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MUC TIEU HOC TAP

L‘:‘ . Trinh bé-y dwoc tac dUng! co ché tac dung’ VDl s 1

ap dung diéu tri ctia cac thuéc anh huwdng dén hap thu

va thai trir lipid mau:

.. Trinh bay duoc tac dung, co ché tac dung, TDKMM, ap
dung diéu tri cha cac thuéc anh hwdng dén sinh tong

hop lipid:

-\ DN \\'” D \\'" Y \



"PAI CUONG

Lipoprotein = lipid + protein

Unesterified
Cholesterol

Phospholipid

Cholesterol Ester &

Triglycerides
Figure 1. Schematicdiagram
of a Lipoprotein.




| "DAICUONG

Phan loai lipoprotein

Medscape® www.medscape.com

LN 4 Classification of Lipoproteins

o SN "Bad" "Good"
el i (Non-HDL)
*x * ?
*
. b o
| e . E w . R » i :
» * * oA *
h - & ® v
Chylomicron VLDL IDL LDL HDL
s Doy, Deneny: Tl Density
n
Chrye|r?lr:;%rton Lipoprotein Lipoprotein Lipoprotein  Lipoprotein
1000 nm 70 nm 40 nm 26 nm 10 nm

& 2001 medmovie.com™
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| "DAICUONG

Phan loai lipoprotein

Lipid Mat do Kich thwoce
Chylomicron TG >>CE Thap Lén
| VLDL TG > CE
‘ IDL CE>TG
LDL CE>>TG
HDL CE>TG Cao Nho
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'PAI CUONG

- ROi loan lipoprotein mau???
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"PAICUONG




"PAI CUONG

* Cac nhom thuoc diéu chinh RLLPM




bAI CUONG

Ngoai sinh NI sinh

Dietary fat

Bile acid
-

Cholesterol

fppt.com



¥ THUGC LAM GIAM HAP THU VA
TANG THAI TRU LIPID
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RESIN TAO PHU'C VOI ACID MAT




& RESIN TAO PHUC VOTI ACID MAT

Cholesterol — nguyén liéu

tong hop acid mat NORMAL
Enzym tham gia téng hop !

Bile acids
0.5 g synthesized

acid mat co co ché diéu hoa ree

‘I nguwoc

Acid mat nhi twong hoa

0.5g COLON

Bile acids
excreted per day

lipid - hép thu lipid

Acid mat co6 chu trinh gan-

rudt
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§  RESIN TAO PHUC VOI ACID MAT

Co ché tac dung
- Tac dung truwc tiép: tao phirc v&i acid mat - giam
nhii twong hoa lipid - gidm hap thu lipid
| - Tac dung gian tiép
- Lam tang chuyén hoéa cholesterol thanh acid mat
- Lam tang s6 lwong va hoat tinh LDLr & mang té

bao
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¥ RESIN TAO PHUC VOI ACID MAT ¥

Tac dung trén cac théng so lipid mau

- Tac dung ha LDL-C
* Phu thubc liéu
[ + Bat dau co tac dung sau 4 — 7 ngay
‘ + Tac dung tbi da sau 2 tuan
- Lam tang HDL-C
- BN c6 nong d0 TG binh thwong c6é thé tang TG

[

thoang qua sau tr@ lai binh thwong
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£ RESIN TAO PHUC VOI ACID MAT

* Dworc dong hoc
- Buwdng udng

- Khéng héap thu

ANz @0 N\=2 0000 \\=
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¥ RESIN TAO PHUC VOT ACID MAT

Tac dung khéng mong muodn:
Thu6c khéng duoc hép thu - twong doéi an toan
- RL tiéu héa: day hoi, kho tiéu, tao bon
[ - Lam giam hap thu cac vitamin tan trong dau (A, D, E, K)
‘ Giam hap thu vitamin K - giam téng hop 1 s6 yéu td dong mau
— Xuat huyét néu dung kéo dai

- Co6 thé tao phirc v&i 1 sb thudc (cac thiazid, digoxin, warfarin,

tetracyclin) — ubng cac thudc khac truwéc 1h hoac sau 3-4h

udng resin
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¥ RESIN TAO PHUC VOI ACID MAT ¥

Tac dung khdng mong muon:

Cholestyrami

n Colesevelam
Colestipol
[ Tang triglycerid mau + Chuﬁé?;u Sl
‘ ROi loan tiéu hda + It

Twong tac voi sw hép thu cua )
vitamin tan trong dau hoac cac + It
thuéc khac
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¥ RESIN TAO PHUC VOT ACID MAT

Typ Tang lipoprotein Tang lipid
I Chylomicron TC o1 TG 111
Conma oL TCtt TG« |
‘[ T 110 I LDL,VLDL TCn TGT
1 IDL TC 11 TG 11
\Y; VLDL TC 1 TG 11
Chylomicron va
\Y TC 11 TG 111
\ VLDL
Chu thich: - binh thwong 1 tang
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¥ THUGC LAM GIAM HAP THU VA
TANG THAI TRU LIPID

Ezetimibe

F‘!'T!'F'.:'F'l-' S R
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EZETIMIB

- Co ché tac dung

Protal &

L i lethe Enterocyte in the Small Intestine J—IJ—I'I m hi't":
Intestine Circulation

Fat + hile

Glycerol

\ Free Fatty Triacylglycerol
N —>  Adids (TAG)
I

i

\
v Clathrin/AP2 A\

i \
Dietary & i -

1 & AFM)—
biliary  —» wypciLq | NPC1L1 )_, —» Cholesterol — — — = CE — e —— FE Bd-B
cholesterol \ ACAT MTP Chylomicrons

(-]

NPC1L1

Figure 1. The mechanism of action of ezetimibe.
©2009 Pharmacology Weekly, Inc.

ACAT = acyl coenzyme A:cholesterol acyltrensferase; MTP = microsomal triscylglycerol trmnsfer protein; MPC1LL = Niemann-Pick Cl-Like 1
protein

fppt.com™),



| EZETIMIB

Co ché tac dung
- Tac dung trwc tiép: rc ché hoat dong cua protein
van chuyén sterol trén thanh ruét non (NPC1L1) -
| giam hap thu cholesterol
- Tac dung gian tiép
- Lam tang sO lwvong va hoat tinh LDLr & mang té

bao
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L EZETIMIB

Tac dung trén cac thong sé lipid mau
- Tac dung ha LDL-C: don tri liéu hoac phéi hop voi
_ statin

- [t anh hudng dén ndng do TG va HDL-C
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‘ EZETIMIB

Dwoc dong hoc

- Buong ubng

- Khong tan trong nuwoc, lién hop véi glucuronid tai rudt
non va duwgc van chuyén vé gan théng qua chu trinh

‘ gan-ruot

- Thai trr chll yéu qua phan

- Thoi gian ban thai: 22 gio

- Resin tao phirc véi acid mat e ché hap thu ezetimib -

o\ 2 Rhdngiudng\dong theii2ithudcinay = > W,




‘ EZETIMIB

Tac dung khdng mong muon:
- RL tiéu hoa
- Pau dau, mét moi
‘ - Pau co
- Hiém: qua man (ng&ra, phu mach, s6¢c phan vé), viém
gan...

- Rat hiém: viém tuy, viém tdi mat, gidm tiéu cau, tang

creatin kinase, tiéu co...
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[ " EZETIMIB

- CHI BINH - CHONG CHi BINH

- Tang cholesterol -+ Qua man
méu, thuf)’ng ph6| . Suy g|ém chirc
| hop voi statin nang gan trung

- Ezetimib don tri binh va nang

ieu trong tang

wecholesterol mav KRl | oo s




¥ THUOC LAM GIAM TONG HOP
LIPID
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& DAN XUAT CcUA ACID FIBRIC




& DAN XUAT CUA ACID FIBRIC




DAN XUAT CUA ACID FIBRIC

Exogenous Endogenous

Dietary fat
id Bile acid

Cholesteml\

Lipoprotein Lipoprotein
lipase lipase

Fat 4-”4

Muscle

fppt.com



& DAN XUAT CUA ACID FIBRIC

Dwoc dong hoc
- Puwong udng

- Hap thu nhanh, thirc an lam tang hap thu

" - Thai trr qua than
- Thoi gian ban thai c6 sw khac biét gitra cac fibrat, '
thay doi ttr 1,1h (gemfibrozil) t&i 20h (fenofibrat)

- Gemfibrozil qua duwoc hang rao nhau thai
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& DAN XUAT CUA ACID FIBRIC

Tac dung khong mong muén: dung nap tét
- ROi loan tiéu hoa
- Mét moi, nhirc dau, thiéu mau

| - DPau co, tiéu co van (gemfibrozil): tang nguy co khi

‘  Chtrc nang than giam

- Phdi hop véi statin
- Tang nhe transaminase, gidm phosphatase kiém

- Tang nguy co hinh thanh soi mat (clofibrat)
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& DAN XUAT CUA ACID FIBRIC

* Chi dinh
| Chylomicron TC oM G ™M1
lla LDL TE 4P TG &
" . b LDL, VLDL TC M TG
I IDL TC ™ G ™
\Y VLDL TC G ™M
V Chylomicron va VLDL TC ™M LI N

Chu thich: €= binh thuong ™ tang

. \ \1-2 V3 NN \ (1’ V3N \ \I-) U S— \



" STATIN

Thubc ha lipid mau hiéu qua nhat va duoc sir dung réng
rai nhat

Cac statin dwoc stir dung hién nay

Biét dwoc Tén chung quéc té

Mevacor Lovastatin

Zocor Simvastatin

Pravachol Pravastatin

Lescol Fluvastatin

Lipitor Atorvastatin

Crestor Rosuvastatin

Livalo Pitavastatin




t ~ STATIN

Co ché tac dung
- Uc ché canh tranh®

VOl HMG-CoA
rEd u Ctase ' /7 Cholesterol
- Giam tong hop i
‘[ cholesterol tai gan MG.Con *
Mevalonate //
7
Mcdscapc@ , 2001 medmovie.com™
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l STATIN

Co ché tac dung: Ut goresrmmr:

Statins

ché canh tranh Vv&i ... S

Mevalonate
HMG-CoA reductase

HMG-CoA reductase ,"

‘[ N Glém t6ng hO’p . " : ] Ph'y‘s";d 8 . #LDL cholesterol

cholesterol tai gan R — O

'LDL receptors

- Tang tong hop e L
LDL-C receptor

Source: Ther Adv Cardiovasc Dis © 2008 London: SAGE
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~, ° Xuat hién tac
dung sau 2 tuan
Tac dung tb6i da
> sau 4 — 6 tuan

- Tac dung trén
LDL-C, TG phu
thudc statin va
liéu dung
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1 STATIN

Dwoc dong hoc
- Puwong udng
- Chuyén héa qua gan lan dau
" - Thai trr qua mat — phan
- Thoi gian ban thai: 1 — 4h, ngoai trir atorvastatin va

rosuvastatin la 20h va simvastatin la 12h

Toéng hop cholesterol tai gan manh nhat trong khodng ntra
dém dén 2h sang - cac statins co t1/2 < 4h nén duoc
uéng vao buobi toi
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"~ STATIN




STATIN

I Chylomicron TC &1 LSRN
lla LDL TC ™M TG <>
‘[ b LDL, VLDL TC M G P
1 IDL TC ™1 G ™1
\Y, VLDL 1t G ™
Vv Chylomicron va VLDL ™t LLCTRd AN A

Chd thich: €= binh thuong ™ tang
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THUOC PIEU TR| RLLPM

Dietary fat

Bile acid

Intestine

Lipoprotein
lipase
Fat
Muscle

Fat
Muscle

HMG CoA reductase
inhibitors statins

fppt.com

Lipoprotein
lipase
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THUOC PIEU TRI RLLPM

Thuodc LDL HDL TG
Statin LIl 11 L
Fibrat ! 111 Ll
f Resin tao
‘ phtrc v&i acid Ll 1 1
mat
Ezetimib !
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¥ NGUYEN TAC PIEU TR
RLLPM

* Ché db an thich hop
- Biéu tri nguyén nhan gay tang lipoprotein mau
- Giam hoac cham duirt cac nguy co gay tang lipoprotein mau
‘ - Dung thuéc riéng ré hoac phoi hop cac thuéc c6 co ché khac

nhau

* Thudng xuyén theo doéi hiéu qua diéu tri va TDKMM do thudc

. \\£%5 o |\ 2 1 w— | 11 13 u— \
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| PIEU TRI PHOI HOP

Bile Acid Sequestrant + Statin:
Mechanism of Action

T peryal  Statin phol

| Colesevelam HCI —s | BA Pool ——» Sk ?hnleateml hO’p VG
* resin lam
1 Intrahepatic >
! | ’ Cholesterol Pool | giam 20-
T HMG-CoA Reductase T LDL-Receptor 30% LDL-C
EIPI“ESEiDﬂ -t EKPI‘ESSi{Jﬂ SO V(’);I dung

STATINS = _
v _ ) statin don
+ VLDL Synthesis/Secretion 1 VLDL/LDL

Clearance tri lieu
4 LDL-C Production I

BA = bile acid 1 4 Plasma LDL-C
‘Statin uéng trwéc 1h hoac it nhat 2h sau uéng
resin dé dam bao hap thu

fppt.com
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Dual Inhibition:

Ezetimibe and Statin O (czetimibe/simvastatin) et

Statin ~ Synthesis of Cholesterol J
Ve g
Bile lLDL-C

o
Cholesterol | ‘ absorption ‘

Intestine pRtimioe Statin CCP v&i PNCT nén san
oy | pham phdi hop khong nén sir
cholesterol Excretion dung cho phu ni¥ trong d6 tuoi
sinh de néu khéng dung kém véi
cac bién phap tranh thai




THANK YOU!
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