khac bao gom 2C19, 3A4 va 2De6. Chat
chuyén hoa chinh 1a chét chuyen hoa N- desmethyl va lacton. Chat chuyén hoa N-desmethyl c6
hoat tinh it hon 50% so v&i rosuvastatin va chat chuyén hoéa lacton khong co hoat tinh.
Rosuvastatin chiém hon 90% hoat tinh rc ché enzym HMG-CoA reductase trong tuan hoan.

Thai tru:

Khoang 90% lidu rosuvastatin dugc thai trir & dang khong d01 qua phan (bao gdm hoat chat dugc
hap thu va khong dugc hap thu) va phan con lai dugc bai tiét ra nwoc tiéu. Khoang 5% dugc bai
tiét ra nude tiéu dudi dang khong doi. Thoi gian ban thai trong huyét twong khoang 19 gio. Thoi
gian ban thai khong tang 1én khi st dung liu cao hon. Do thanh thai huyét twong trung binh
khoang 50 lit/ gio. Tuong tu voi céc chat trc ché enzym HMG-CoA reductase khac, hap thu
rosuvastatin & gan nho chat van chyén qua mang OATP-C. Chat van chuyén nay quan trong ddi
v&i su thai trir rosuvastatin & gan.

Doi twong dic bigt

Tuéi va gidi tinh: Tudi va gi6i tinh khong anh huéng dén dugc dong hoc cla rosuvastatin &
ngudi 16n. Phoi nhiém & tré em va thanh thiéu nién bi ting lipid huyét gia dinh dong hop tur
tuong duong hoic thép hon so v6i ngudi 16n bi rdi loan lipid huyét.

Chuing toc: AUC va Cmax tang gap 2 lan & ngudi chau A (Nhat Ban, Trung Qubdc, Phillipin, Viét
Nam va Han Quéc) so véi ngu:cn da trang AUC va Cpax tang gp 1,3 1an & nguoi An Do. Duoge
d6ng hoc khong khac nhau gitta ngudi da tring va nguoi da den.

Suy thdn: Suy than nhe va trung binh khong anh huong dén ndng do huyét twong cua
rosuvastatin va chét chuyén hoa N-desmethyl. Bénh nhan bj suy than nang (Clcr < 30 ml/phut),
nong do huyet tuong cua rosuvastatin tang lén 3 lan va cua chat chuyén hoa N- -desmethyl 1én 9
lan so véi doi tuong khée manh. Nong d6 6n dinh cua rosuvastatin & bénh nhan tham phan mau
tang khoang 50% so v6i nguoi binh thuong. i

Suy gan: O bénh nhan c6 chi s Child-Pugh < 7, khong thiy c6 su ting phoi nhiém. O bénh nhan
¢6 chi s6 Child-Pugh khoang 8 - 9, phoi nhidm hé thong ting it nhit 2 1an so v&i ddi twong cb chi
s6 Child- -Pugh thap. Chua ¢ thong tin trén bénh nhén c6 chi s6 Child-Pugh > 9.

Da hinh kiéu gen: Sy phén bd cac chit (rc ché HMG-CoA reductase trong co thé, bao gém
rosuvastatin, lién quan dén protein van chuyén OATPIB1 va BCR. Ngudi co kiéu gen
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SLCO1B1 (OATPIBI1) va/hoic ABCG2 (BCR) c6 nguy co ting phoi nhiém rosuvastatin
(AUC). Nguoi co kiéu gen SLCOIBI ¢.521CC va ABCG2 c.421AA gy ting phoi nhiém
rosuvastatin (AUC) so v6i nguoi ¢o kiéu gen SLCOIBI ¢.521TT hoac ABCG2 ¢.421CC. Thong
tin vé anh hudng cia gen trén chua dugc thiét 1ap trén 1am sang. Tuy nhién ¢ bénh nhan da biét
c¢6 nhing kiéu gen trén, khuyén céo nén str dung rosuvastatin li¢u hang ngay thap hon.

CHI PINH:

Picu tri ting cholesterol huyét

HO trg cho ché @6 an kiéng ¢ nguoi 1on va tré em tur 6 tudi trd 1én bi tang cholesterol hu}ié't
nguyén phat (type Ila bao gdm tang cholesterol huyét gia dinh di hop tir) hodc rdi loan lipid hon
hop (type IIb), khi ché d6 an va cac bién phap khac (tap thé duc, giam can ...) khong dap tng.

Hb trg cho ché d6 an kiéng va cac bién phap ha lipid khac ¢ bénh nhan ting cholesterol huyét gia
dinh dong h0'p tr hodc khi cac bién phap nay khong thich hop.

Phong ngira bién co tim mach

Rosuvastatin duge ding hd trg dé phong ngira bién ¢6 tim mach tién phat & bénh nhéan co nguy
CO cao.

LIEU DUNG - CACH DUNG:

Céch dung:

Bénh nhan nén thuc hién ché d6 an kiéng chuén it cholesterol trude khi dung rosuvastatin va nén
tiép tuc ché do an nay trong sudt thoi gian dung thude.

Rosuvastatin c6 thé dung véi liéu don bat ctr luc nio trong ngay, ¢6 hodc khong kém thirc an.
Liéu dung:

Piéu tri ting cholesterol huyét

Liéu khoi dél} kh}lyén cdo la 5 mg hodc 10 mg x 1 l%?m/ ngay, tang Qén liéu 20 mg x 1 1an/ ngay
sau 4 tuan néu can thiét. Vi¢c lya chon li€u khoi dau nén luu y dén muce cholesterol cua tung
bénh nhén, nguy co tim mach sau ndy cting nhu kha nang xay ra cac tac dung khong mong
mudn. Vi tan suét tac dung khong mong muén tang khi dung lidu 40 mg so v6i cac lidu thap hon,
viéc diéu chinh lidu cudi cing dén lidu t01 da 40 mg chi nén dugc xem xét cho cadc bénh nhan
tang cholesterol huyet nang ¢6 nguy co vé bénh tim mach cao (dac bigt la cac bénh nhan téng
cholesterol huyet c6 tinh gia dinh) ma khong dat dugc muc tiéu diéu tri & lidu 20 mg va cac bénh
nhén nay can phai dugc theo doi thuong xuyén. Can c6 su theo ddi cua cac bac sy chuyén khoa
khi bat dau dung heu 40 mg.

Phong ngira bién ¢6 tim mach: Liéu thuong ding 20 mg mdi ngay.

Tré em:

Str dung & tré em nén dugc chi dinh boi chuyén gia.

- Tré em tir 6 - 17 tudi:

O tré em bj tang cholesterol huyét gia dinh di hop tir, liéu khoi dau thong thuong 1a 5 mg/ ngay.
Tré em 6 - 9 tudi bi ting cholesterol huyét gia dinh di hop tir, khoang liéu thuong ding 12 5 - 10
mg/ ngay. An toan va hiéu qua cua thudc déi véi licu trén 10 mg chua dugc nghién ctru trén
nhom dan sb nay.

Tré em 10 - 17 tudi bi ting cholesterol huyet gia dinh di hop tr, khoéng lidu thuong ding 14 5 -
20 mg/ ngay. An toan va hiéu qua cua thudc dbi vé6i liu trén 20 mg chua dugc nghién ciru trén
nhom dan so6 nay.

O tré em, nén chinh lidu theo muc d6 dap tng va dung nap cua ting ca nhan. Nén cho tré em
thuc hién ché do an kiéng it cholesterol trudc khi bat dau diéu tri béng rosuvastatin; Ché do an
kiéng nay nén dugc tiép tuc trong qua trinh diéu tri bang rosuvastatin.

Kinh nghiém sir dung thudc trén tré em bi ting cholesterol huyét gia dinh déng hop tir chi gi6i
han & mot s6 luong nho tré em tir 8 - 17 tudi.

- Tré em dudi 6 tudi:

An toan va hiu qua ¢ tré em dudi 6 tudi chua duoc nghién ctru. Khong khuyén céo str dung cho
tré em dudi 6 tudi. . .

Ngueoi cao tudi: Liéu khoi dau 5 mg duoc dung cho bénh nhan > 70 tudi. Khong can diéu chinh
liéu & cac bénh nhan nay.
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Bénh nhan suy thdn: Khong can diéu chinh liéu & nguoi suy than nhe t6i trung binh. Liéu khai
dau khuyén céo 1a 5 mg & bénh nhan suy than trung binh (d6 thanh thai creatinin < 60 mL/ phut).
Chéng chi dinh dung liéu 40 mg & bénh nhan suy than trung binh. Chdng chi dinh ding
rosuvastatin & bénh nhan suy than nang.

Bénh nhan suy gan: O bénh nhan c6 chi s6 Child-Pugh < 7, khong thdy c6 sy ting phoi nhiém. O
bénh nhén c6 chi sé Child-Pugh khoang 8 - 9, phoi nhiém hé thong ting it nhét 2 lan so v6i dbi
tuong co chi s6 Child-Pugh thap. Nén xem xét danh gia thém chirc ning than ¢ nhom bénh nhan
nay. Khong c6 kinh nghiém str dung rosuvastatin ¢ bénh nhan c6 chi s6 Child-Pugh > 9. Chong
chi dinh dung rosuvastatin & bénh nhan c6 bénh gan tién trién.

Bénh nhan chau A: Liéu khoi dau khuyén cdo 1a 5 mg va chong chi dinh ¢ licu 40 mg.

Theo nghién cru duoc dong hoc tai My trén ngudi Chau A kha nang hap thu rosuvastatin trung
binh & ngudi Chau A ting gan gap 2 1an so v6i nguoi da trang Nén cén nhic sy gia tang nay khi
quyét dinh dung heu khoi dau 5 mg rosuvastatin cho ngudi Chau A. Chéng chi dinh liéu 40 mg
cho ngudi Chau A.

Pa hinh kiéu gen: Mot s6 kiéu hinh caa gen c6 thé 1am tang phoi nhiém véi rosuvatatin. O bénh
nhan c6 kiéu hinh déc trung, khuyén cao st dung heu thap hon.

Bénh nhan co yeu 16 nguy co bi tiéu co: Liéu khoi dau khuyén cao 13 5 mg. Lidu 40 mg c6 thé bi
chéng chi dinh & mot s6 bénh nhan thuéc nhém nay.

Rosuvastatin la co chat clia cac protein van chuyén khac nhau (V1 du OATPI1BI va BCRP). Nguy
co bi bénh co (bao gdm tiéu co) ting 1én khi dung ddng thoi v6i cac ché pham thude c6 thé lam
tang ndng do cua rosuvastatin do tuong tac vdi cac protem van chuyén nay (vi du cyclosporin va
chat trc ché protease bao gom ca két hop ritonavir voi atazanavir, lopinavir, va/hodc tipranavir).
Can nhic khi st dung cac thude ~dung chung, néu can thiét, ngung tam thoi rosuvastatin. Trong
truong hop viée dung chung thudc khong the tranh khoi, can nhéc loi ich, nguy co cua viée didu
tri va can nhic diéu chinh liéu rosuvastatin.

CHONG CHI PINH:

- Bénh nhan méan cam vdi rosuvastatin hodc bat ky thanh phan nao cua thude.

- Bénh nhan c6 bénh gan tién trién bao gém ting transaminase huyét thanh kéo dai ma khong rd
nguyén nhdn va ting transaminase huyét thanh hon 3 1an giéi han binh thuong trén (ULN).

- Bénh nhén suy than ndng (d¢ thanh thai creatinin < 30 mL/ phut).

- Bénh nhan c6 bénh 1y vé co.

- Bénh nhan dang st dung cyclosporin.

- Phu n&t mang thai va cho con bu, phu nir ¢6 kha nang mang thai nhung khong dung cac bién
phap tranh thai thich hop.

Ljéu ding 40 mg bi chdng chi dinh & bénh nhén ¢6 cac yéu td nguy co bi bénh co/ tidu co, bao

gom:

- Bénh nhan suy than trung binh < 60 mL/ phut.

- Suy giap.

- Tién st gia dinh hodc ban than c6 bénh ly vé co ¢6 tinh di tmyen

- Tién sir ton thuong co trudc day gy ra boi cac chat e ché HMG-CoA reductase khac hodc
fibrat.

- Nghién rugu.

- Céc tinh trang c6 thé 1am ting ndng do thudc trong huyét trong.

- Bénh nhan 1a ngudi chau A.

- Dung két hop vdi fibrat.

CAC TRUONG HOP THAN TRONG KHI DUNG THUOC:

Trudce va trong khi diéu tri véi statin, nen két hop kiém soat cholesterol huyét bang cac bién phap
nhu che dd an, giam cén, tap thé duc, va diéu tri cac bénh c6 thé 1a nguyén nhan cua ting lipid.
Phai tién hanh kiém tra nong d9 lipid dinh ky va diéu chinh liéu luong theo dap Umg cta ngudi
bénh véi thudc. Muc ti€u diéu tri 1a giam LDL- cholesterol, vi v@y can su dung nong d6 LDL-
cholesterol dé bat dau diéu tri va danh gia dap img diéu tri. Chi khi khong xét nghiém duoc
LDL-cholesterol méi sir dung cholesterol toan phan dé theo ddi diéu tri.

Tdac dong trén than:
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Bénh nhén co thé bi protein niéu khi diéu tri ¢ lidu cao rosuvastatin, dic biét liéu 40 mg, tuy
nhién trong hau hét truong hop déu 1a nhat thoi va khong lién tuc. Protein niéu khong duge cho
1a tién doan cua bénh than tién trién hodc cip tinh. Céac ca bao co bi bénh thin _nang chu yeu la
ding lidu cao hon 40 mg. Nén theo ddi chirc ning than cta bénh nhan dwogc didu tri vai liéu 40
mg.

Tdac dong trén co xwong:

Tac dong 1én co xuong nhu dau co, bénh co va hiém khi bi tiéu co di duoc bao cdo ¢ bénh nhan
su dung rosuvastatin, ddc biét véi liéu > 20 mg. Cac trudng hop bi tiéu co rat hiém gap da dugce
béo cao khi str dung ezetimibe vai cac chat rc ché HMG-CoA reductase. Khong thé loai trir kha
nang xay ra twong tac duoc lyc hoc, can than trong khi sir dung phéi hop cua 2 thude nay.

Nhu céc chit e ché HMG-CoA reductase khac, tiéu co rat hiém gip va xay ra ¢ liéu > 40 mg.
Theo ddi creatin kinase (CK)

Creatinin kinase (CK) khong nén do sau khi luyén tip thé thao manh hoic co mot nguyén nhan
khac c6 thé giy taing CK. Néu nong d6 CK ting dang ké >5 lan ULN: gi6i han binh thudng
trén), xét nghiém xac dinh lai trong vong 5 - 7 ngdy. Néu két qua xét nghiém lai cho thidy CK > 5
lan ULN, khong nén diéu tri voi rosuvastatin.

Truce khi diéu tri )
Nhu céc chét e ché HMG-CoA reductase khac, than trong khi diéu tri voi bénh nhan co yéu to
nguy co bi bénh co/ ti€u co. Xem cac yéu tb nguy co ¢ muc “Chdng chi dinh”.

O cac bénh nhan c6 yéu tb nguy co, can nhac loi ich/ nguy co khi diéu tri va can c6 bién phap
theo ddi thich hop trén 1am sang. Néu nong d6 CK ting > 5 1an ULN, khong nén diéu trj véi
rosuvastatin.

Trong khi dzéu tri

Bénh nhan can phai thong bao ‘ngay vé dau co, yeu co hodc co cung co khong rd nguyén nhan,
déc bi¢t kem voi kho chiu va sot. Nén kiém tra nong d6 CK ¢ bénh nhan. Ngimg thudc néu nong
do CK >3 lan ULN hoic néu triéu ching co nang va gy bat tién cho sinh hoat hang ngay (thdm
chi néu nong do CK < 5 1an ULN). Néu triéu chimg dugc giai. quyét va nong do CK tré vé miic
binh thudng, cin nhic st dung lai rosuvastatin hodc chuyén ddi qua céac chat tc ché HMG-CoA
reductase khac & heu thip nhat va can theo ddi chit ché.

Theo doi dinh ky nong d6 CK cling khong thé dam bao & cac bénh nhan khong ¢ tri¢u chung.
baé c6 bao cao cac truong hop rat hiém gdp bénh co hoai tur qua trung gian mién dich (IMNM)
trong va sau khi diéu trj véi statin, bao g0m rosuvastatin. IMNM trén lam sang déc trung boi yeu
co gan day va tdng creatin kinase huyét thanh kéo dai mac du bénh nhan da ngung dicu tri voi
statin.

Trong thir nghiém 1dm sang, khong c¢6 bang chung cho thay ting tac dong len co xuong & mot
luong nho bénh nhan sir dung rosuvastain va cac thudc dung chung. Tuy nhién, da thy trucmg
hop bi viém co va bénh co ¢ bénh nhan sur dung cac chét (rc ché HMG-CoA reductase khac véi
cac dan chit cta acid fibric bao gdm gemfibrozil, cyclosporin, acid nicotinic, thuéc khang ndm
nhém azol, chat e ché protease va khang sinh nhém macrolid. Gemfibrozil lam ting nguy co bi
bénh co khi st dung chung vdi mot s6 chat uc ché HMG-CoA reductase. Do do, khong khuyén
cdo su dung rosuvastatin chung v6i gemfibrozil. Cén nhic giita loi ich diéu tri r6i loan lipid
huyét voi nguy co khi sir dung rosuvastatin phdi hop voi fibrat hodc niacin. Chéng chi dinh sir
dung licu 40 mg khi dung chung vdi fibrat.

Khoéng khuyén céo sir dung chung rosuvastatin véi acid fusidic. P c6 bao céo tiéu co (bao gdm
cac truong hop tir vong) & bénh nhan sir dung phdi hop nay.

Khong nén str dung rosuvastatin ¢ bénh nhén bi bénh co néng, cap tinh hodc ¢ yéu t6 nguy co
suy thén thir phat do ti€u co (vi dy nhu nhiém tring huyét, dai phiu, ha huyet ap, chan thuong,
r0i loan chuyén hoa, noi tiét va dién giai nghiém trong hodc co giat khong kiém soat duoc).

Anh hwéng trén gan

Gidng nhu cac chit e ché enzym HMG-CoA reductase khac, can than trong khi ding
rosuvastatin & bénh nhan nghién rugu ning va/hodc co tién sir bénh gan. Cac xét nghiém chirc
nang gan duoc khuyén céo thyc hién trude khi diéu tri va trong truong hop chi dinh 1am sang
yéu cau xét nghiém sau d6. Nén ngung hodc giam lidu rosuvastatin néu néng do transaminase
huyét thanh gap 3 lan gi6i han binh thuong trén.
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Céc ca suy gan niang duoc bao cao khi st dung liéu trén 40 mg.

O bénh nhan tang cholesterol huyét thir phat gy bai suy giap hodc hoi chimg than hu, can diéu
tri cac bénh nay trudc khi béat dau dung rosuvastatin.

Chiing tjc

Theo nghlen clru duge dong hoc tai My trén nguoi Chau A kha niang hap thu rosuvastatin trung
binh ¢ ngudi Chau A tang gan gap 2 1an so v6i ngudi da trang Nén cén nhéc su gia tang nay khi
quyét dinh ding lidu khéi dau 5 mg rosuvastatin cho ngudi Chau A. Chong chi dinh liéu 40 mg
cho ngudi Chau A.

Chit trc ché protease

Tang phoi nhiém toan than véi rosuvastatin dd duoc quan sat & bénh nhan st dung rosuvastatin
cling voi cac chat e ché protease khac trong phdi hop vdi ritonavir. Can nhéc vé loi ich cta viée
ha lipid huyét cia rosuvastatin ¢ nhirng bénh nhén nhiém HIV dang su dung chit irc ché protease
va kha ning ting néng do rosuvastatin huyet tuO'ng khi bat dau diéu tri va diéu chinh tang lidu
rosuvastatin & bénh nhan dugc diéu tri véi chét e ché protease. Khong khuyén cao str dung
chung rosuvastatin vdi cac chét trc ché protease trir khi diéu chinh lidu cua rosuvastatin.

Bénh phéi ké

Céc truong hop dac biet bénh ph01 k& da dugc bao cao khi dung mot s statin, dic biét trong diéu
tri kéo dai. Triéu chimg c6 thé bao gdm kho thd, ho khan va suy giam strc khoe (mét moi, sit can
va sot). Néu nghi ngd bénh nhan bi bénh phdi k&, nén nging statin.

Ddi thao duong

Mot vai bang ching cho thiy statin gdy ting nong do glucose huyét & mot s6 bénh nhén, gy
nguy co cao bi dai thao dudng trong twong lai hodc 1am tang duong huyét & bénh nhan dai thao
duong da duoc diéu tri thich hop. Tuy nhién, loi ich cta viéc giam nguy co bénh mach mau khi
st dung statin vuot trdi hon so véi nguy co ting dudng huyét, do d6 khong co 1i do gi dé ngimg
statin. Bénh nhan c6 nguy co (duong huyet doi 5,6 - 6,9 mmol/ L, BMI > 30 kg/ m?, ting
triglycerid, ting huyét 4p) nén dugc theo ddi chat ché trén 1am sang, bao gdm ca xét nghiém sinh
hoa.

Bénh nhi

Nghién ctru danh gia sy tang truong vé chiéu cao, cin nang, BMI va su phat trlen vé gi6i tinh &
bénh nhi tir 6 dén 17 tudi cho thiy rosuvastatin khong ¢6 anh hudng dén cac chi sd trén.

Trong nghién ctru 1dm sang & tré em va thanh thiéu nién str dung rosuvastatin 52 tuan, CK ting >
10 1an ULN va triéu ching co sau khi tip luyén hodc ting hoat dong thé chat xay ra thudng
xuyén hon so v&i nguoi 16n.

Khong dung nap lactose )

RAVASTEL c6 chira lactose, bénh nhan khong dung nap galactose, thiéu Lapp lactase hodc réi
loan hap thu glucose - galactose khong nén dung RAVASTEL.

Str dung cho phu nir cé thai va cho con bu:

Céc chat (rc che HMG-CoA reductase chéng chi dinh ding cho phu nir ¢6 thai va cho con bu.
Thoi ky mang thai

Vi cholesterol va cac san pham khac ctia qua trinh sinh tong horp cholesterol can thiét cho su phat
trién ciia bao thai, do d6 nguy co nhiéu hon so vdi lgi ich ciia thuéc mang lai trong thoi gian
mang thai. Nghién ctu trén dong vat cho thay bang chimg ddc tinh trén sinh san.

Néu bénh nhén c6 thai khi dang dung thudc, nén nging thudc ngay 14p tic va bénh nhan nén
dugc biét vé mdi nguy hiém tiém tang d6i véi bao thai.

Thoi ky cho con bu

Rosuvastatin tiét trong sita chudt. Khong co dir liéu nghién ctru vé su bai tiét ctia rosuvastatin
trong stra nguoi.

Anh hwéng ciia thudc ddi véi cong viée (nguoi van hanh may moc, dang 14i tau xe, ngudi 1am
vi€c trén cao va cac truong hop khac):

Céc nghién ciru dé xac dinh anh hu’(mg cua rosuvastatin trén kha nang lai xe va vén hanh may
chwa duoc thyc hién. Khi 14i xe hodc van hanh may nén luu ¥ rang chong mit c6 thé xay ra trong
thoi gian diéu trj.
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TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG TAC
KHAC:

Chdt trc ché protem vdn chuyén: Rosuvastatin 13 co chat cua mot s6 proteln van chuyen bao gom
OATPI1BI1 va BCRP. St dung rosuvastatin voi cac ché pham co chira cac chat e ché protein van
chuyén nay c6 thé 1am ting nong do rosuvastatin huyét twong va ting nguy co bi bénh co.
Cyclosporin: Khi dung chung rosuvastatin vdi cyclosporin, gid tri AUC cua rosuvastatin tang
trung binh 7 lan so véi ngudi khoe manh. Chong chi dinh sir dung rosuvastatin & bénh nhan dang
su dung cyclosporin. Viéc st dung chung khong anh huong dén nong do cua cyclosporln

Chdt irc ché protease: Mac du co ché chinh x4c chua 13, st dung chung véi cac chat e ché
protease co thé 1am ting manh ndng do rosuvastatin. Vi duy, trong mot nghién ctru duogc dong
hoc, st dung 10 mg rosuvastatin chung véi ché pham bao gdm hai chét trc ché protease (300 mg
atazanavir/ 100 mg ritonavir) & nguoi tinh nguyén khoe manh, AUC cua rosuvastatin tang
khoang 3 1an va Cmax ting khoang 7 1an. C6 thé sir dung rosuvastatin chung véi cac chét trc ché
protease sau khi cin nhéc diéu chinh liéu rosuvastatin.

Gemfibrozil va cdc chat lam ha lipid huyét khdc: St dung chung rosuvastatin véi gemfibrozil
lam ting Cmax va AUC clia rosuvastatin 1én 2 lan.

Dua trén dir li¢u da nghién ctru, khong c6 tuong tac nao lién quan véi fenofibrat, tuy nhién tuong
tac dugc dong hoc c6 thé xay ra. Gemfibrozil, fenofibrat, cic dan chat fibrat khac va niacin (acid
nicotinic) dung nhiéu lidu (> hodc trong duong 1 g/ ngdy) 1am ting nguy co bénh co khi sir dung
chung véi chat trc ché enzym HMG-CoA reductase, c6 thé vi ban than cac thuoc nay c6 thé gay
bénh co khi sir dung mot minh. Chdng chi dinh sir dung liéu 40 mg khi dung chung véi fibrat.
Nén khoi dau véi lidu 5 mg.

Ezetimibe: Su dung 10 mg rosuvastatin chung véi 10 mg ezetimibe lam ting AUC cua
rosuvastatin 1én 1,2 1an ¢ bénh nhan bj tang cholesterol huyét. Khong thé loai trr kha nang tuong
tac dugc luc hoc cuia hai thudc nay co thé dan dén tac dung khong mong muén.

Erythromycin: Dung dong thoi rosuvastatin véi erythromycin lam giam 20% AUC va 30% Crmax
ctia rosuvastatin. Tuong tac ndy c6 thé 13 do erythromycin 1am ting nhu dong rudt.

Thuéc khang acid: Dung rosuvastatin dong thoi voi hén dich thubc khang acid chta nhom va
magnesi hydroxyd lam glam khoang 50% nong do rosuvastatin trong huyét tuong. Khi udng
thuoc khang acid cach 2 gi¢ sau khi dung rosuvastatin thi nong do rosuvastatin trong huyét twong
s& giam it hon. Méi twong quan vé mit 1am sang ctia tuong tac ndy van chua rd.

Enzym cytochrom P450: Rosuvastatin khong trc ché hodc cam tmg cytochrom P450, rosuvastatin
1a mot co chat yéu cua cac enzym trén. Do d6, du doan khong c6 tuong tac do chuyén hoa qua
trung gian cytochrom P450. Chua cé bdo cdo lam sang vé tuong tdc gilta rosuvastatin va
fluconazol (chat trc ché CYP2C9 va CYP3A4) hodc ketoconazol (chat e ché CYP2A6 va
CYP3A4).

Colchicin: Str dung ddng thdi rosuvastatin voi colchicin lam ting nguy co ton thuong co.

Cdc chdt doi khang vitamin K: Gibng nhu cac chét e ché enzym HMG-CoA reductase khéc, khi
bat dau diéu tri hodc ting liéu rosuvastatin & bénh nhan diéu tri dong thoi véi cac chat doi khang
vitamin K (nhu warfarin) co »thé 1am ting tri s6 binh thuong hoa qudc té - INR. Ngung dung hoic
giam lidu rosuvastatin c6 thé lam giam INR. Trong nhiing trudng hop nhu vdy, nén theo ddi tri
sO INR.

Thudc vién udng ngira thai/liéu phdp thay thé hormon (HRT): Dung dong thoi rosuvastatin véi
thudc vién udng ngtra thai lam tang 26% AUC cua ethinyl estradiol va 34% AUC cua norgestrel.
Nén luu ¥ dén muc ting ndng d6 cac chit ndy trong huyét twong khi chon thudc udng ngira thai.
Chua c6 dir liéu duge dong hoc trén nhimng bénh nhan dung dong thoi rosuvastatin va HRT. Vi
Vay khong thé loai trir kha ning cé tc dong tuorng tu. Tuy nhién, su ket hop da dugc su dung
rong rdi o phy nit trong cac thir nghiém 1am sang va da duoc dung nap tot.

Digoxin: Dua trén dit liéu nghién ctru, khong c6 twong tac nao gitra digoxin va rosuvastatin trén
lam sang.

Acid fusidic: Nghién ctu tu’orng tac glu’a rosuvastatin va acid fusidic chua duoc tién hanh. Tuong
tu nhu cac statin khac, cic bién c¢6 vé co, bao gom tiéu co, di dugc bao céo khi sir dung
rosuvastatin v6i acid fusidic.
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Do d6, khong khuyén cdo dung chung rosuvastatin voi acid fusidic. Néu c6 thé, tam thoi ngimg
diéu tri rosuvastatin. Néu budc phai dung chung, theo ddi chit ch& bénh nhan.

Tré em: Nghién clru twong tac chi thyc hién ¢ nguoi 16n. Tuong tac thudc & tré em van chua
dugc biét 5. .

Cdc tuwong tdc cdn phai. diéu chinh liéu rosuvastatin (xem bang bén dudi): Diéu chinh lidu ding
rosuvastatin khi can thiét phai phbi hop v61 nhitng thudc d biét lam ting ndng do rosuvastatin.
Bat dau dung 5 mg rosuvastatin mot lan/ ngay néu thudc phdi hop lam tang AUC > 2 lan. Liéu
t6i da rosuvastatin nén dugc diéu chinh ¢ AUC khong vuot qua AUC cua lidu 40 mg khi khong

c6 tuong tac.

Cac tuong tac can phai dieu chinh li€u rosuvastatin

Liéu dung cua thude tuong tac

Liéu dung
rosuvastatin

cua

Su thay doi AUC cua
rosuvastatin

Cyclosporin 75 mg - 200 mg, 2 lan/
ngay, 6 thang

10 mg x 1 lan/ngay, 10
ngay

Tang 7,1 lan

Atazanavir 300 mg/ritonavir 100 mg,
1 1an/ ngay, 8 ngay

10 mg, liéu don

Tang 3,1 lan

Simeprevir 150 mg, 1 lan/ ngay, 7
ngay

10 mg, liéu don

Ting 2,8 lan

Lopinavir 400 mg/ritonavir 100 mg,
2 lan/ ngay, 17 ngay

20 mg x 1 lan/ngay, 7
ngay

Tang 2.1 lan

Clopidogrel 300 mg li¢u khoi dau,
sau do la 75 mg sau 24 gio

20 mg, liéu don

Tang 2 lan

Gemfibrozil 600 mg, 2 1an/ ngay, 7
ngay

80 mg, liéu don

Tang 1,9 lan

Eltrombopag 75 mg, 1 lan/ ngay, 5
ngay

10 mg, liéu don

Tang 1,6 1an

Darunavir 600 mg/ritonavir 100 mg,
2 lan/ ngay, 7 ngay

10 mg x 1 lan/ngay, 7
ngay

Tang 1,5 lan

Tipranavir 500 mg/ritonavir 200 mg,
2 lan/ ngay, 11 ngay

10 mg, liéu don

Tang 1,4 lan

Dronedaron 400 mg, 2 lan/ ngay

Khong cé dit liéu

Ting 1.4 lan

Itraconazol 200 mg, 1 1an/ ngay, 5
ngay

10 mg, liéu don

Tang 1,4 1an

Ezetimibe 10 mg, 1 1an/ ngay, 14
ngay

10 mg x 1 lan/ngay, 14
ngay

Tang 1,2 1an

Fosamprenavir 700 mg/ritonavir 100

SR : 10 mg, liéu don Khong thay doi
mg, 2 lan/ ngay, 8 ngay i
Aleglitazar 0,3 mg, 7 ngay 40 mg, 7 ngay Khéng thay doi
ﬁélg;narm 140 mg, 3 1an/ ngay, 5 10 mg, liéu don Khong thay doi
Egg;}ﬁbrat 67 mg, 3 lan/ ngay, 7 10 mg, 7 ngay Khéng thay déi
E;g;npnl4501ng’llan/ngay’7 20 mg, lidu don Khéng thay dbi
ﬁ;g;conaZOIZOOIng’Zlan/ngay’7 80 mg, lidu don Khong thay déi
E;gf“32012001ng’1lan/ngay’ll 80 mg, lidu don Khéng thay déi
lr?;‘%ll;hromycm 500 mg, 4 lan/ ngay, 7 80 mg, lidu don Giam 20%
Baicalin 50 mg, 3 1an/ ngay, 14 ngay | 20 mg, lidu don Giam 47%

*: vai nghién ctru dugc thuc hién voi céc liéu rosuvastatin khac nhau, bang trén cho ti 1€
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| quan trong nhat.

TAC DUNG KHONG MONG MUON:
TerO’ng gap, 1/1 00 < ADR < 1/10

Heé noi tiét: Tang duong huyét, ting HbA lc.
Than kinh: Nhirc dau, chong mit.

Tieu hoa: Tao bon, buén non, dau bung.

Co, xuong khép: Pau co.

Réi loan chung va tai vi tri st dung: Suy nhugc.

ft gap, 1/1 000 < ADR < 1/100

Da: Ngtra, phat ban va may day.

Hiém gap, 1/10 000 < ADR < 1/1000

Mau va h¢ bach huyét: Giam tiéu cau

Hé mién dich: Cac phan tmg qua man ké ca phu mach.

Ti€u hoa: Viém tuy.
Gan mat: Tang transaminase gan.
Co, xuong khép: Bénh co, ti€u co van.

Rat hiém gdp, ADR < 1/10000

Than kinh: Giam tri nh¢, bénh da day than kinh.
Hb hap: Ho, kho tho.

Gan mat: Vang da, viém gan.

Co, xuong khop: Bau khop.

Théan va tiét niéu: Tiéu ra mau.

Hé sinh san: Nit hoa tuyén vi.

Chwa ro

Tam than: Tram cam.

Thén kinh: Bénh Iy than kinh ngoai bién, rdi loan gi4c ngt (bao gdm mat ngii, 4 mong), suy

giam nhan thic (nhu mat tri nhé, 1a 1an...).
Ti€u hoa: Ti€u chay.
Da: Héi chirng Stevens-Johnson.

Co, xuong khop: Réi loan ddy ching, d6i khi bién ching dit day ching; bénh 1y hoai tir co.

ROi loan chung va tai vi tri st dung: Phu né.

QUA LIEU VA CACH XU TRIi:

Khoéng c6 phuong phap diéu tri ddc hiéu khi dung thudc qua heu Khi qué liéu, bénh nhan nén
duoc dleu tri tri€u ching va ap dung cac bién phap hd tro khi can thiét. Nén theo ddi chirc ning
gan va ndng d6 CK. Viéc tham phan mau c6 thé khong c6 loi.

Piéu kién bio quan: Noi kho ro, tranh 4nh sang, nhiét d6 khong qua 30°C.

Han dung ciia thudc: 36 thang ké tir ngdy san xuat.

Sén xuit tai: )

CTY TNHH DUQC PHAM PAT VI PHU
(DAVI PHARM CO., LTD)

L6 M7A, Buong D17, Khu CN My Phudc 1, Phuong Théi Hoa, Thi xa Bén Cat, Tinh Binh
Duong, Viét Nam

Tel: 0650-3567689  Fax: 0650-3567688

Ngay xem xét sira doi, cap nhat lai ndi dung huwéng din sir dung thudc:

Tn san pham: RAVASTEL-20
M sb toa: 0011.T1
Kiém sdt stra doi: — Chuyén file in theo mau d dugc Cuc QLD cép
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—  Chuyén m toa tir TOA273DBB sang 0011.T1 theo SOP Q.DK.1003

Nhn vin thiét ké:
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