Nguyén Thé Bdo — Gac hoc tdp YAB41 CTUMP

Tiép can diéu tri roi loan lipid mau theo ting

budc

(Bai soan chi mang tinh chat tham khao, véi tu cach 1a 1 SV chua c6 nhiéu kinh nghiém vé
LS, mong anh chi va cac ban can nhic khi tham khao)

|. CHAN POAN ROI LOAN LIPID
MAU:
1. Lam sang:

- Khai théc tién sir gia dinh vé rdi loan lipid
mau

- Triéu ching thudng khong dic hiéu: c6 thé
thdy u vang & mi mat, da, gan Achiles, day
chang can co (xanthelasma) trong rdi loan
lipid mau c6 tinh chat gia dinh.

- Tim céc yéu t6 nguy co nhu cac bénh dong
méc (ting huyét ap, dai thao duong, béo
phi), ché d6 an uéng, 16i Séng tinh tai, hat
thudc, udng ruou...

- Tim céc bénh ly gay rdi loan lipid mau tha
phét (néu c6): suy giap, dai thao duong, hoi
ching than hu hay do thuc (corticosteroid,
estrogen, progestin, steroid, androgen,
cyclosporine, retinoid...)

- C4c triéu ching khi da c6 bién chiing (bénh
do xo vira dong mach): bénh 1y dong mach
vanh, mach ngoai vi, mach nao

2. Xét nghiém: Chan doan réi loan lipid mau

khi c6 mét trong céc tiéu chuan sau:

Tang cholesterol: > 200 mg/d! (5,2 mmol/l)

Téang LDL-C: > 130 mg/dl (3,4 mmol/l)

Giam HDL-C: < 40 mg/d! (1 mmol/l)

Tang triglyceride: > 200 mog/dl (2,3 mmol/l)

Réi loan kiéu hon hop: khi ting cholesterol +
tang triglyceride

3.Thoi diém tam soét:

- Khi > 20 tu6i, thuc hién bilan lipid mau
(cholesterol toan phan, LDL-c, HDL-c,
triglyceride) sau khi nhin doi 12 gio — thyc
hién lai mdi 5 nam néu trong gidi han binh
thudng va khong c6 bién cb tim mach

- Bénh nhan nhap vién véi hoi chirng vanh
cap thi nén xét nghiém bilan lipid méu trong
vong 24 gio néu chua rd gid tri cac thdng sd
lipid mau gan day.

Il. CHIEN LUQC TIEP CAN PIEU

TRI ROI LOAN LIPID MAU:
Nim vitng nquyén tic diéu tri
Tién hanh phan ting nguy co bénh nhan
— Tir d6 xac dinh dich diéu tri VA chién
luoc diéu tri.
Loai trir nguyén nhan rdi loan lipid méau va
kiém soét tét cac yéu té nguy co gay roi
loan lipid méu
Khi diéu tri bang thudc, dya trén cac bang
chung 1am sang hién tai dé dat hiéu qua tdi
wu: Vai tro caa STATIN van 1a ¢t 16i didu
tri giam bién c6 BTMXV
C6 ké hoach theo dbi:
+ V& tuan tha diéu tri
+ V& hiéu qua diéu tri: Theo ddi dién tién
cua cac bénh ly, bién chung kém theo +
két qua xét nghiém lipid mau dé chinh liéu
va thay doi thudc
+ V& tac dung khdng mong muén cua
thudc
Thuc hién cac buéc nhu trén:
Buéc 1: Phan tang nguy co bénh nhan
Nguy co rit cao:
+ C6 bang chung cua bénh tim mach xo
vira:
. Trén 1am sang: hoi chung vanh cép, tién
stt NMCT, con dau thét nguc on dinh, tién
can tai thong dong mach, dét quy nao, con
TIA hoac bénh dong mach ngoai bién do
X0 vira
. Trén hinh anh hoc: mang xo vira 16n khi
chup mach vanh hoac trén CT-scan (bénh
mach vanh da nhanh véi 2 nhanh déng
mach I6n & ngoai tdam mac hep trén 50%)
hoac mang xo vira 16n khi si€u am dong
mach canh
+ Daéi thao dudng co ton thuong co quan
dich: microalbumin niéu, bénh than do dai
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thao duong, bénh than kinh do dai thao

duong

+ Bénh than man véi GFR <30 ml/phit/m?

da

+ Tinh theo thang diém SCORE > 10% vé

nguy co tir vong tim mach trong 10 nam.

+ Tién can RL lipid mau gia dinh c6 bénh

tim mach xo vira (BTMXV) hoac kém

YTNC quan trong khéc

Nguy co cao:

+ C6 kém mot trong cac yéu td sau: TC >

8 mmol/L (>310 mg/dl), LDL-c >4,9

mmol/L (190 mg/dl) hodc huyét ap >

180/110 mmHg

+ Pai thao dudng chua co ton thuong co

quan dich, ma thoi gian mic BTD >10

nam hoac cé kem YTNC khac

+ Bénh than man véi GFR tir 30-50

ml/phat/m? da

+ Diém SCORE tir 5-10%

+ Tién cin RL lipid mau gia dinh khong

kém YTNC quan trong khac

Nguy co trung binh:

+ Bénh nhan tré tudi c6 mac BTD (type 1

< 35 tudi, type 2 < 50 tudi) ma thoi gian

mac <10 nam va khong kém YTNC khac

+ Diém SCORE tir 1-5%

Nguy co thap: Diém SCORE <1%
Buéc 2: Xac dinh dich diéu tri

va chién lwge diéu tri

Xac dinh dich diéu tri:

+ LDL-c 1a dich diéu trj chinh

+ CO ké hoach can thiép khi c6 ting

triglyceride nhiéu

+ Non HDL va Apo-B la muc tiéu phu

(Iuru y: muc tiéu ctaa non-HDL duoc tinh

bang muc tiéu cta LDL-c trong ung + 0,8

mmol/L)

+ Pich diéu tri:

. Nhom nguy co rat cao: LDL < 1,4

mmol/l (55 mg/dl)

. Nhom nguy co cao: LDL < 1,8 mmol/I

(70 mg/dl)

. Nhom nguy co vua: LDL < 2,6 mmol/I

(100 mg/dl)

. Nhom nguy co thap: LDL < 3 mmol/|

(116 mg/dI)
Luu ¥: Khi bénh nhan dang diéu tri liéu
statin ti da dung nap duwoc ma xay ra bién
cb tim mach 1an 2 (khéng can phai ciing
loai bién cb lan dau) trong vong 2 nam =>
can nhac LDL <1 mmol/L

- Xéc dinh chién lwge diéu tri (t6m gon

nhiing tinh hudng quan trong trong bang cua

ESC 2019)

+ Nguy co rat cao => *Két hop diéu tri thudc

+ thay d6i 16i séng khi LDL >1,4 mmol/L

+ Nguy co cao => *Két hop diéu tri thudc +

thay déi 16i séng khi LDL >1,8 mmol/L

+ Nguy co trung binh => *K¢ét hop diéu tri

thudc + thay ddi 16i séng khi LDL >3 mmol/L

+ Nguy co thap => *K¢ét hop diéu tri thude +

thay doi 16i song khi LDL >4,9 mmol/I

Luu ¥: *c6 thé can nhic diéu tri thudc &

ngudng LDL thap hon tity c4 thé hoa ting

bénh nhan

Buéc 3: Loai trir nguyén nhan thw phat
va kiém soat cac yéu té nguy co

C6 ké hoach diéu chinh, loai trir, kiém soét

tt cac nguy@n nhan thtr phét gay RL lipid

mau d3 ké trén
Kiém soat cAc yéu té nguy co. Muyc tiéu
thay doi 16i song nhu sau:
+ Bo thuée la
+ Han ché ruou bia téi da
+ Ché do an kiéng, giam tiéu thy chét béo
bio hoa, ting khau phan an hoa qua, rau,
cac loai dau va cd; giam an ngot, nudc
udng c6 dudng, ma dong vat
+ Tap thé duc: 30-60 phat mdi ngay, it
nhat 5 lan/tuan, khong duoc nghi lién tuc 2
ngay
+ Kiém soét can ning, vong bung: BMI
duy tri 20-25 kg/m2, vong bung <94 cm
(véi nam) va < 80 cm (vai nix)
+ Kiém soat huyét 4p < 140/90 mmHg
+ Kiém soat HbA1C <7%
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Buéc 4: Piéu tri bang thuéc

Trude khi di vao van dé chinh, duwdi day l1a
nhitng thdng tin co ban vé mgt sé thusc
trong diéu tri réi logn lipid mau (xem ki
nhom statin va nhom fibrate nhé!!)

Thuéc &c ché men HMG-coA reductase
(nhdém statin):

+ Co ché: tc ché enzyme HMG-coA
reductase (chiu trach nhiém chuyén doi
HMG-coA thanh tién chat cua sterol, bao
gdm cholesterol) — giam tong hop

cholesterol ¢ gan + kich thich tong hop thu

thé LDL & gan — giam LDL trong mau.
+ Dwoc ddng hoc: tat ca statin duoc hap
thu nhanh, t6i da 4 gio. Atorvastatin va
rosuvastatin c6 thoi gian ban hay dai hon
— hiéu qua giam cholesterol kéo dai ca
ngay; statin chuyén héa tai gan théng qua
hé CYP P450; khéng ding thudc qua gan
bira dn va c6 thé dung 1 lan trong ngay
trude khi di ngu.
+ Phén loai statin theo mirc do giam

LDL-c:

Bang phéan loai statin theo mirc do giam

LDL-c
Statin cuong | Statin cuong Statin
do cao do trung cuong do
(giam 50% binh thap (giam
LDL-c) (giam 30- 30% LDL-
50% LDL-c) C)
Rosuvastatin | Rosuvastatin
20-40mg 5-10mg
Atorvastatin | Atorvastatin
40-80mg 10-20mg
Simvastatin | Simvastatin
20-40mg 10mg
Pravastatin | Pravastatin
20-40mg 10-20mg
Lovastatin Lovastatin
40mg 20mg
Pitavastatin | Pitavastatin
2-4mg 1mg
Fluvastatin | Fluvastatin
80mg 20-40mg
+ Chéng chi dinh

. Phu n&t mang thai va cho con bu

. Bénh gan giai doan hoat dong/tang men
gan kéo dai chua giai thich duogc

+ Tac dung khdng mong mudn:

. Ton thuong co (ndi 16 & budce 5)

. Ton thuong gan (ndi 18 & budc 5)

. Tang nguy co mic dai thao duong: co
ché 1am giam tiét insulin & tuy va giam nhay
cam insulin ¢ ngoai bién

+ Mot s6 statin quan treng trén I1am
sang:

. Atorvastatin: khai dau lidu 10-20 mg
hoic cao hon (t6i da 80 mg) tly theo cudng
do statin can dung dé diéu tri. St dung liéu
duy nhét bat c luc nao trong ngay, khéng
phan biét thoi gian bira an — XN bilan lipid
mau va chinh liéu méi 2-4 tuan. Khong can
chinh liéu trén BN suy than, tranh dung
chung vai cyclosporine, thubc tc ché
protease HIV. Khi dung chung vaéi
clarithromycin, itraconazole — gigi han liéu
& mirc 20mg/ngay

. Rosuvastatin: khéi dau liéu 5-20 mg,
hodc cao hon (t6i da 40mg) tly theo cudng do
statin can dung dé diéu tri. St dung liéu duy
nhat bat ctr 1tc nao trong ngay, khéng phan
biét thoi gian bira an — XN bilan lipid mau
va chinh liéu mdi 2-4 tuan. Chuyén héa qua
men CYP450-2C9 nén it twong tac thude hon.
Luu y & BN suy than véi GFR <30ml/phat/m?
da — bat dau liéu 5mg/ngay va khdng qua
10mg/ngay.

Thudc nhém fibrate:

+ La liéu phap dau tién cho BN ting
triglyceride mau nang

+ Co ché: tc ché tong hop acid béo + tang di
hoa acid béo + giam san xuét triglyceride va
giam VLDL

+ C6 2 thudc chinh:

. Gemfibrozil: hip thu hoan toan sau uéng,
dat dinh 1-2h sau dung thudc, nén ding trudc
an 30 phut; thoi gian ban thai # 1h. Liéu
dung: 600 mg 2 lan/ngdy, trudc an sang va ti
30 phut (giam con 600mg/ngay khi GFR <60
ml/phat va khdng dung khi chay than nhan
tao), than trong va giam liéu thuéc chéng
dong mau khi dung chung
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. Fenofibrate: bai tiét 60% qua nudc tiéu, 25%
qua phan, chuyén hda baoi CYP P450, thoi
gian ban hay # 20h. Liéu dung ban dau véi
acid fenofibric 12 135 mg mdi ngay mot lan
(giam liéu khi GFR <60 va khong nén dung
khi GFR <30 ml/phat/m? da)

+ Chéng chi dinh:

. Tién sir bénh gan dang hoat dong, suy than
nang, bénh tai mat

. Chédng chi dinh két hop gemfibrozil voi
thudc ha duong huyét

. Chdng chi dinh fibrate trong thai ky va cho
con bd

+ T&c dung khéng mong muaén:

. Ton thuong co: dic biét khi két hop chung
Véi statin

. Tang men gan — theo dai dinh ky va ngung
diéu tri néu > 3 1an gigi han trén

. Fenofibrate lam ting ndng do creatinin —
theo dai dinh ky ¢ BN suy than

Thudc Ezetimibe:

+ Co ché: Uc ché hap thu cholesterol & rudt
non

+ Duge ddng hoc: chuyén hda chu yéu & ruot
non va gan; thoi gian ban huy # 22 gio, bai
tiét phan 16n qua phan va mét phan qua nuéc
tiéu. Pap g ti da thuong dat trong 2 tuan
va duy tri trong sudt thoi gian diéu tri.

+ Chi dinh: c6 thé dung phéi hop Vi statin
dé giam thém LDL-c

+ Chéng chi dinh:

. Suy gan trung binh/n@ng (Child-pugh >7)

. Phu nir mang thai

+ Liéu dang: 10 mg mdi ngay mot lan.
Khéng can chinh liéu & BN suy gan hoic suy
than nhe hay & BN 16n tudi

+ Tac dung khéng mong muén: triéu ching
duong ti€u hoda, dau co...

Thudc gin acid mat:

+ Co ché: lién két acid mat va mudi mat
trong rudt non, lam mét vai trd hip thu chat
béo cua cac chit nay — giam héap thu
cholesterol, ddng thoi lam ting chuyén hoa
cholesterol ¢ gan thanh acid mat + tang thu
thé LDL & gan — giam cholesterol méu

+ Chi dinh: don tri liéu giam LDL hoic két

hop statin & BN tang lipid mau nguyén phat
+ Chéng chi dinh: Tién st tic rudt, tic mat,
tang triglyceride > 500 mg/dl, tién st viém
tuy do triglyceride, phu nir ¢6 thai...

+ Liéu dung va tac dung khéng mong
muén: cac ban tu tham khao thém

Niacin:

+ Co ché tac dung: giam hoat hoa lipase —
giam acid béo tu do giai phong tir té bao m&
cho gan dé san xuat triglyceride va VLDL —
giam LDL

+ Hién nay khéng con dung nhém nay trong
diéu tri r6i loan lipid mau

Thudc dang khang thé don dong vc ché
enzyme PCSK9:

+ Co ché tac dung: twong tac véi vi tri gan
cua enzyme PCSKQ (vai tro thoai giang thu
thé LDL & gan) trén thy thé LDL — ting boc
16 thu thé LDL — giam ndng d6 LDL trong
mau

+ Thuéc hién cd: Alirocumab va
Evolocumab

+ Chi dinh: tang cholesterol mau gia dinh
loai dong hop tir; réi loan lipid mau tién phat
kho dap tng véi thude khac; kiém soéat nong
d6 LDL kho khdng ché bai statin don thuan
va dy phong bién ¢ tim mach tha phat

+ Liéu dung: Alirocumab (Praluent) 75-150
mg mdi 2 tuan dang but tiém hozc
Evolocumab (Repatha) 140mg mdi 2 tuan hay
420mg mdi thang

+ Té&c dung khéng mong muén:

. T&c dung phu trén da: phat ban, may day,
sung, dau, viém mach, bam tim

. Triéu chiing than kinh: 10 1an, ngu ga, kho
tap trung

. Cam lanh, cum, dau lung,...

. Tang d¢ khang insulin va dai thao duong
Ngoai ra, hién con c6 mot sb thudc moi dang
trong qua trinh nghién ciru nhu: Thude e ché
enzyme CETP, thudc tc ché truc tiép apoB,
thuéc uc ché MTP,...

Vi sao vai trd caa statin 1a cét 16i trong diéu

tri giam bién c6 BTMX\V?
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. Céc bang chiing 1am sang tir cac thir nghiém, diéu tri statin cuong d6 trung binh hoic
nghién ctru cho thay viéc giam LDL-C bang cudng do cao cé thé hoa tly theo mic do
liéu phap statin dé phong ngua tién phét ciing nguy co mac BTMXV va mac LDL caa BN.

nhu phong ngtra thir phét rat cé hiéu qua trong
viéc giam cac bién cb tim mach

. Statin khuyén c4o 1a lya chon dau tay dé diéu
tri rbi loan lipid méau ¢ bénh nhan BTD c6
nong d6 LDL-c cao

. Statin hoic statin két hop ezetimibe & BN
CKD giai doan 3-5 khdng phu thuéc loc mau
(do dugc xép vao nhoém nguy co tim mach cao
hoac rat cao)

. Statin lam giam nguy co dot quy trong phong
ngtra tién phat va thir phat nhdi mau néo,
khong lam tiang nguy co xuat huyét ndo va muic
d6 nang cua xuat huyét ndo

. Statin 1am giam triéu chung dau cach hoi,
giam ty ¢ tai thdng mach méau ngoai bién va
giam ty Ié cat cut chi & bénh 1y dong mach
ngoai bién do xo vira

Tir cac bing chieng trén, ta cin nhé 4 tinh
hudng nén bit dau liéu phap statin:

- BN ¢6 BTMXYV trén 1am sang: Theo chién
lugc tiép can nhu trén thi muc tiéu diéu tri 12
LDL giam > 50% so v&i nén (khi chua diéu
tri) hoac LDL < 1,4 mmol/l. Str dung statin
cuong do cao — khi statin di dat liéu téi da
(hoac liéu cao nhat BN c6 thé dung nap duoc)
ma chua dat muc tiéu — can nhic bo sung
thém ezetimibe trudc khi ding thude e ché
PCSK9

- LDL-c > 190 mg/dL: Theo chién luoc tiép
can nhu trén thi muyc tiéu diéu trj la LDL
giam > 50% so vai nén (khi chua diéu tri)
hoac LDL < 1,8 mmol/L. St dung statin
cuong do cao — cac budc sau tuong ty
treong hop trén

- DTP tir 40-75 tudi kém LDL > 1,8 mmol/L:
Str dung statin cuong do cao, dich diéu tri
danh gia theo phan tang nhu trén tily theo
DTD co ton thuong co quan dich hay chua

- BN tir 40-75 tudi véi nguy co mac BTMXV
kém LDL tir 1,8-4,9 mmol/L => Can nhic
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Mot s6 tinh hudng thwdng gip khac:

O bénh nhan Ién tubi:

+ Dy phong tht phat khi ¢3 mac BTMXV
gidng nhu & nguoi tré tudi

+ O BN >75 tudi cd thé nging statin khi chuc
ning song caa BN (bao gom thé chat va nhan
thirc) suy giam, ¢6 nhiéu bénh dong mic, ky
vong song khéng cao

Bénh than tién trién can phai loc mau va dang
st dung statin => van tiép tuc dung nhung néu
chua dung trude do thi khong nén khai tri liéu
phap statin trén nhém BN nay

Bénh nhan c6 kem tang triglyceride mau:

+ La yéu té nguy co doc lap véi tim mach

+ Thuong thay trong hoi chitng chuyén hda va
c6 rat nhiéu nguyén nhan tiém an nhu béo phi,
suy than, dai thao duong, st dung
corticosteroid, beta-blocker

+ Phan muc do:

. Binh thuong <150 mo/dl

. Binh thuong cao: 150-199 mg/dl

. Cao: 200-499 mg/di

. R4t cao: >=500 mg/d|

Theo Endocrine Society thi phan thém 2 do
nira:

. Nghiém trong: 1000-1999 mg/d! (ttr mac nay
nguy co cao mac viém tuy cap do ting
triglyceride)

. Rat nghiém trong: > 2000 mg/d|

+ Diéu tri:

. Ttr mic rat cao (500 mg/dl) tro 18n s& két hop
diéu tri bang ché d6 an han ché tbi da chat béo,
tang cuong luyén tap thé lyc, giam can va két
hop thudc (fibrate, omega-3)

. Dué6i muc rat cao: van lay LDL 1a dich diéu
tri chinh!

Bénh nhéan c6 kém giam HDL-c: Cha yéu thay
dbi 16i séng va diéu chinh cac nguyén nhan
(dac biét la cac thude gay giam HDL-c)
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*Theo ddi sw tuan thi caa bénh nhan vé thudc

Buéc 5: Theo di diéu tri

va thay ddi 16i sbng

*Theo ddi hiéu qua diéu tri:

Trude khi dat muc tiéu: Xét nghiém bilan
lipid mau maoi 4-12 thang sau khi khei tri
hoac sau mdi lan thay d6i/phdi hop thude
ha lipid mau

Khi da dat myc tiéu: Xeét nghiém bilan
lipid m&u hang nam (trie khi BN bo tri
hoac c6 céac bénh ly di kém/nguy co khac
can phai theo doi thudng xuyén hon)

*Theo ddi tac dung khéng mong mudn:

Bénh co do statin/fibrate:
+ Theo d6i céc triéu chirng: dau moi, cang
cing co, dai do (dai myoglobin)
+ Theo d&i xét nghiém CK: Trudc khi diéu
tri (néu CK ting > 4 1an gidi han trén thi
khéng khai tri — tim nguyén nhan, giai
quyét nguyén nhan va XN lai) => khong
can theo di thuong quy, chi XN theo ddi
khi BN c6 cac triéu chiing ké trén
+ Can dic biét luu ¥ trén cac dbi tuong co
nguy co cao: ngudi 16n tudi, nhiéu bénh ly
noi khoa, bénh gan, than, co kém theo bét
ké nong d6 CK la bao nhiéu!
+ Céch xt tri khi c0 triéu chiing ¢ co/tang
CK
. CK > 10 lan so véi gidi han trén =>
ngung statin + kiém tra chirc ning than +
do lai CK mdi 2 tuan
.4 1an < CK < 10 lan + khéng triéu chtng
=> tiép tuc sir dung + kiém tra lai CK mdi
2-6 tuan
.4 1an < CK < 10 lan + c6 triéu chiing =>
ngung statin + kiém tra lai CK => chi bat
dau lai statin véi liéu thap hon (hodc doi
statin khac hay két hop véi nhom thude
khac) khi CK d4 tro vé binh thuong
. CK tang nhung < 4 1an: néu khong c6
triéu chirng => tiép tuc dung; néu co triéu
chirg thi theo di CK thuong xuyén, khi
triéu chirng van con tiép dién => ngung va
danh gia st dung lai sau 6 tuan

Ting ndng do AST/ALT:

+ Khéng phan &nh ton thuong hay té bao gan

thue sy va hau nhu khong bao gio tién trién
gay anh hudng dén chiic ning gan => Khong
khuyén céo theo dbi dinh ky & BN khéng c6
triéu chung

+ Theo ddi tién hanh 1 lan duy nhat sau 8-12
tuan ké tir khi khoi tri/sau khi nang liéu statin
+ Céch xtr tri khi c6 tang men gan:

.Néu ALT tang < 3 1an => tiép tuc dung va
kiém tra lai sau 4-6 tuan

.Néu ALT tang >= 3 1an => ngung statin
hozc giam liéu va theo d6i men gan trong 4-6
tuan => su dung lai véi lidu thép hon mot
cach than trong khi men gan vé binh thuong
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