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Bai 31: THUOC DIEU TR] ROI LOAN LIPOPROTEIN MAU

MUC TIEU HOC TAP: Sau khi hoc xong bai ny, sinh vién c6 kha nang:

1. Trinh bay duoc co ché tdc dung, tdc dung, tdc dung khong mong muon va dp dung
diéu tri cua cdc thudc anh huong dén hdp thu va thdi trix lipid mdu: cholestyramin,
colestipol .

2. Néu duoc co ché'tdc dung, tdc dung khong mong muon, dp dung diéu tri ciia
cdc thuoc dnh hudng dén sinh tong hop lipid: acid nicotinic, ddn xudt clia
acid fibric, dan xudt statin, probucol.

1. DAl CUONG

Tang lipoprotein mau 12 mot yéu t6 gdy nén vita xo dong mach va bénh mach vanh. Dé
diéu tri roi loan lipoprotein m4u, ngoai thay déi ché do an, dic biét 1a an it lipid, ting
cuong hoat dong thé luc 1a nhitng bién phdp rat quan trong, thi khong thé thi€u dugc céc
thudc ha lipoprotein mau.

1.1. Cau tric va phan loai lipoprotein

O trong mdu, céc lipid khong tan dugc, vi vay phéi két hop véi protein nho lién két Van -
der-Walls dé tao thanh lipoprotein. Nho tao thanh lipoprotein, tan dugc trong nuéc dé van
chuyén dén ciac mo. Lipoprotein ¢6 dang hinh cdu véi dudng kinh 100-500 A° gém 2
thanh phan chinh:

- Phan uva nudc (phan vo ) chia apoprotein, cholesterol tu do va phospholipid .
- Phan ky nudc (trung tam) chita cholesterol este hoa, triglycerid.

Protein gan vao céc lipid ¢6 ngudn goc tai niém mac rudt hodc tai gan goi la
apolipoprotein. Dua vao céu tric cac acid amin, phan t& luong va cdc chic nang,
apolipoprotein dugc xép thanh cac nhom khac nhau theo thit tu chit cai A, B, C, D, E.
Trong moi nhém, lai duoc x€p thanh du6i nhém, vi du nhém A gém Al, A2, A4; nhém B
gom B48, B100; C gom C1, C2, C4 va nhém E gom E1, E2, E4.

Do ti 1¢ protein va lipid khac nhau nén ti trong dao dong tir 0,9 dén trén 1,2. Dya vao ty
trong, lipoprotein dugc x&p thanh 5 loai c6 chiic nang khac nhau.

- Hat vi thé dudng chap (chylomicron)

- Lipoprotein ty trong rat thap (VLDL: very low density lipoprotein)

- Lipoprotein ty trong thap (LDL: low density lipoprotein)

- Lipoprotein ty trong trung binh (IDL: intermediate density lipoprotein)
- Lipoprotein ty trong cao (HDL: high density lipoprotein)
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Trong moi t€ bao, dic biét 1a t€ bao gan, t€ bao ndi moé mao mach cé chita boé phan nhan
cam dac hiéu LDL goi la LDL -receptor. Receptor nay c6 chic nang nhap LDL vao trong
t€ bao va giai phong lipid thong qua enzym trong lysosom . Khi lugng cholesterol trong t&
bao tang cao so v6i nhu cdu, su téng hop LDL -receptor & mang t€ bao giam xudng. Nguoc
lai, khi luong cholesterol trong noi bao giam, thi su tong hop LDL -receptor & mang t€ bao
tang lén.

Cho dén nay, co ché van chuyén choles terol cia HDL vén con chua dugc biét rd. Theo
mot sO tac gia, thi dudi taic dung cta lecithin cholesterol acyltransferase (LCAT), cuing

vGi su hoat héa apolipoprotein Al, cholesterol tu do cia VLDL va LDL bi ester héa di vao

phan trung tam khong phan cuc cia HDL; HDL s& van chuyén cholesterol nay dén gan va
bi chuyén héa. HDL c6 vai tro rit quan trong trong bénh vita xo dong mach, khi HDL

trong mau < 0,3g/1, thi ty 1é vita xo dong mach cao va nguoc lai khi nong do6 HDL > 0,76

g/l thi ty 1é vita xo dong mach rat thap. Mot thudc ha lipoprotein tot 1a thuoc lam giam
manh LDL va gay tang HDL r0 rét.

Mai t€ bao ciing tu tong hop cholesterol tir acetyl CoA nhd hydroxymethyl glutaryl - CoA
- reductase (HMG - CoA - reductase). Hoat tinh clia enzym nay bi giam khi lugng
cholesterol trong t€ bao tang cao va ngugc lai, hoat tinh tang khi lugng cholesterol trong

nodi bao giam xuodng.

1.2. Tang lipoprotein mau va phan loai su tang lipoprotein mau

O co thé binh thuong, nong do céc lipoprotein trong mdu ton tai trong trang thai can b ang
dong. Khi c6 16i loan trang thdi can bing dong nay s& gay nén roi loan chuyén hoéa

lipoprotein méu. Su r6i loan c6 thé do:

- Tang cuong cholesterol, triglycerid ngoai sinh.

- R6i loan chiic nang xc tac chuyén héa lipoprotein ctia lipoproteinase.

- Yéu t6 toan than lam tang chuyén hoa glucid, protid dé téng hgp lipid va tang hoat dong

ctia s6 hormon lam giam thuy phan lipid & trong co, gan va m& nhu bénh dai thao duong,

hoi chiing than hu, tang ure mau, suy giap, nghién rugu, dung thudc tranh thai, corticoid ,
tic ché - giao cam...

- Yéu t6 di truyén: O mot s6 ngudi c6 roi loan chuyén héa lipoprotein, mang tinh chat di

truyén. O nhimg ngudi nay, thdy c6 su giam s6 luong LDL -receptor hodc giam chét luong
receptor nay.

Dua vao tang cédc loai lipoprotein su tang lipoprotein mau duogc chia thanh 6 typ khéc
nhau: I, IIa, IIb, III, IV va V.

bén nay, 99% hoi ching tang lipoprotein mau thudc typ Ila, IIb va IV. Nhi€u thuoc ha
lipoprotein da duoc nghién ctu va duoc dung trén 1am sang véi nhi€u co ché€ khac nhau,
nhung chua c6 thudc nao c6 tic dung tot trén tat ca cac typ cla réi loan lipoprotein mau.

2.THUOC PIEU TRI ROI LOAN LIPOPROTEIN MAU

Dua vao co ch€ tac dung trén lipoprotein, thuoc dugc chia thanh 2 nhém chinh:
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- Lam gidm hdp thu va tang thdi tru lipid
- Lam giam tong hop lipid.
2.1. Thuoc lam giam hap thu va tang thai trir lipid

La nhitng thudc cé tinh hap thu manh, tao phic v6i acid mat, lam giam qua trinh nhii héa

cac lipid & ruot, dan dén giam hép thu va tang thai lipid qua phan. Ngoai ra, cac thuoc

nhém nay gidn ti€p lam ting chuyén héa cholesterol tao thanh acid mat thong qua su

thodt c ché hydroxylase & microsom gan (hydroxylase 1a enzym diéu hoa tong hop acid

mat tir cholesterol bi tic ché€ bdi acid mat), va lam tang s6 luong va hoat tinh LDL -
receptor & mang t€ bao.

2.1.1. Cholestyramin

La chat nhua trao déi ion, c6 tinh base manh, khong tan trong nudc, uéng hau nhu khong
hép thu qua duong tiéu hda, nhung khong anh hudng dén cac enzym & cac duong tiéu hoa.

Do c6 su trao déi ion clo vé6i acid mat mang dién 4 m tao nén phiic hop nhua gan acid mat
khong hap thu lam tang thai acid mat qua phan; tGc ché chu ky gan rudt cua acid mat lam
tang su téng hop acid mat tir cholesterol bdi su thodt tc ché hydroxylase. Do giam acid
mat nén thudc cling 1am giam su hap thu sterol nguén téng hop cholesterol..

Thuoc bat dau ¢6 tac dung ha LDL trong mdu sau khi diing 4 -7 ngay va tiac dung t6i da
trong vong 2 tuan. Trén hau hét bénh nhan, thudc lam tang triglycerid tit 5 - 20% so véi
truéc khi di€u tri, nhung dan dan s€ tr6 vé gid tri ban dau trong vong 4 tuln.
Cholestyramin lam tang HDL -cholesterol khoang 5% va giam LDL - cholesterol khoang
10 - 35% tuy theo liéu lugng, va duoc chi dinh t6t & bénh nhan ting lipoprotein mau typ
Ia.

Do tao dugc phifc véi acid mat, nén thudc cé thé gay r6i loan dudng tiéu héa nhu: budn
non, day bung, tdo bon, ha prothrombin. Ngoai ra do tinh hap thu manh, nén thudc con
lam giam hap thu mot s6 thudc khi dung cung duong udng nhu: digitoxin, pheylbutazon,
phenobarbital, clorothiazid, thuoc chong dong din xuét ¢ oumarin, thyroxin. D€ tranh
tuong tac thudc, nhitng thudc trén nén uéng mot giv trudc hoac 4 giv sau khi dung
cholestyramin.

+ Ché pham va liéu dung:

- Cholestyramin (Questran) g6i bot 4g, uéng 16 -32 gam trong 24 gio chia lam 2 - 4 lan.
2.1.2. Colestipol

La polyme cua diethylpentamin va epiclohydrin, tan trong nu6c, hit 4m rat manh. Téc
dung, co ché tic dung va tac dung khong mong muén gidong nhu cholestyramin.

Ché pham:

Colestipol (Colestid) géi 5 gam hoac vién 1 gam, uoéng 10 -30 gam/24 gi®, chia 2-4 lan.
Thudc dugc chi dinh trong tang lipoprotein mau typ IL.

2.1.3. Neomycin
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La khang sinh nhém aminoglycosid, uéng lam ha lipoprotein mau, dac biét 1a ha LDL -
cholesterol (khong phu thudc vao tdc dung khdng khuin) va duoc chi dinh trong ting
lipoprotein méu typ Ila.

- Ubng liéu 0,5 - 2g/24 gio.
- Tac dung khong mong muon (xin doc bai “Khang sinh”).
2.1.4 .Ezetimib

La thudc tc ché€ su hdp thu cholesterol & rudt duoc dung riéng ré hoac phoi hop véi dan
Xudt statin trong trudng hop ting cholesterol mau do ché€ do an hoac do di truyén véi li€u
10 mg /ngay. Khi dung thuéc c6 thé gap mot so tic dung khong mong mudn nhu: ia chay,
dau bung, dau dau, phit mach va phat ban. Khong dung thuéc cho tré em duéi 10 tudi va
nguoi giam chic nang gan .

2.2. Thuéc lam giam tong hop lipid

Gom nhiing dan xuat cua acid fibric ( bezafibrat, ciprofibrat, fenofibrat va gemfibrozil);
dan xuat statin (pravastatin, simvastatin, lovastatin, rosuvastatin); acid nicotinic; probucol.

Cac dan xudt acid fibric tang hoat tinh lipoproteinlipase, cdc dan xud t statin c6 cdu tric
gan giong v6i HMG-CoA nén tc ché canh tranh HMG -CoA-reductase
(hydroxymethylglutaryl- CoA- reductase) lam giam tong hop cholesterol, dong thoi ciing
lam tang sinh LDL-receptor & mang t€ bao.

Acid nicotinic 12 mot vitamin dung dé diéu tri bénh Pellagra, nhung ciing 1am ha
lipoprotein mau. Tac dung nay dugc thong qua bdi su tang sinh LDL -receptor va tic ché
su tich tu AMP trong m&, tang hoat tinh triglyceridlipase lam giam LDL -cholesterol.

Probucol ¢6 cau tric héa hoc hoan toan khac v6i nh 6m thudc trén, co ché tic dung clia
thu6c van con chua dugc giai thich ddy du. Nhiéu nghién ctu di ching minh thuéc lam
tang chuyén héa LDL-cholesterol khong thong qua LDL-receptor vi ¢ ngudi tang
lipoprotein mau c6 thi€u hut LDL -receptor do di truyén, thuéc van con tac dung. C6 tac
gia cho ring probucol ngin can oxy héa clia acid béo va lam giam kha nang ti€p nhap
LDL cua t€ bao ndi mo.

2.2.1. Acid nicotinic (Vitamin PP, Vitamin B3, Niacin)

La vitamin tan trong nuéc, c6 nhiéu trong gan, thit, c4, rau, qua va ngii céc. Vi khuédn ruot
c6 thé téng hop mot luong nho vitamin PP.

Ngoai vai trd NAD, NADP tham gia vao chuyén hoa protid, glucid va oxy héa trong
chudi ho hap t€ bao & cdc mo, acid nicotinic con lam ha lipoprotein méu ro rét. Sau 1 - 4
ngay diéu tri, vitamin PP lam giam triglycerid 20 - 80%. D6i v6i LDL-cholesterol, thudc
c6 tdc dung rd sau 5 - 7 ngdy. Sau 3 - 5 tuan diéu tri thuoc c6 tic dung t6i da. Co ché tac
dung cua thudc c6 thé do giam sin xuat va tang thai VLDL, tic ch€ phan huy lipid, giam
cung cap acid béo cho gan, gidm téng hop triglycerid, gidm van chuyén triglycerid,
VLDL va giam san xudt LDL. Thudc giy tang HDL-cholesterol nhung co ché chua rd
rang.
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Khi thi€u hut vitamin PP ning s& gay bénh pellagra c6 biéu hién viém da, ia chdy va roi
loan tri nhé.

- D€ giam tdc dung khong mong muon dic biét 12 néng bong ,ngita nira ngudi trén cula
thudc, nén uéng thudc vao bita an vdéi licu tang dan, khéi dau 300 -600 mg chia 1am 3 lan
trong ngay sau 3- 4 tudn d6 sé dung liéu duy tri 2-6 g/ngay. Mot s6 tiac gia khuyén nén
uong aspirin 160 - 325 mg/24 gid cling ¢6 thé 1am giam tdc dung khong mong mudn cia
acid nicotinic.

Thudc duogc chi dinh trong tang lipoprotein mau typ II, III, IV va V. Nén phoi hgp véi
cholestyramin va colestipol trong di€u tri s€ giam duoc liéu 1 ugng va giam tdc dung
khong mong muon cta thudc. Ngoai ra, vitamin PP con dugc chi dinh trong trudong hop
thi€u mau va phu nit dung thudc tranh thai.

2.2.2. Dan xudt ctia acid fibric

Céac thuoc nhém nay héap thu t6t qua duong tiéu hda, gan manh vao protein huy€ t va c6 tac
dung rat khac nhau trén lipoprotein mau, nhung c¢6 cing mdt co ch€ chung la tang hoat
tinh lipoprotein lipase & trong t€ bao dac biét 1a t€ bao co, dan dén lam tang thuy phan
triglycerid va tang thodi héa VLDL. Su tang HDL -cholesterol véi co ché€ chua 1o rang.
Cic ché pham fenofibrat (Lypanthyl), bezafibrat (Bezalip), gemfibrozil (Lopid) va
ciprofibrat ( Lipanor) dang duoc wu tién lua chon st dung trong tang triglyceride nhung
do con c6 tac dung trén LDL nén con dugc dung trong tang lipoprotein t yp II, III, IV va V
v6i liéu lugng tr 200 mg-1200 mg tuy ting ché pham.Thudc c6 rat it tic dung khong
mong muon, tuy nhién c6 thé gap réi loan tiéu héa, dau ddu, chéng mat, mét moi va dau
co, tiéu co van( dac biét & nguoi giam chiic nang than), thi€u mau, t ang nhe transaminase,
giam phosphatase kiém.

- Chong chi dinh giong nhau véi tat ca cac thudc cing nhom:
+ Giam chiic nang gan, than va s6i mat.

+ Ngudi c6 thai, cho con b, tré em dudi 10 tudi.

2.2.3. Dan xudt statin

Céac thuéc nhém nay tc ché HMG-CoA nén lam giam LDL-cholesterol tir 25-45% tuy
theo tiing thudc va li€u luong. Tac dung ha triglycerid kém hon dan xuat acid fibric nén
duogc lya chon uu tién trong nhitng truong hop tang cholesterol mau dac biét typ II, 111, IV
vaV.

Do di qua dugc rau thai va sita nén thudc khong dung cho ngudi ¢6 chiic nang gan, than
gidm nang, phu nit ¢6 thai va cho con b, tré em dudi 18 tudi vi thudc c6 thé gay bat
thuong & xuong cua sdc vat thi nghiém . Dung lau dai thudc gay tang transaminase gip
3- 4 1an binh thuong, ngimg thud ¢ enzym lai tré vé binh thuong. Khi di€u tri can theo doi
chiic nang gan va creatinin phosphokinase.

+ Thuoc ¢6 tac dung khong mong muon giong nhau:
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- Pau co, tiéu co van, sin ngita, dau dau, chéng mat, r6i loan tiéu héa va tang cao
transaminase trong mau.

- C4c thudc trong nhém dugc tém tat trong bang 30.1.

Bang 30.1: Ché pham va liéu luong mot so6 thudc trong nhom statin

Tén goc Biét duoc Liéu luong
(mg/ngay)
Atorvastatin Lipitor 10-40

Fluvastatin Lescol 200-400
Lovastatin Mevacor 20- 80
Pravastatin Vasten 10-40
Rosuvastatin Crestor 10-20
Simvastatin Lodales 10- 40

2.2.4. Probucol (Lorelco, Lurselle)

C6 cau tric hoan toan khac v6i cac thuoc da néu trén. Rat tan trong lipid nhung hap thu
kém. Thic an 1am tang su hap thu thudc. Do tan trong lipid, nén thuoc dong lai lau trong
co thé. Sau khi ngiing thudc 6 thang, ndng do thudc chi gidm 80% so véi néng do t6i da
trong mau. Thuoc lam ha LDL-C that thuong, khong lam ha triglycerid. Thuoc gay ha
HDL-cholesterol manh va kéo dai nén né chi duoc Iua chon trong diéu tri sau cac thudc
khac.

Probucol 1a chat chdng oxy héa manh nén ¢6 tic dung chong xo vita manh & stc vat thi
nghiém.

Khi ding thudc ¢ thé gap mot s6 tdc dung khong mong muon: ia chdy, ddy bung, dau
bung, budn non.

Khong dung thudc & nhitng bénh nhan méi bi nh6i mau co tim, cé khoang QT . kéo dai,
phu nit ¢6 thai, cho con b, tré em du6i 18 tudi, dang diung cic thudc chéng loan nhip tim
nhém I, III, chong trdm cam loai 3 vong, dan xuét phenothiazin.

- Vién 250 mg, ngay uoéng 500mg chia 2 lan.

2.2.5. D-Thyroxin

D-Thyroxin 1a dong phan quay phai cua L -Thyroxin mat mot s6 tac dung clia hormon
tuyén gidp, nhung lai c6 tdc dung ha lipoprotein mdu manh do ting chuy én cholesterol
thanh acid mat va tang thai sterol qua phan.

Puoc chi dinh cho tré em c¢6 lipoprotein mau cao. Khong ding cho ngudi cé bénh tim vi
dé c¢6 con nhéi mdu co tim va con dau vang trude tim. Liéu khoi ddu Img, sau d6 tang
dan, t6i da 4-8 mg/24 gid. Véi liéu nay, khong thay cé phan tng cé hai.
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2.2.6. Cac acid béo khong no da tri ho omega 3

Trong dau mot so6 loai ca dac biét 1a ca hoi, ca ngir, ca trich, ca thu ¢6 chita mot s6 acid
béo khong no da tri ho Omega 3 ¢6 tac dung lam giam triglycerid va VLDL nh ung it anh
huong dén LDL va HDL -cholesterol trong mau. C6 2 acid béo khong no ho Omega 3 hay
dung la:

-Omega-3-acid ethylesters: 1 gam biét dugc Omacor 90% omega -3-acid ethylesters

chita 46% acid eicosapentaenolic(EPA) , 38 % acid docosahexaenoic (DHA) va 4 mg a-
tocopherol.

-Omega-3-marin triglyceride: 1 gam biét dugc Maxepa chital70 mg acid
eicosapentaenolic(EPA), 115 mg acid docosahexaenoic (DHA) va du6i 100 don vi
vitamin A va 10 don vi vitamin D.

Liéu luong cac ché phadm xin xem t& huéng dan st dung thudc.

Dé han ché su tiang va gitp ha triglycerid va cdc lipoprotein méu, nén tang cudng in c4,
dac biét 1a ca hoi, cd thu, cd ngir, cd trich trung binh 30g/ngay hoac 3 lan/tuan.

2.2.7.Mét 50 thuoc diéu tri réi loan lipoprotein mai

- Hai thuéc méi dang dugc thlr nghiém trén 1am sang pha II va III & nguoi c6 r6i loan
lipoprotein mau:

+ BMS-201038 la chat tc ché microsomal triglycerid transfer protein lam giam su
van chuyén triglycerid va céc lipid khong phan cuc dén apolipoprotein va giam su bai tiét
triglycerid tir rudt dan dén giam triglycerid va VLDL -cholesterol.

+ Avasimibe : thudc tic ché ACATI1 va ACAT2(cholesterol acyltransferase) lam giam
su ester hod cholesterol & gan, ruot, dai thuc bao va giam téng hop acid mat thong qua su
cam ung hydroxylase gy nén giam chylomicron, VLDL, LDL -cholesterol va triglycerid.
3. NGUYEN TAC DPIEU TRI ROI LOAN LIPOPROTEIN MAU
Dé han ché nguy co gay bénh tim mach can phai ha LDL va taing HDL trong mau. Theo
mot s6 nghién ctiu cho thay mudn ngan chan dugc bénh mach v anh nguyén phat hoac thi
phat can phai giam cholesterol toan phan trong mau 20 -25 % hoac LDL khoang 30 %.
Nhiam dat hiéu qua diéu tri c4n phai 4p dung mot s6 nguyén tic sau:

- Trudc tién phai c¢6 ché do an thich hop dé duy tri trong lugng binh thudng va gi am
lipoprotein mau. 0 nhitng ngudi cé chi s6 khéi co thé (BMI —body mass index ) cao hon
binh thuong, cin c6 ch€ do an chira < 300 mg cholesterol, acid béo bao hoa chi€m 10%,

acid béo khong bao hoa 10 -15%, glucid 50 - 60% va protein chi€ém 10 - 20% tong so
calo/ngay.

- Diéu tri nguyén nhan gay tang lipoprotein mau nhu: ddi thdo duong, suy giap, hoi ching

than hu, tang ure mau.

- Giam hoac chdm dut cac nguy co gy tang lipoprotein mau nhu: hiit thudc 14, uong

rugu, dung cac thudc corticoid, thudc tranh thai, t hudc tc ché - adrenergic.
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- Tang cudng hoat dong thé luc.

- Sau 3 - 6 thang thay déi ché do an, ting cudng hoat dong thé luc va diéu tri cic nguyén
nhan va loai bd cac nguy co ma lipoprotein mau van cao thi phai dung thudc ha
lipoprotein méau.

- Tuy theo co ché tac dung, cic thudc ¢ thé dugc dung riéng ré hodc phoi hop 2 hoic 3
thudc c6 co ché khac nhau dé dat duoc tdc dung hiép dong trong diéu tri nhu :

+ Cholestyramin vGi dan xuat statin;

+ Cholestyramin ph6i hgp véi acid nicotinic hoac cho lestyramin ph6i hop véi dan
Xudt statin va acid nicotinic.

+ Cac thudc thudc dan xuat statin duoc lua chon trude tién cho tang cholesterol con
dan xuat acid fibric uvu tién cho trudng hop tang triglycerid. Hai d4n xuét nay c6 thé ding
riéng ré hoic két hop trong nhitng trudng hop tang lipoprotein hdn hop. Nhung phai than
trong va theo dai tic dung khong mong muon, dac biét 1a dau hiéu tiéu co van. Do c6 tang
nguy co tiéu co van nén gemfibrozil va dan xuét statin khong dung phdi hop trong diéu
tri.

- Trong qud trinh diéu tri, ngoai viéc thudng xuyén theo ddi luong lipoprotein mau dé
danh gid hiéu qua diéu tri, bénh nhan con dugc theo doi tdc dung khong mong mudn do
thudc gay ra nhu viém co, tiéu co van, tang transaminase, roi loan dién tim v.v...

CAU HOI TU LUONG GIA
1. Trinh bay tdic dung, co ché tic dung va dp dung diéu tri ciia cholestyramin va
colestipol.
2. Trinh bay tdc dung, co ché tdc dung dp dung diéu tri cua acid nicotinic va
probucol.

3. Trinh bay tdc dung, co ché'tac dung va dp dung diéu tri ciia dan xudt acid fibric.
Trinh bay tdc dung, co ché'tac dung va dp dung diéu tri cua dan xudt statin.



