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Pravastatin
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D& xa tdm lay iré em
Boc K7 hudng dan s dyng trude khi ding
Thude nay chi ding theo don thudc

THANH PRAN CONG THIC THUGC

(Cho 1 vién nén bao phim Pravastatin SaVi 10)
Thanh phdn dude chit:

Pravastatin nari ...
Thanh phén 18 duge:

Lactose monohydrat, celulose vi tinh thé 101, nairi
croscarmelose, magnesi oxyd, poviden K30, magnasi stearat, silic
dioxyd, hypromelose 606, polyethylen glycol 8000, tale, ftitan
dioxyd, ponceau 4R lake.

e 10 Mg

DAMG BAO CHE
Vién nén bao phim.

MO TA SAN PHAM
Vign nén dal, bac phim mau hang, hai mét khum, canh va thanh
vién lanh I&n.

cHi pIMK

Vién nén bao phim Pravastatin SaVi 10 duge chi dinh:

Tdng cholesierol mau

Bidu tri chil y&u tang cholesterol mau hofc rdi loan lipid mau hén
hgp khi &n kiéng va sl dung cac bién phap khéng ding thudc
khac khéng dap ung.

Phéng ngira

Giam {116 méc bénh va i vong & bénh nhan mAc bénh tim kédm
theo #ing cholesterol mau kI vita G&n ndng.

Giam tf [é mac bénrh va t vong & bénh nhan méc bénh tim ¢6 tién
st nh&i mau cd tim hodc ching dau thdt ngye khéng én dinb,
ho#ic tang néng d4 cholesterol nhu bign phap hd trg dé diu chinh
cdc dac tinh nguy cd khac.

Sau cdy ghép

Gidm lipld méu sau cdy ghép & nhiing bénh nhan d¢iéu trj blng
thudc e ché mién dich sau khi ghép co quan,

LiEU DUNG, CACH DUNG

Liéu diing

Mgudi Ion

Tarng cholestarc! mau

Liéu khuyén céo: 10 - 40 mg/idn/ngay. Béap ang diéu tri dat dugc
trong vong 1 tudn va higu qud liu dat dugc diy di trong 4 tuén,
do d6 xac dinh lipid dinh ky phai dugc thyc hién va didu chinh lidu
cho phi hgp. Li€u t8i da la 40 mg.

Bénh tim mach

Liu duy tri: 40 mg/dn/ngay.

Lidu dong sau khi cdy ghép

Sau khi cdy ghép ndi tang, liBu khdi ddu 14 20 mg/ngay dugc
khuy&n khich & nhiing bénh nhan duge didu trj e ch& mién dich.
Tuy thudc vao dap dng clia cac théng s& lipid, liéu ¢é thé dugc
diéu chinh 1&n dén 40 mg dudi sy gidm sat chat ché cla nhan
vién y 8.

Tré em va thanh thigu nién (8 - 18 tudl), ting cholesterol mau
gia dinh kidu di hop tor

T 8- 13 tudiz 10 - 20 mg/ngay/lan.

TU 14 - 18 tudi: 10 - 20 mg/lén/ngay.

Suy thin va suy gan: Suy than vifa va nang ho&ic suy gan

Liéu khdi ddu: 10 mag/ldn/ngay.

Liéu diéu chinh tiy theo dép ng cda céc thang s6 lipid va giam
satclacanbd y té.

Digu #rf dng thoi

Pravastatin natri nén uéng mai mot gid trudc hodic # nhat 4 gio
sau khi ding nhua lién két {nhu colestyramin, colestipol).

Nhifng bénh nhan udng ciclosporin clzng hoéc khdng vdi thude Uc
ché& mién dich: Ligu diéu tri i 20 mg/n/ngay, ¢6 thé didu chinh
liéu l&n dén 40 mg nhung phai than trong.

Céch dung

Bing dudng ubng. Udng clng hofic khdng cing vdi thic an, 15t
nha? udng vao budi t8i.

Néu guén ding thude

N&u quén thude, b qua li8u da quén va thyc hign ti€p theo ding
lich udng thudc dang c6. Khéng dude bl liéu d& quén bang céch
udng liéu gap déi.

CHONG CHI DINH

- Quéa méan cam vdi bét ky thanh phdn nao cla thudc.

- Chéng chi dinh & bénh nhan cé bénh gan ién trién hodc enzym
fransaminase t&ng § muc cao khong rd nguyén nhan.

- Chéing chi dinh trong sudt thdi k¥ mang thai va cho con ba.

- Chéng chi dinh ding chung véi Gemfibrozil, cac thudc ha
cholesterol mau nhém fibrat khdc, niagin liéu cac (> 1 g/ngay),
colchicin,

« Chéng chi dinh ding vdi cac thudc digu tri HIV va viém gan siéu
viC (HCV)

CANH BAD VA THAN TRONG XH! DUNG THUGC

Mhiing than trong khi ding thudc

- Pravastatin khong dugc danh gid & nhifng bénh nhan tang
cholesterol mau gia dinh kiéu ddng hop 1. Khdng phu hap didu tr
tdng cholesterol mau do tdng HDL-cholesteral.

-Nhilng tré em & tudi day thi, nén théan trong ddnh gia igi ich/nguy
cd irude khi bat diu didu tri.

- Trong s&n phdm cd chia lactose, vi v8y nhiing bénh nhin cé
van dé di truyén v& khdng dung nap galaciose hi€ém gép, thigu hut
Lapp iactase hofic kém hdp thu glucose-galactose khéng nén
ding thudc nay.

- Ta dude mau ponceal 4R lake cé thé gay phan (ing di Ung. Cén
ngung s dung thude ngay Hp tic khi ¢ phan tng dj tng xay ra.
- Céac réi loan gan:

+ Nhu vdi cac tde nhan ha lipid khédc, pravastatin [am tang ndng
do transaminase trong gan. Ba sd trudng hgp néng dé transami-
nase trd v& gia tri binh thudng ma khdng can ngung diéu tri. Tuy
nhién, cdn than trong theo ddi d6i véi bénh nhan t#ng transami-
nase tién trién, ngung diéu trj néu ALT (alanine transaminase) ,
AST {aspartate transarinase) ting cao qua 3 fudn,

+ Né&n than trong diing pravastatin vdi nhiing bénh nhén ¢é tién
sl b&nh gan hozc nghién rugu.

+ Khuy&n cdo lam xét nghiém enzym gan trudc khi bat ddu didu
iri b&ng pravastatin va trong trudng hgp chi dinh 1am sang yéu cdu
xgt nghiém sau dd.

- Réi loan cd

+ Nhu vdi céac chdt dc ¢ché enzym HMG-CoA {statin), pravasta-
fin lién quan dén viéc bat didu dau co, bénh cd va globin cd nidu
kich phat (rét hiémy).

+ Can nhic theo dbi creatin kinase {(CK) trong trséng hop:

Trudc khi didu tri, xét nghiém CK nén dugc ti€n hanh trong
nhizng trudng hgp: Suy gidm chic ndng than, nhugc giap, tién si
ban than hodc tién sif gia dinh méc bénh cd di truyén, tién s bi
bénh cd do s dung statin hoéc fibrat trude da, tién sit bénh gan
vashodc udng nhidu rugu, bénh nhan cao wdi (> 70 twéi) cd
nhitng yéu t& nguy co bi tidu ¢d van, kha ndng x3y ra tuidng tac
thubc va mét s& dbi tugng bénh nhan ddc bigt. Trong nhitng
trudng hop ndy nén can nhdc igi ich/nguy cd va theo di bénh
nhan trén 1am sang khi diéu i bing statin. N&u k&t qud xat
nghiém CK = 5 18n gi6i han trén cla muc birh thudng, khéng nén
bat d4u diéu tri bing statin,

THt cd bénh nhan cén duge 1 van dé béo cdo kip thdi cho
bac sT diéu trj vé cdc con dau khdng gidi thich duge nhu dau oo
bép, dau ¢o hay y&u ¢o... Kht 66 céc biéu hién nay, bénh nhan
cdn dugc lam xét nghigém CK g€ ¢d céc bign phap can thigép phi
nop.

+ Khi slr dyng déng thdi pravastatin vdi: Cac thudc diéu trj HIV,
thudc didu tri viam gan sigu vi C {HCV) cé thé Jam ting nguy co
gay tn thudng ¢o, tham chi ¢6 thé gay I vong (xem muc Tudng
téc, tuong ky cia thudc).

+ Nguy cd bénh cd ciing tang 1&n ndu diéu trj adng théi vdi
erythromyein, ciclosporin, gemfibrozil, céc thudc ha cholesterol
mau nhém fibrat khac, niacin li8u cao {> 1 g/ngay), colchicin.

50 DUNG THUGC CHO PHY NU ©6 THAI VA CHO CON BU
Phu ni ¢6 thai

Pravastatin chdng chi dinh trong thdéi k¥ mang thai va chi ddng cho
phu nif €6 kha n&ng sinh san khi nhiing bénh nhan naly chic chin
khing mang thai va kiém soat duge nhiting nguy co tiém &n vé
vide mang thai. M&u b&nh nhan ¢6é k& hoach mang thai, nén
ngung didu trj véi pravastatin vi nguy cd &nh hudng dén thai nhi.
Phu ni cho con bd

Mat Wiong nhd pravastatin duge bai i€t vao slia me. Do d6 chéng
chi dinh s dung pravastatin trong thdi ki cho con bd.

ANH HUGNG CUA THUOGC LEN KHA NANG LAIXE, VAN HANH
MAY MOC

Nghi&n ctru vé anh huding clla pravastatin trén kha nédng ldi xe va
van hanh mdy méc chua dude thuc hién. Tuy nhién, cdc tac dung
phut nhu chéng méat va r6i loan thi gide c6 thé xay ra trong thdi
gian didu tri, do d6 b&nh nhan c&n than trong khi lai xe va van
hanh may moéc.

TUONG TAC, TUONG KY ¢0A THUSC
Tudng téc cha thude
- Téng nguy cd tdn thudng co khi st dung statin ddng thei vl cac
thude sau:

+ Gemfibrozil

+ Cédc thudc ha cholesterol mau nhém fibrat khac

+ Niacin iéu cao { > 1 g/ngay)

+ Colchicin
- 80 dyng dbng thdi pravastatin vdl: Cac thusc didu 1} HIV, thudc
diéu trj viem gan siéu vi C (HCV) ¢6 thé 1am ting nguy cd gay tén
thudng cd, nghiém trong nhat 1a tidu ¢6 van, than hu dan dé&n suy
than va cé thé gay tir vong.

Colestyramin/Colestipol: Udng pravastatin cung véi colestyr-
amin/cofestipol lam sinh khad dung clia pravastatin gidm tir 40%
dén 50%.

- Ciclosporin: Nguy ¢¢ bénh coftiéu co vén tang khi diing déng .-

thai vdi ciclosporin. Phai han ché lidu pravastatin khi s dyng




e

déng thdi vdi ciclosporin (xem muc Lidu ditng, cdch ding,).
- Nhiing s&n phém dudgc chuyén héa bdi cytochrom P450:

+ Khéng cé luong tac dugc déng hoc quan trong gidia pravasta-
tin v&i mdt vai san pham, dic bigt vdi nhiing chét nén/ahiing chat
Gic ¢h€ CYP3A4 nhy diltiazem, verapamil, #raconazol,
ketoconazol, nhitng chét tc ché protease, nudc ép budi va nhilng
chét dic ch€ CYPRCY (nhu fluconazol).

+ Mot trong hai nghién clu tucng tac gilta pravastatin va
erythromycin cho théy ¢d sy gia ting dang ké vé AUC {70%) va
C, . (121%) clia pravastatin. Tuong tu nghién cuu véi clarithromy-
¢cin cho thay ¢é sy gia tang AUC (110%) va C__ (127%). Do d4,
nén than trong khi ding pravastatin véi erythromycin hodc
clarithromyein.

+ Cdc thuéc khac: Sinh kha dung clla pravastatin khac nhai
khong cd v nghia thdng ké khi pravastatin dugc udng vdi acid
acelylsalicylic, antacid (khi uéng 1 gid trude khi ung pravastatin},
hodc probucol.

Tuong ky cla thude
Do khéng ¢ cac nghidn clu v8 tinh tucng ky cla thudc, khong
tron 1&n thudc nay véi cac thudc khés.

TAC DUNG KHONG MONG MUON COA THROC (ADR)

Thudng gédp, ADR > 1/100

- Tigu héa: Tigu chay, 4o bén, ddy hoi, dau bung va budn nén.

- Thén kinh trung wiong: Dau ddu, chéng mat, nhin ma, mat ngd,
suy nhugc.

- Thén kinh - cd va xudng: Pau cd, dau khdp.

- Gan: Két qua thlt nghiém chuc niing gan hon 3 I[an gidi han biah
thudng, nhung phén I8n khdng ¢é trigéu chiing va héi phuc khi
ngung thudc.

It gdp, 1/1000<ADR<1/100

- Thén Kinh - 66 va Xuong: Bénh ¢d (két hdp y&u cd va tdng ham
ludng creatin phosphokinase huyét tuong).

- Da: Ban da

- H& hap: Viém mai, viém xoang, viém hong, ho.

Hiém gip, ADR < 171060

- Than kinh trung udng: Suy gidm nhén thifc (nhu mét tri nhd, (0
lan).

- Than kinh - ¢g va xuong: Viém ¢d, tidu ¢d van, dan dén suy than
cép thid phat do myogiobin niéu.

Nhitng téc dung khéng mong muén khde co thé gdp khi st dung
pravastatin

- Da va mé dudi da: Da dau/tdc bat thusng (bao gém rung t6¢).

- Than va dudng tiét niéu: Tiéu tién khang binh thudng (bao gdm
tiéu kho, tiéu thudng xuyan, tidu dém),

- VU va sinh san: RGi lean chiic néang tinh dyc.

- Thén kinh: B&nh thédn kinh ngoai vi, ddc biét néu sl dung trong
thai gian dai, chitng di cam.

- Hé mi&r dich: Cac phan ing mén cdm: Phén vé, phi mach, nhu
hoi chitng lupus ban dd.

- Tidu hoa: Viem tgy,

- Gan - mat: Vang da, viém gan, hoai t{i gan bao phat.

- Than kinh trung udng: TrAdm cam.

-+ M&u: Tdng bach cdu &i toan, s8 lugng bach céu 4l toan s& trd lai
binh thuéng sau khi ti€p tuc diéu tri. Thi§u mau, giam tiéu cdu va
gidm bach cdu Ja dude bdo cio.

- R&i loan khac: Mét moi.

Hugng dan cdch xir irf ADR

NEu gap céc tdc dung phu nghiém trong, nén ngung thudc va
tham vén vdi bac s7 diéu tri.

QUA LIEU vA CACH XU TRi

Pén nay, kinh nghiém gua liéu cla pravastatin ¢dn han ché,
Trong trudng hop qua iy, digu tri triéu chiing va thyc hién cac
nién phap hé trd can thigt.

DUGC LYC HOC

Mhom dugs ly: Ching t&ng lHpid huy&t (nhdm chét Uc ché
HMG-CoA reductase, nhdm statin}

M& ATC: C10A AD3

Pravastatin natri thude nham statin, ha lipid mau, |am gidm sinh
téng hgp cholesterol. Pravastatin 12 chét Gc chg thuan nghich
enzym 3-hydroxy-3-methylglutaryi-coenzym A {HMG-CoA), &
enzym xdc tac chuyén ddi HMG-CoA thanh mevalonat, tham gia
vao cac budc ddu fién clia qua trinh téng hop cholesterol va cha
higu qué ha lipid mau theo hai cdch:

- Thit nhét, do Uc chéd canh tranh dac hiéu va thuan nghich enzym
HMG Co-A nén gy ra sy syt glam cholestercl vita phéi trong qué
trinh t8ng hgp clia t& bao.

- Thit hai, pravasiatin dc ché gan 16ng hgp nén lam gidm choles-
teral foan phén, LDL-cholesterol (fow-density lipoprotein cholester-
of}, apolipoprotein B, VLDL-cholesterol (very low-density lipopro-
tein cholesterol) va triglycerid va #m ting HODL-cholesterol
{high-density lipoprotein cholesterol}, apolipoprotein A,

DUGC 2ONG HOC

Hap thu

Pravastatin diing dutng udng 4 chit & dang co hoat tinh. Pravas-
tatin hép thu nhanh chong, ndng dé dinh trong huyé&i thanh dat

-

dugc sau khi udng 1 - 1,5 gid. Truag binh 34% liéu dung dugc hdp
thu, sinh khd dung tuyét d8i 14 17%. Thic &n & dudng tidu héa
lam giam sinh kha dung ¢da thusc, nhung tac ddng ha lipid thi
iong i nhau di dudc udng trude hodic sau khi &n 1 gid. Néng dd

curve: AUC), ndng 49 181 da trong huyét wong (G__) va ndng dd
18i thidu (G, } 1718 thuan vdi iy diing. Sinh kha dyng cla pravas-
taiin udng trude khi ngl gidm 80% so vdi udng vao budi sang.
Mac du lam gidm sinh khd dung dung toan than, nhung higu qua
¢la pravastatin khi ditng mdi ngay mét 1an vao budi 13i lai phan
nao ¢é hiéu qua han (du khong ¢6 § nghia thang k&) so vdi ditng
thuéc vao budi sang.

Hé s6 bién thién {coefficient of variation: CV), dya frén thay déi
gilia cac ddi tugng, khodng 50% dén 60% 4o vdi AUC. Trang thdi
&n dinh clita AUC, C__ va G__ {rong huyét tuong cho thdy khdng

2 o & - '
c6 bang ching vé tig\ﬁ iy p;arl/astatin sau mot hodc hai lan udng
moi ngay.

Phén bd

Khodng 50% pravastatin dugc gén vdi protein huy&t tudng. Thé
tich phan b& cla thude khodng 0,5 I/kg. Md1 lugng nhd pravastatin
tiét vao siia me.

Chuyén hoa

Pravastatin khong dugc chuyén héa gua hé enzym microsom
cytochrom P, (CYP). Cac con dudng chuyén héa sinh hoc chinh
cia pravastatin:

{a) Déng phan hoa thanh -epi pravastatin va chét chuyén hda
déng phan 3a-hydroxy pravastatin (SQ 31.9086),

{b} Thily phéan véng béi enzym cho ra SQ 31.945. Chét chuyén
hoa (8Q 31.908) ¢é hoat tinh G ¢ché bing 1/10 dén 1/40 so voi
pravastatin.

Pravastatin trai gua chuy&n hda ién diu & gan {i 1& dat 0,66).
Théi triy

Khodng 20% ligu udng dude bai tigt vao nudc tidu va 70% vao
phan. NGz @i thai trdr (1%2) cla pravastatin khodng 1,5 - 2 gic.
Dugc dong hoe & cac déi iugng ddc bigt

Dugc dong hoc & ngudi suy than

Udng lidu duy nhat 20 mg pravastatin & 24 bénh nhan cé mic dd
suy than khdc nhau {dugc xac dinh theo dé thanh thai creatinin),
khang thdy anh hudng trén duge dong hoc cla pravastatin hodc
chét chuyén hda déng phan 3a-hydroxy pravasiatin {SQ 31.906).
So véi ngudi khde manh ¢d chlc nang than binh thudng, bénh
nhan suy than nang cé AUC va C__ cao han tuong Ung 1& 69% va
37%, %2 khoang 0,61 gid ngén hon téc dang chuyén héa enzym
clia vong hydroxyt (SQ 31.945).

Duge dgng hoc & ngudi suy gan

Trong moi nghién cliu so sénh ddng hoc clia pravastatin & nhiing
b&nh nhan xd gan (N = 7) v& cac d6i tugng binh thudng (N = 7),
AUC trung binh thay d&i gdp 18 lan & bénh nhan xd gan va gip 5
lan & nhifng ngudi khde manh. Tuodng ty nhu vay, cac gid ti dinh
pravastatin khac nhau gép 47 |&n cho b&nh nhan xd gan so véi 6
1an cho céc d6i kigng khde manh,

Dude déng hoc & bénh nhén Ién tudi

Trong mdt nghién clu & nam gidi 1dn tudi (65-75 wéi) skt dyng idu
duy nhat 20 mg pravastatin, AUC trung binh clia pravastatin idn
hon khodng 27% va bai ti€t qua nude tidu tich ily trung binh
{eumulative urinary excretion; CUE) thdp han khodng 19% so vdi
nhiing ngudi nam tré tuéi {19-31 wai). Tudng iy, AUC trung binh
cila pravastatin cao hon khodng 46% va CUE trung binh thdp hon
khodng 18% & nhitng phu ni¥ Ién tudi (65-78 Wai) s0 v6i nhitng
phu nif tré (18-38 tudi). Trong ¢ hai nghién cuu, cdc gid i C
T e V& 112 1UONG tU nhau 8 ngudi cao wéi va trd wéi.

Duge ddng hoc & tré em

Sau 2 tudn udng 20 mg pravastatin mot i&n mdi ngay, cac gia tri
frung binh cla AUC 14 80,7 ng gi/mL {CV 44%) & tré em (8-11
twdi, N = 14) va 44,8 ng gis/ml (CV 89%) & thanh thiéu nién (12-16
{udi, N = 10), tng véi C .. 'a 42,4 ng/m! (CV 54%) va 18,6 ng/mi
{CV 100%) cho iré em va thanh thigu nién. Chua thé két luan dua
irén nhitng phat hién nay do s6 lugng mau nhd va bign ddi ign.

max’

QUY CACH DONG GOI
Hop 03 v x 10 vién.

DIEU KIEN BAO QUAN
Ndi kho, nhigt dd khdng qua 30°C. Tranh anh sang.

HAN DUNG
36 thang ké & ngay san xuat.

TIEU CHUAN CHAT LUONG
Tigu chudn co sé.

SAN XUAT Tal

e
TRACH NHIEM TRON VEN
CONG TY CG PHAN DUGC PHAM SAVI
{ Saipharm J.5.C)

L8 Z.01-02-03a Khu céng nghiép trong Khu ché xuét Tan Thuan,
Phubing Tan Thuan Bang, Quan 7, Thanh Phé H& Chi Mink
Bién thoai: {B84.28) 37700 142 - 37700 143 - 37700 144
Fax: (84.28) 37700 145

pravastatin, bao gém ca dién tich dudi dudng cong (area under the
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