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Phudng dan sir dung trude khi dimg

y i6¢ nay chi ding theo don thuée

.  phin thude

M0i vién nén cé chira:

Thanh phan hoat chét: Pravastatin natri 20mg

Thanh phan ta duogc: Microcrystalline Cellulose,
Lactose 200, Sodium Starch Glycolate, Magnesium
Oxide, Povidone K-30, Talc, Magnesium Stearate,
Iron Oxide Yellow, Purified Water.

2. Dang bao ché

Vién nén.

Mo ta: Vién nén tron mau vang, mdt mét cé ranh gita
va khic chir “UC 55”

3. Chi dinh

- Tang cholesterol mau:

bidu tri ting cholesterol mau tién phat hoie rdi loan
m& mau hén hop, pravastatin dugc ding nhu mét
thude hd trg ché do an ubng, khi dép (g khong di
v6i ché d6 an udng va phuong phap didu tri khic
khong diing thude (vi dy, tap thé duc, giam can....)

- Du phong tién phat

Buge chi dinh hé trg cho ché d6 an dé giam nguy co
bénh tit va tir vong do tim mach & bénh nhan ting
cholesterol mau vira hodc nding va ¢ nguy co cao mic
bénh tim mach lan dau.

- Du phong thit phat

Buge chi dinh hd tro khic phuc cac yéu tb nguy co &
bénh nhén ¢6 tién sir nhéi mau co tim hogic dau thit
ngure khéng én dinh vdi lugng cholesterol binh thudng
hogc tang dé lam giam nguy co tir vong do bénh tim
mach.

- Sau ciy ghép:

Giam lipid mdu & bénh nhan dang sir dung thude (e
ché mién dich sau ghép co quan.

4. Li¢u diing, cich ding

Liéu lugng:

Truée khi bt dau didu tri v6i pravastatin, cin loai trir
cdc nguyén nhén thir phét gay tang lipid mau, ngudi
bénh cin theo ché d6 an chuén, it cholesterol va duy
tri trong sudt qué trinh diéu trj.

Tang cholesterol méu: 10 — 40 mg/lan/ngay. Pép (g
clia viée didu trj ¢6 thé thiy trong | tudn va thuong tdi
da sau 4 tudn, Can dinh ky kiém tra luong lipid va
theo dé diéu chinh li¢u. lidu toi da 40 mg/ngay.

Dy phong bénh tim mach: 40 mg/ngay.

Sau khi ghép co quan: Lidu khai ddu 20 mg/ngay &
bénh nhan dang ding thude tre ché mién dich. Phu

thude vao dap (ng cia mic lipid ¢6 thé tang lidu lén
40 mg/ngay dudi sur theo ddi chit ch& cua béc s3.

Tré em va thanh thiéu nién (8 — 18 tudi): 10 — 20
mg/lan/ngay doi véi 8 — 13 tudi, 10 — 40mg/lan/ngay
cho 14 — 18 tudi,

Nguoi cao tuéi: Khéng can thiét didu chinh lidu trir
khi dan t6i nhig nguy co mic bénh nguy hiém.

Suy giam chitc ning gan hogc than: Lidu khai ddu 10
mg/ngay & bénh nhan suy thin vira dén ning hoic suy
gan dang ké. Diéu chinh lidu theo dap tng cua mirc
lipid va dudéi sy gidm sat ciia bac sy.

Didu tri phtff hop:

Phéi hep véi mét nhua gin acid mat (colestyramin,
colestypol) s€ lam tang hiéu qua ha lipid trén
cholesterol toan phin va LDL — cholesterol.
Pravastatin nén udng trudgc 1 gitr hodc it nhét sau 4 gidr
udng céc thude nay.

Déi v6i nhitng bénh nhan dang dung ciclosporin hoic
khéng cling céc thude tic ché mién dich khéc, nén bit
dau didu tri vdi 20 mg pravastatin natri mét lin/ngay
va tang 12n liéu 40 mg mat cach than trong.

Cich diing:

Udng thude 1 lan/ngdy, tdt nhit vao budi tdi. C6 thé
udng vio bira an hoic ldc déi.

5. Ching chi dinh

- Qua min vdi cdc thanh phin cta thude.

- Bénh gan hoat déng bao gbm tang transaminase
huyét thanh cao hon 3 lin giGi han trén mic binh
thudng ma khong rd nguyén nhén.

- Phu ni¥ ¢é thai hodic cho con bi.

6. Ciinh b#o va thin trong khi diing thube
Pravastatin chua dugce danh gia & nhimg bénh nhéin
tang cholesterol méu di truyén déng hop tir. Liu phap
nay khong thich hgp khi tang cholesterol mdu do
HDL-cholesterol mau cao.

D6 véi cic thude e ché enzyme HMG-CoA
reductase, két hop pravastatin véi fibrat khong duge
khuyén cdo.

0 tré em trude tudi day thi, Igi ich/nguy co ciia didu
tri nén dwge danh gid cdn thin boi bic s§ trirge khi bit
dau didu tri.

Roi loan chire nang gan:

Ciing nhu nhiing thuée giam lipid khéc, pravastatin
duge quan sat thiy lam tAng vira phai rlémg dé
transaminase gan. Trong da sb céc trudng hop, nong
d¢ transaminase gan {rd lai gia tri ban diu ma khong
cAn ngung diéu tri, Dic bidt ¢dn luu ¥ néu bénh nhin
tang ndng d6 transaminase va cin ngung didu tr tang
alanine  aminotransferase (ALT) va  aspartate
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aminotransferase (AST) vuot qua ba lan gidi han trén
binh thuong.

Cén than trong khi pravastatin dugce ding cho bénh
nhan c6 tién st bénh gan hodc nghién rugu ning.

Réi loan co:

Gibng nhu céc thube e ché enzyme HMG-CoA
reductase khac (cdc statin), pravastatin co lién quan
dén khoi phét dau co, bénh vé co va mot sb trudng
hop rat hiém bi tiéu co van. Bénh vé co can phai dugc
xem xét & bat ky bénh nhan nao dang dicu tr{ bang
statin c6 céc trid¢u ching vé co khong ro nguyén nhin
nhu dau, yéu hodc chudt rat. Trong nhitng truong hop
ndy, nong do creatin kinase (CK) cin duoc do ludng.
Diéu tri statin can dugc tam thoi gidn doan khi ndng
dd CK >5 x UKL hodc khi cé nhiing triéu ching 1am
sing ndng. Trudng hop rit hiém gap, tiéu co van c6
thé xdy ra, c¢6 hogc khong cd suy than thir phéat. Tiéu
co van la mét tinh trang nguy hiém cép tinh co kha
ning gly tir vong, c¢6 thé phat trién bét ctr lic nio
trong qua trinh didu tri va duge dic trung boi sy pha
huy co bép 16n lign quan dén gid tri CK tang cao
(thudng > 30 hoic 40 x ULN) din dén bénh
myoglobin niéu.

Nguy co bénh co khi dung cac statin phy thudc vao
mirc dd tiép xtic, do d6 c6 thé thay déi déi véi mdi
thudc don 1é bao gdm lidu lwong va kha nang tuong
tac thudc.

Mae da khong co chéng chi dinh vé co bép cua cac
statin, tuy nhién né 1a yéu t6 anh hudng nhit dinh c6
thé lam ting nguy co nhiém doc co, do do can dinh
gid cén than v& loi ich/nguy co va theo doi 1am sang
dac biét. Xdc dinh gia tri CK duoe chi dinh trude khi
bit ddu diéu trj bing céc statin & nhiing bénh nhén
nay.

Cédc nguy ¢o va muc do nghiém trong ri loan co
trong diu tri bing statin duoc tang I1én khi sir dung
ddng thoi cdc thube tuong tac. Viée sir dung céc fibrat
mdt minh déi khi ¢6 lién quan dén bénh vé co. Viée
két hop str dung céc statin va fibrat thudng nén tranh.
Can than trong khi sir dung déng thdi cae statin va
acid nicotinic. Sir gia ting ty 1& méc cdce bénh vé co di
duge quan sat khi diing statin két hop véi cic thude (e
ché chuyén hda cytochrome Paso. Khi két hop diéu tri
statin, cdc triéu chimg co bip thuong hét sau khi
ngung diéu tri statin.

Binh hrong CK (creatin kinase):

Theo ddi thuong xuyén gid trj creatin kinase (CK)
hodc ndng d8 cdc enzyme khiac & co khong dugce
khuyén cdo & nhiing bénh nhan khéng c6 triéu chiing
diéu tri bﬁng statin. Tuy nhién, dinh lugng CK duoc

khuyén céo trude khi bét dAu didu tri bing statin &
nhimg bénh nhan ¢6 yéu td anh hudng dac biét, va ¢
nhimg bénh nhén phat trién céc tridu ching co bip
trong diéu tri bing statin. Néu ndng do CK tang Ién
dang ké so vai ban diu (> 5 x ULN), ndng d6 CK cin
duge dinh lrgng lai sau 5-7 ngdy sau dé dé xac nhan
két qua.

Trwde khi bit dau diéu tri:

Xét nghigm CK nén dugc tién hanh trong nhimg
trudmg hgp: Suy giam chirc ning thin, nhuoe gidp,
tién st ban than hogc tién sir gia dinh mic bénh co di
truyén, tién str bi bénh co do sit dung statin hoac fibrat
trude do, tidn sir bénh gan va’‘hodc uéng nhiéu T,
bénh nhan cao tudi (> 70 tudi) c6 nhimg yéu td nguy
co bi tiéu co van, kha nang xay ra twong tic thudc va
mat s déi tugng bénh nhan dic bidt. Trong nhimg
trudmg hop nay nén cin nhic loi ich/nguy co va theo
ddi bénh nhan trén 1am sang khi didu tri bing statin.
Néu két qua xét nghiém CK > § ldn gidi han trén ciia
mirc binh thuomg, khéng nén bit dau didu tri bing
statin

Trong thoi gian diéu tri:

Bénh nhan cin duge tr vin dé bao céo kip thoi nhitng
con dau co, yéu co hay chudt rit khang giai thich
duge. Khi ¢6 cde biéu hién niy, bénh nhén cin lam xét
nghiém CK dé co bién phép can thigp phi hop. Néu
nong d6 CK ting rd rét (> 5 x ULN), diéu tri bing
statin cdn duge dimg lai. Xem xét ngirng diéu tri néu
triéu chiing & co nghiém trong vi cé thé gy ra khé
chiu hiing ngay, thim chi khi ndng d& CK duy tri <5 x
ULN. Néu triéu chimg bién mat va néng do CK trd lai
binh thuding, c6 thé xem xét sir dung lai statin & liéu
thdp nhit va theo ddi chit chd. Néu bénh co do di
truyén dang nghi ngd & nhig bénh nhan nay, khong
khuyén c4o bit dau diéu tri lai bing ligu phap statin.
Bénh phoi ké:

Céc trudng hop dic biét mic bénh phdi k& da dwoc
bdo céo véi mdt sb statin, dic biét khi diéu trj lau dai.
Biéu hign bao gdm kho tha, ho khan va suy giam sirc
khoe tdng quét (mét moi, giam cén va sét). Néu nghi
ngd bénh nhan cd bénh phdi k&, cin ngung diéu tri
bing statin,

Dai thao dieong:

Mét sé biang chimg cho thﬁ:,' statin 1am tang glucose
médu & mot s6 bénh nhan, nguy co cao gay bénh ddi
thdo dudng trong twong lai. Tuy nhién, cdc statin 1am
giam nguy co cdc bénh tim mach, do dé day khdng
phai 13 1y do dé ngimg didu tri statin. Bénh nhan 6
nguy co (khi duéng huyét lic déi 5,6 dén 6,9 mmol/L.
BMI > 30 kg/m?, triglyceride ting, huyét 4p ting) cin
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dugc theo ddi vé mit 1am sang va sinh héa theo hudng
dan quéc gia.

Lactose:

San pham nay c6 chira lactose, nhimg ngudi co tidn sir
khéng dung nap galactose, thiéu hut men lactase hodc
kém hdp thu glucose — galactose khong nén ding
thuée.

7. Sir dung thude cho phu nir ¢6 thai va cho con bi
Siwe dung cho phu niv ¢6 thai:

Pravastatin dugc chéng chi dinh trong sudt thoi ky
mang thai. Chi dugc ding cho phu nit ¢é kha ning
sinh san khi ho chic chén khong mang thai va dugc
canh bdo v& nguy co nguy hiém. Néu bénh nhén c6 ké
hoach mang thai hodic mang thai, can théng béo ngay
cho bdc si va dimg sir dung pravastatin vi nguy co
nguy hiém dbi véi bao thai.

Sw dung cho phy nit nudi con bit:

M5t lugng nhod pravastatin duoc bai tiét qua sita me,
vi vily pravastatin dugc chéng chi dinh trong sudt thei
ky cho con bi.

8. Anh huéng ciia thude 1én khi ning liai xe va vin
hanh miy madc

Pravastatin khong lam anh huong dén kha nang lai xe
va vin hanh may moéc. Tuy nhién can tinh dén kha
néing chéng mit cd thé xay ra trong sudt qua trinh didu
tri.

9. Tuong tic, tuong Ky ciia thude

Tuwong tac

Fibrat

Viée sir dyng fibrat mot minh doi khi cé lién quan dén
bénh vé co. Sy gia ting nguy co céc phan tmg phy lién
quan dén co bao gdm tiéu co van da duge bio c4o khi
fibrat duoc két hop céc statin khéc. Nhiing tac dung
ngoai ¥ mudn ndy khong thé loai trir nén cin tranh
phdi hgp pravastatin v fibrat (gemfibrozil,
fenofibrat,..). Néu viéc phdi hop la cin thiét, can thin
trong trén 1&m sang va theo ddi creatin kinase & bénh
nhén.

Colestyramine/ Colestypol:

Lam giam khoang 40 - 50% sinh khd dung cua
pravastatin khi uong phéi hop. Nén uéng pravastatin
trude 1 gid hodc sau 4 gid ubng colestyramine hoic
trude 1 gier uéng colestypol.

Acid fusidic:

Khong duge két hop pravastatin véi acid fusidic. Da
¢6 bdo cdo tiéu co vin (bao gdm vai trudng hop tir
vong) & bénh nhan sir dung phdi hgp hai thuée nay.
Nhiing bénh nhén cin thiét phai sir dung acid fusidic
toan thin nén ngimg ding statin trong sudt thai gian

diéu tri. Bénh nhan nén duvc tr vin néu ¢ bat ky
triéu chimg ndo clia yéu co. dau va ton thirong co.
Liéu phép statin c6 thé tai didu tri sau 7 ngay ké tir khi
diing liéu acid fusidic cudi cung, Trong nhiing trudng
hop ngoai 1, néu phai sir dung acid fusidic kéo dai,
nhu trong nhiém tring niing, nhu ciu ding déng thoi
pravastatin va acid fusidic chi nén duge xem xét theo
timg trudng hop va dudi su giam sat y té chit ché.
Ciclosporin:

Sir dung ciing pravastatin ¢ thé lam tang gp 4 lin
lugng pravastatin trong co thé. Can kiém soat lam
sang vi cdc chi s6 héa sinh & bénh nhéan khi st dung
phéi hop 2 thude nay.

Wafarin va cdc thuée chéng déng khdc:

Sinh kha dung ctia pravastatin khéng thay ddi khi sir
dung cling warfarin. Phdi hop hai thudc nay ciing
khéng lam thay dbi tic dung chbng déng méu cia
warfarin,

Chdt doi khdng vitamin K:

Nhur céc chét &re ché HMG-CoA reductase, khi bit ddu
diéu tri hoic ting lidu pravastatin @ bénh nhén ding
chit ddi khang vitamin K (nhu warfarin hodic chét
chéng déng mau coumarin khac) cé thé lam ting chi
s6 binh thudng héa quéc t& INR. Ngung hodc giam
lifu cia pravastatin co thé lam giam INR. Trong
nhitng tinh hudng nhu viy, cin theo d&i INR phi hop.
Thude chuyén héa gua cytocrom Pisu:

Pravastatin khéng chuyén hda qua cytocrom Paso nén
it bi tang ndng do trong huyét trong nhir mét s statin
khac khi sir dung ciing cac thubc niy. Djc biét khong
tuong tdc véi mot s6 thudc duge hoat hoa hodc tre ché
boi CYP3A4 (diltiazem, verapamil, itraconazol,
ketoconazole, chit rc ché protease, nudc qua budi),
cic thudec ¢ ché CYP2C9 (fluconazole).
Erythromyein va clarithromyein lam tang AUC va
Crmox cila pravastatin, Cén than trong khi phdi hop
pravastatin véi cic thude nay.

Cde thude tic ché protease cria HIV va viém gan siéu
vi C (HCV).

Viéc sir dung déng théri cde thude ha lipid méu nhom
statin vdi cde thude diéu tri HIV va viém gan siéu vi C
(HCV) cé thé 1am ting nguy co gdy tén thuong co.
nghiém trong nhit 12 tiéu co vin, thin hu dan dén suy
thin va cé thé gay tr vong.

Cdc thudc khdc:

Trong cac nghién cliu trong tac, sy khic biét sinh kha
dung khéng c6 ¥ nghia théng ké khi pravastatin duge
ding ciing vé&i acid acetylsalicylic, cde khéng acid
(duoc ubng trude mét i khi udng pravastatin), acid
nicotinic hodc probucol.
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10. T4c dung khdng mong muén ciia thude

Téc dung khéng mong muén duwge danh gia dua trén
phin nhém tin sudt dudi day: rét thuong gip (ADR
>1/10), thudng gap (1/100ADR <1/10), it gip
(1/1000=ADR <1/100), hiém gip (1/10000 <ADR<
1/1000), rét hiém gap (ADR< 1/10000)

Hé co | Tan suat
quan

Thén kinh [ It gap: Chéng mat, nhirc ddu, rdi loan
trung vong | gidc ngi, mat ngi.

Rat hiém gip: Viém da day thdn kinh
ngoai bién, dic biét néu sir dung trong
mat thoi gian dai, dj cam.

Thi gidc It gdp: Roi loan thi gide (song thi, nhin
md).
Tiéuhoa | It giap: kho tiéu, o néng, dau bung, budn

noén, non, tdo bon, tiéu chay, déy hoi.
Rét hiém gap: Viém tuy.

Da va md | It gip: Ngtra, ban da, may day, méng/toc
dudi da bat thudng (rung toc).

Than  va | It gip: Tiéu tién bat thuong (khé tiéu
tiét niéu tién, tiéu tién dém).

Sinh san It gip: Réi loan chirc ning sinh duc

R&i  loan | It giip: Mét moi.
toan thin

Co-xuong | It gap: dau khép, co cimg co, dau co,
va ma lién yéu co, ting ham lugng creatinine
két kinase huyét thuong.

Rét hiém gap: Tiéu co van, c6 thé lién
quan dén suy thin cdp thir phat va
myoglobin ni¢u, dau co, viém co, viém
da co. Céc truong hop dic biét rdi loan
ddy chéing, déi khi phire tap do dit gan.

Gan it gip: Tang transaminase huyét thanh.
Rét hiém gap: Vang da, viém gan, hoai
tir té bao gan.

H¢  mién | Rat hiém gap: Phan tmg man cam (phan

dich vé, hdi chimg lupus ban do, phan g di
ing) g .
Khac Khéng r6 tan suat: Hoai tir co qua trung

gian mién dich.

Ngoai nhime truong hop ivén, cde tic dung khéng
mong muon_sau duge bdo _cdo lidn quan dén cdc
statin:

- Suy giam nhén thirc (nhu mét tri nhd, 10 13n)

Hudng din xiv tri ADR

Néu nghi ngd bénh nhén c6 bénh phéi k&, cin ngung
diéu tri véi pravastatin,

Pac biét cin luu y néu bénh nhan ting ndng do
transaminase va ngimg diéu ti néu tang alanine

aminotransferase (ALT) va aspartate aminotransferase
(AST) vurgt qua ba lan gidi han trén binh thuong.

Khi ndng dé creatin kinase vuot qud nam lan gia trj
giél han trén binh thwong hofic nhimg triéu chimg
bénh vé co trd nén tradm trong, tam thii ngimg thude
va danh gid lai.

11. Qui lidu va cich xir tri

Kinh nghiém diing qua liéu pravastatin dang cdn han
ché. Khéng cé bién phap didu tri dac hidu khi ding
thude qua lidu. Néu xay ra tinh trang qué liéu, bénh
nhin cin duoc didu tri triéu chitng va hd tro khi cin
thiét,

12. Pic tinh duge luc hoe

Nhém dugc Iy: Chéng tang lipid huyét (nhém chit (e
ché HMG-CoA reductase, nhom statin).

Ma ATC: C10AAD3

Pravastatin (rc ché canh tranh véi 3 — hvdroxyl — 3-
methylglutaryl-coenzym A (HMG-CoA) reductase,
ngin can chuyén HMG-CoA thanh mevalonic, tién
chét clia cholesterol. Pravastatin co tic dung ha lipid
do hai tac dung:

Thir nhét: Uc ché canh tranh thudn nghich véi HMG-
CoA reductase, lam giam quéd trinh téng hop
cholesterol ndi bao, kich thich tang thu thé LDL
(lipoprotein ty trong thip), ting ty 1& dj héa va dd
thanh thai LDL-cholesterol.

Thir hai: Uc ché san xudt LDL bing cich tc ché gan
tong hop VLDL — cholesterol, tién chat cia LDL —
Cholesterol.

Két qua, pravastatin lam giam lipid trén cholesterol
toan phin, LDL-Cholesterol, apoliprotein B. VLDL —
Cholesterol  va triglycetid trong khi HDL -
Cholesterol va apoliprotein A van tang.

Hiéu qua lam sang:

Dy phong tién phat:

Nghién ctu du phong doéng mach vanh phia Tay
Scotland (WOSCOPS) 1a mét nghién ctru ngdu nhién,
mi d6i, d6i chiing gia duge & 6595 bénh nhin nam tir
45 dén 64 tudi ¢6 cholesterol méu cao trung binh dén
ning (LDL-C: 155-232 mg/dl [4.0 — 6,0 mmal/l]) va
khéng cé tién sir nhodi miu co tim, d3 duge didu tri
trong théi gian trung binh khodng 4,8 nim clng voi
liéu 40 mg pravastatin hing ngay hoiic gia duge nhu
mdt bién phdp hd trg bita an. O nhiing bénh nhan
duge didu tri voi pravastatin, két qua cho thiy:

- Giam nguy co tir vong do bénh mach vanh va nhdi
méu co tim (gidm nguy co tuang dbi RRR 12 31%; p=
0,0001; nguy co tuyét déi 14 7,9% ¢ nhom ding gia
duoc va 5,5% & nhém diéu tri bang pravastatin); cho

=

<P =< /5
S AEE LY
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thdy higu qua trén ty 1¢ cdc bién ¢ tim mach tich Itiy,
ngay sau 6 thang diéu tri.

- Giam tdng sd ca tir vong do cac bién cb tim mach
(RRR 32%; p=0,03).

- Khi céc yéu t6 nguy co da duge dura vao nghién ciru,
RRR 24% (p=0,038) trong tdng s6 tir vong di duoc
quan st thiy ¢ nhitng bénh nhan duoc didu tri bing
pravastatin.

- Giam nguy co tuong dbi thuc hién cdc thu thuat tai
théng mach mau co tim (phiu thuat ghép bic cdu
dong mach vanh hodc tao hinh mach vanh) la 37%
(p=0.009) va chup dong mach vanh 1a 31% (p=0,007).
Loi ich cta viéc didu trj trén cdc tiéu chi néu trén chura
dugc biét & bénh nhan trén 65 tudi, nhom bénh nhan
nay khong duge dua vao nghién ciru.

Trong trudng hop khong c6 dir liéu & nhiing bénh
nhén ting cholesterol mau ¢6 lién quan dén nong do
triglyceride vuot qua 6 mmol/l (5,3 g/I) sau khi didu
chinh ché db #n 8 tuin, trong nghién ctru nay, lgi ich
ctia pravastatin khong dugc thiét 1dp & nhitng bénh
nhén nay.

Dy phong thie phdt:

Nghién ciu “Can thigp pravastatin dai han trong bénh
thiéu mdu cuc by (LIPID)” la nghién ciu da trung
tam, ngau nhién, mu déi, dbi chimg gia dugc so sanh
higu qua cua pravastatin (40 mg OD) véi gia dugc &
9014 bgnh nhén tir 31 dén 75 tudi véi thoi gian trung
binh 13 5,6 nam cé néng dd cholesterol huyét thanh
binh thudng dén cao (téng cholesterol ban diu = 155
dén 271 mg/dl [4,0 — 7,0 mmol/l], tdng cholesterol
trung binh = 219 mg/ml [5,66 mmol/l] va ¢6 ndng d6
triglyceride dao dfng tir 443 mg/dl [5,0 mmol/I] va c6
tién sir nhéi mau co tim hodc dau thit nguc khong n
dinh trong thoi gian trude 3 d¢én 36 thang didu tri.
Diu trj biing pravastatin giam ddng ké nguy co chét
CDH tuong dbi 1a 24% (p=0,0004, vi nguy co tuyét
ddi 14 6,4% & nhom ding gia duoe va 5,3% & nhém
duoc didu trj bing pravastatin), nguy co tuong déi cla
cdc bién cd mach vanh (bao gdm chét CHD hodc MI
khong tir vong) la 24% (p<0,0001 va nguy co tuong
ddi ciia nhdi mau co tim gdy tir vong hodc khéng gy
tir vong 12 29% (p< 0,0001). O nhitng bénh nhan duge
diéu tri bing pravastatin, cho thiy:

- Gidm nguy co tuong déi ty 1é tir vong tim mach la
25% (p<0,0001).

- Giam nguy co twong déi thyc hién cac tha thuat tai
théng mach médu co tim (phdu thuat ghép bic ciu
dong mach vanh hogc nong mach vanh qua da) 1a 20%
(p<0,0001).

- Giam nguy co tuong déi dot quy 1a 19% (p=0,048).

Nghién ciru CARE la mdt nghién ctru ngiu nhién, ma
doi, ddi chimg gia dwoc so sanh hidu qua cua
pravastatin (40mg OD) trén to vong do bénh dong
mach vanh va nhoi mau co tim khéng tir vong trong
trung binh 4,9 ndm & 4159 bénh nhan tir 21 dén 75
tudi, véi tdng ndng do cholesterol binh thuimg (tong
cholesterol trung binh ban ddu < 240 mg/dl), da timg
bi nhéi méu co tim trude dé 3 dén 20 thang. Diéu tri
bing pravastatin lam giam dang ké:

- Ty 12 bién ¢ mach vanh tai phét (hogc chét do bénh
dong mach vanh hofic MI khong tir vong) 1a 24%
(p=0,003, gia duge 13,3%, pravastatin 10,4%).

- Nguy co tuong dbi thue hién cac thi thudt tai thong
mach méu co tim (phiu thuat ghép bic ciu dong mach
vinh hodc nong mach vanh qua da) 1a 27% (p=0,001).
- Nguy co ddt quy tuong déi gidm 32% (p=0,032) va
két hop vai dot quy hodc thiéu mau cuc bd tam thoi la
27% (p=0,02).

Lgi fch cia viée diu tri trén cac tidu chi & trén la
khdng dugc biét dén & nhitng bénh nhan trén 75 tudi,
nhimg déi tuong nay khéng tham gia nghién cilru
CARE va LIPID.

Trong nhimg trudng hop khong ¢6 dir ligu & nhing
bénh nhén tang cholesterol ¢6 lién quan dén néng do
triglyceride qua 4 mmol/] (3,5 g/1) hodc qué 5 mmol/]
(4.46 g/1) sau khi diéu chinh ché d¢ &n 4 hodc 8 tufn,
trong cic nghién ctiu CARE va LIPID, twong (g, lgi
ich cta viéc didu tri bing pravastatin chua dugc thiét
1dp & nhém bénh nhén ndy.

Trong nghién ciru CARE va LIPID, khoang 80% bénh
nhén @i diing ASA nhu mét phin phac dé cua ho.
Ghép tim va thdan:

Hiéu qua cia pravastatin & b¢nh nhin dang dugce diéu
tri (rc ché mién dich nhu sau:

- Ghép tim da duge danh gid trong mét nghién clru
tuong lai, ngau nhién, cé ddi chimg (n=97). Bénh
nhén duoc didu trj déng thei véi pravastatin (20 — 40
mg) hodc khéng, va phic do tc ché mién dich chudn
ciia ciclosporin, prednisone va azathioprine. Diéu trj
véi pravastatin lam giam dang ké ty 18 déao thai tim,
cai thién ty 1& sbng con sau mdt nam (p=0,025) va
gidgm nguy co bénh I¥ mach vanh trong ciy ghép duge
xdc dinh bing chup mach va kham nghiém t@ thi
(p=0,049).

Ghép thin duge danh gia trong mdt nghién citu twong
lai, khdng d6i ching, khéng ngiu nhién (n=48) trong
thoi gian 4 thang. Bénh nhan duoc didu tr dﬁ“}ng thoi
vdi pravastatin (20 — 40 mg) hodc khéng, va phdc dd
{rc ché mién dich chuén ciia ciclosporin, prednisone va
azathioprine. O bénh nhdn sau khi ghép than,
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pravastatin lam giam déng ké ty 1& cac 1an dao thai va
ty 1¢ ddo thai sinh thiét cip va sir dung thudc tiém gdm
prednisolone va Muromonab-CD3.

Tré em va thanh thiéu nién (6 -18 téi):

Nghién ctu mu déi, déi chimg gia duge & 214 bénh
nhan nhi ting cholesterol c¢ tinh gia dinh duoc thuc
hién trén 2 nam. Tré em (8 — 13 tudi) dugc chon ngiu
nhién dung gia duge (n= 63) hodc ding 20 mg
pravastatin mdi ngay (n=63) va thanh thiéu nién (14-
18 tudi) dugc chon ngu nhién ding gia duge (n=45)
hodc 40 mg pravastatin méi ngay (n-41).

Trong nghién ciru ndy yéu cdu mot cha me cia bénh
nhan véi chan doan lam sang hodc chin do4n phén tu
tang cholesterol huyét. Gia tri LDL-C trung binh ban
dau 1a 239 mg/dl (6,2 mmol/dl) va 237 mg/dl (6,1
mmol/l) & nhom sir dung pravastatin (khoang 151 —
405 mg/dl [3,9 — 10,5 mmol/l]) va nhém gia duge
(khoang 154 — 375 mg/dl [4,0 — 9,7 mmol/l]). Gidm
déng ké gia tri LDC-C 1a (-22,9%) va téng cholesterol
(-17,2%) tir céc phan tich dit liéu téng hop cho ca tré
em va thanh thidu nién, twong tu nhu hiéu qua da
dugc chirng minh ¢ ngudi 16n trén 20 mg pravastatin.
Hi¢u qua diéu trj cia pravastatin & hai nhém tuong tu
nhau. Gid tri LDL-C trung binh dat dugc 186 mg/dl
(2,8 mmol/l) (khoang: 67 — 363 mg/dl [1,7 — 9.4
mmol/l]) & nhém ding pravastatin so véi 236 mg/dl
(6,1 mmol/l) (khodng: 105 — 438 mg/dl [2,7 — 11,3
mmol/I]) & nhém gia duge. O nhitng ddi trong dang
st dung pravastatin, khéng c6 sy khic biét v& cic
théng s& ndi tiét [ACTH, cortisol, DHEAS, FSH, LH,
TSH, estradiol (nir) hodc testosterone (nam)] so véi
gia duge. Khong ¢ su khdc bidt vé phat trién, thay
ddi thé tich tinh hoan hode diém Tanner duoc quan sat
80 vii nhom gia duge,

Hi¢u qua ldu dai cua diéu tri pravastatin & tré em dé
lam giam ty 1& méc bénh va ti vong chua duge thiét
lap.

13. Dic tinh duge djng hoc

Hﬁp thu

Pravastatin dugc hdp thu nhanh qua duong uong,
Noéng do dinh trong huyét thanh dat dugc sau 1-1.5
gitr. Trung binh, 34% li¢u ding dutmg udng duoe hip
thu va sinh khé dung tuyét ddi ciia pravastatin 13 17%.
Sur hién dién ctia thirc an trong dudng tiéu hoa din dén
sinh kha dung nhung hiéu qua lam giam cholesterol
cla pravastatin 14 khong déi khi str dung cting thire dn
hodc khéng.,

Sau khi hép thu, thuéc duoe chuyén héa manh lin diu
o gan (khoang 66%), day la vi tri dau tién thude thé
hién tic dung va 1a noi tong hop cholesterol, giai

phéng LDL-cholesterol. Cac nghién ciru in vitro cho
thay pravastatin dwgc van chuyén vio # bao gan vi
céc té bao khéc véi lugng it hon ding ké.

Theo quan diém chuyén héa lan ddu qua gan, ndng db
huyét twong cla pravastatin chi ¢6 gidi han trong dir
doén hiéu qua ha lipd.

Néng dd huyét tuong ty 1& vi lidu ding.

Phin bd

Khoang 50% pravastatin lién két véi protein huyét
twong, thé tich phan bd khoang 0,5 I’kg. Mét luong
nho pravastatin qua dugc sita me.

Chuyén héa va thai trir

Pravastatin khéng chuyén héa qua cytocrom Paso
cling khdng phai 13 co chét hay chét irc ché cia P —
glycoprotein ma I co chit cia cac protein vn chuyén
khac.

Sau khi ding dudng udng, 20 % lidu ban diu duoc
thai trir trong nude tidu va 70% trong phan. Thai gian
bén thai trong huyét twong 13 1,5 — 2 gio.

Do thanh thai toan than cia pravastatin 1a 0,81
1/gid/kg va dg thanh thai thén 14 0,38 l/gidvkg cho thiy
bai tiét qua dng than,

Quiin thé ¢6 nguy co:

Tré em va thanh thiéu nién (8 — 18 tudi):

Gid tri Cinax v AUC trung binh & cdc ddi twong tré em
tinh gfp trén tudi va gidi tinh tuong tu nhu gid tri
quan sét duge & ngudi 1on sau khi udng mot lidu 20
mg.

Bénh nhdn suy gan:

Tiép xie toan than cla pravastatin va chit chuyén hoa
6 bénh nhan xo gan do rugu ting khoang 50% so vdi
bénh nhén cé chirc ning gan binh thudng.

Bénh nhdn suy thdn:

Khéng ¢é thay déi dang ké quan st dugc & bénh nhan
suy thin nhe. Tuy nhién, suy than ning va trung binh
co thé din dén tang gip hai 1An tiép xac déi véi
pravastatin va cdc chét chuyén hoa.

14. Quy ciich dong goi

Hop 10 vi x 10 vién, kém t& huéng din sir dung.

15, Ditu kién bio quiin, han diing, tiéu chuin chét
lugng thube

Diéu kién bao quéan: Bao quan noi khd mat, tranh anh
sang, nhiét do < 30°C

Han dimg: 36 thang ké tir ngay san xudt

Tiéu chudn chit lugng thude: Ch.P

16. Tén, dia chi ciia co s& sin xuiit thude.

U CHU PHARMACEUTICAL CO., LTD

Dia chi: 17-1, Chih Lan Vil, Shin Wu Dist., Tao
Yuan City, Pai Loan, R.O.C




