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LO1 CAM ON

Loi dau tién toi xin chan thanh cdm on Pang iy, Ban Gidm déc - Hoc
vién Y Duwroc hoc 6 truyén Viét Nam.

Phong Pado tao sau dai hoc, Vién nghién ciru Y dwoc cé truyén Tué
Tinh, B6 mén Ngi Y hoc ¢é truyén va cac phong ban cua Hoc vién da tao moi
diéu kién thudn loi cho toi hoan thanh khoa hoc.

TOI xin trén trong cdm on toi ban ldnh dao Bénh vién Pa khoa Ha Pong,
khoa Y hoc cé truyén, khoa Khdm bénh, khoa Sinh hoa, khoa Huyét hoc, bé
mén Dugc Iy truong Pai hoc Y Ha Ngi dd tao diéu Kién givip dé t6i thuc hién
de tai.

Toi xin gui loi cam on chdn thanh téi PGS.TS. Nguyén Duy Thudn,
PGS.TS. Nguyén Thé Thinh da tan tinh hwéng dan téi hoan thanh lugn an.

Toi xin chan thanh cdm on cdc thdy, cac cd trong hgi dong chdm dé
cwong, hi dong dao dirc, hgi dong chuyén dé, hoi dong cham ludn &n va cac
nha khoa hoc, dong nghiép da dong gép nhimng ¥ kién, kinh nghiém quy bau
dé lugn &n nay hoan thién hon.

Cudi cung t6i xin bay té long biét on sdu sac téi gia dinh va nhimg
ngueoi than yéu da danh cho téi nhiing diéu kién tot nhat, gidp toi yén tam hoc

tdp va hoan thanh lugn an nay.
TOi xin tran trong cam on!

NCS. Tran Thi Hong Ngai



LOT CAM POAN

Toi 1a Tran Thi Hong Ngai, nghién cizu sinh khod | — Hoc vién Y Duoc
hoc ¢é truyén Viét Nam, xin cam doan:

1. Pdy la ludgn &n do ban than toi tryc tiep thuc hién dudi s huéng dan
cia PGS.TS.Nguyén Duy Thudn va PGS.TS.Nguyéen Thé Thinh.

2. Cong trinh nay khong trang ldp véi bat ky nghién ciru ndo khic da
dwroc cong bo tai Viét Nam.

3. Cac so lidu va thong tin trong nghién cizu 1a hoan toan chinh x&c, trung
thue va khdch quan, da dwoc xac nhdn va chdp thudn cia co sé noi

nghién cuu.

Toi xin hoan toan chju trach nhiém truéc phap ludt vé nhieng cam két nay!
Ha Noi, ngay thding nam

Tac gia lugn an

Tran Thi Hong Ngai
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PAT VAN PE

Cung véi su phét trién cua cac linh vuc doi séng x& hoi, md hinh bénh
tat cling thay d6i. Theo to chtc y té thé gigi (WHO), ty 1& s6 ngudi mac roi
loan lipid trén thé gisi ngay cang ting cao. Nam 2008, ti 1& rdi loan lipid mau
& nguoi truong thanh 12 39%. Trong d6, chau Au ¢ ti 1& dan sé rdi loan lipid
mau cao nhat véi 54%, tiép dén 1a chau Mi véi 48%. Chau Phi va Pong Nam
A ¢ ti 1&é chuyén hoa lipid méau thap hon véi 22,6% va 29%. Ty 1& mac roi
loan lipid mau ty 18 thuan véi mac thu nhap binh quan dau nguoi trong ca
nuéc. Cac nudc c6 thu nhap cang cao thi ti 1¢ rdi loan chuyén hoa lipid cang
cao. Trong d6, cac nudc thu nhap thap co ti 18 réi loan chuyén hoa lipid
khoang 25%, cac nudc thu nhap trung binh cd ti 1é nay khoang 1/3 dan s,
trong khi cac nudc c6 thu nhap cao co ti Ié ndy roi vao khoang 50% dan sé
[71], [L05].

Theo du doan cua té6 chic EPicast, naim 2015 c6 khoang 581 triéu
nguoi mac roi loan chuyén hoéa lipid ¢ 8 nuéc Mi, Phap, Puc, Italia, Tay Ban
Nha, Anh, Nhat va Trung Qudc. Con sé nay sé& ting 1én dén 680 triéu nguoi
vao nam 2025, vai ti 1€ tang hang nam 1a 1,71% [85].

Réi loan chuyén hda lipid 1a danh tir dung dé miéu ta mot bénh man
tinh dugc dic trung boi sy thay doi cac chi sé lipid trong méau. Khi cd réi loan
lipid mau doéng nghia v&i viéc nguoi bénh phai ganh chiu rat nhiéu yéu té
nguy co mac c4c bénh Iy nguy hiém nhu: Vira xo dong mach, nhdi mau co
tim [7], [74]... Do vay, réi loan lipid 1a mot trong cac méi quan tam vé sic
khoe cong dong trong thé ky 21 [11], [39]. Va cho dén ngay nay, y hoc hién
dai da co nhiing tién bd vuot bac, dua ra kha nhiéu phwong phap dé phong

cling nhu can thiép vao hoi chiing nay.



Cung vai sy phat trién cua y hoc hién dai, y hoc ¢b truyén di va dang
khing dinh dugc minh, dong thoi co nhitng dong gop khong nhé vao cdng tac
chiam séc stic khoe cho cong ddng. Theo YHCT, cac biéu hién rdi loan lipid
mau, xo vira dong mach, thira can...duwoc miéu ta trong mot sé ching bénh do
dam thap gay nén [2], [37], [50], [51]. Cac y vin cta y hoc cd truyén ciing
néu ra mot s6 phuong phap diéu tri cac ching bénh nay, cac phuong phap
diéu tri d6 thuong duoc xay dung dua trén mot co s¢ nén tang Iy luan tir ¢o
xua, ciing c6 thé 1a cac kinh nghiém diéu tri quy bau cua cha 6ng dé lai nhiéu
vi thudc, bai thube co tac dung tt trén thuc té 1am sang, nhung lai chua duoc
nghién ctiu siu vé co ché tac dung ciing nhu doc tinh cua thude. Viéc ching
minh, tim hiéu co s& khoa hoc, tim hiéu céc tac dung méi cua thudc y hoc ¢b
truyén, tao diéu kién cho viéc hién dai hda y hoc cb truyén 1a viéc nén lam.
D6 dang 1a hudng nghién ctu thu hut dwoc sy quan tdm rong réi caa nhiéu
nha khoa hoc ca ¢ nudc ta va trén thé gigi.

Bai thubc HSN 12 mot bai thue duoc tao thanh bai sy phdi ngii cua 6
vi thuéc Nam c6 tac dung trir thap, hoa dam. Bai thuéc di dugc cac thay
thudc y hoc ¢ truyén sir dung trong cac trudng hop ting huyét ap, tang lipid
mau, béo béu; budc dau da dat duoc nhiéu tac dung trén 1am sang [54]. Tuy
nhién, bai thuéc HSN chua duoc nghién ctru day du vé co ché tac dung va tac
dung khdng mong muén cua bai thudc. Bé hiéu rd hon vé tac dung cua bai
thuéc HSN, chlng t6i tién hanh dé tai “Nghién ciu tinh an toan, két qud
diéu trj réi loan chuyén hoa lipid mau cia bai thusc HSN trén thgc nghiém
va lam sang” véi 3 muc tiéu:

1. Xac dinh doc tinh cap va ban truong dién caa bai thuéc HSN.

2. Nghién ctu tac dung diéu chinh rdi loan chuyén héa lipid méu caa bai
thudc HSN trén thuc nghiém.

3. Péanh gia két qua diéu tri réi loan chuyén héa lipid mau cua bai thudc

HSN trén 1am sang



Chuong 1

TONG QUAN

1.1. KHAI NIEM VE LIPID MAU VA CHUYEN HOA LIPID MAU

1.1.1. Thanh phan caa lipid:
* Khéi niém:

Theo Trauber, lipid 1a cac thanh phan khong tan trong nudc, chiét rut
duoc tir to chuc boi cac dung mdi ether, cloroform hay mét sé dung méi hitu
co. Theo dinh nghia hoa hoc, lipid la nhitng este hoac amid cua acid béo véi
alcol hoac aminoalcol [47].

Lipid méu 1a nhitng thanh phan lipid c6 trong huyét twong, bao gom:
cholesterol, triglycerid, phospholipid va cac acid beo tu do. Cholesterol la
nhitng lipid trong ciu tao ¢ nhan sterol. Triglycerid (TG) 14 cac este cua
glycerol va cac acid béo. Phospholipid la c4c este cua acid phosphatidic. Acid
béo 13 cac cau tric gdm mach carbon gan véi géc acid hitu co don thuan [13],
[47].

* Phan loai

Lipid gdm nhiéu loai va c6 thé sip xép theo nhiéu céach, tuy nhién
nguoi ta thuong phan thanh 2 loai 16n 1a lipid thuan va lipid tap. Lipid thuan
la nhitng este cua céac acid béo véi cac alcol khac nhau, bao gom glycerid,
cerid va sterid. Lipid tap gdm phospholipid va sphingolipid, dwoc cau tao tir
acid beo, alcol va c6 thém cac nhom hoéa hoc khac nhau [8], [13].

Theo y nghia bénh hoc, trén 1am sang céc thay thudc thuong quan tam
tai cach phan loai theo sinh ly bénh va chia lipid mau thanh 2 loai lon, dé la
cholesterol va triglycerid [47].

* Ngudn goc



Lipid trong mau dugc tao nén boi 2 ngudn gbc 1a ndi sinh va ngoai
sinh. Cholesterol dugc hap thu & rudt non tir thoc an, gin vao cac
chylomicron va van chuyén téi gan. Cholesterol ciing duoc tong hop noi sinh
tir hé théng enzym HMG.CoA reductase (3-Hydroxy-3-Methyl-Glutaryl-CoA
reductase) cta gan. TG noi sinh dwoc tong hop & gan va mé md qua con
duong glycerolphosphat tir cAc ngudn nguyén liéu 1a cac san pham chuyén
hoa cua glucid, protid. Tuy nhién, 90% luong TG trong méau ¢ ngudn goc tir
ngoai sinh [47], [71].

1.1.2. Thanh phan caa lipoprotein mau
* Khai niém

Do céc phéan tir lipid khong tan trong nudc nén trong mau ching duoc
luu thong dudi dang két hop véi cac protein dic hiéu goi la cac apoprotein va
tao thanh cac lipoprotein. Pay la cac phan tir cO trong lugng riéng cao va co
kha nang tan trong nudc [12], [97], [102].

Lipoprotein ¢c6 dang hinh cau, dudng kinh dao dong trong khoang 10-
50 nm, cd cau trdc gom:

- Phan 18i ky nudc cau tao bai mot hodc nhiéu cac lipid da néu trén.

- Phan vo wa nudc cau tao bai cac phan tir phospholipid va protein dic

hiéu véi loai lipid c6 trong 16i.

Apoprotein

Ld HL
Phospholipids-/ HO=

] Hinh 1. 1. C4u truc lipoprotein
(Nguon: https://www.dpag.ox.ac.uk/research/evans-group)



* Nguén gac va phan logi

Dua theo ti trong khi siéu ly tdm phan tich thi lipoprotein duwgc chia thanh
5 loai chinh, ngudn gbc caa mdi loai khéc nhau, cu thé nhu sau:

- Chylomicron (CM) 14 cac lipoprotein c6 kich thudc 16n nhat, thuc chat
no 1a cac hat md nho li ti c6 thanh phan chu yéu 1a TG chiém ty 1& 98-99%.
CM c0 ty trong < 0,96 g/ml va c6 kich thude 80 - 1000 nm, ching mang cac
apoprotein A, A, B vd mot it C, E. Cac CM dugc tong hop tai t& bao niém
mac rudt, chi luu hanh mét thoi gian ngan trong huyét tuong sau bita an giau
lipid va 1am cho huyét twong c6 mau tring duc. Pay 1a dang van chuyén cua
TG ngoai sinh tir rudt ti gan. O nguoi binh thuong, CM sé& bién mat vai gio
sau khi két thlic bira an.

- Lipoprotein ti trong rat thap (very low density lipoprotein -VLDL) duoc
tao thanh chu yéu tur té bao gan khoang 90% va mét phan nho tai rudt 10%,
Pay 1a dang van chuyén TG noi sinh tir gan qua hé tuan hoan téi cac md vi
vay cac VLDL c6 ndng d6 trong huyét thanh rat thap khi co thé & trang thai
doi. Thanh phﬁn VLDL chua 89 - 94% TG. VLDL c6 ti trong 0,96 - 1,006
g/ml, ¢6 kich thudc 30 — 80 nm, mang cac apoprotein B, C, E.

- Lipoprotein ti trong trung gian (intermediate density lipoprotein - IDL)
la san pham chuyén hda caa VLDL va la tién chat cia LDL, chiing c6 ti trong
1,006 - 1,019 g/ml. IDL duoc tao thanh trong vong tuan hoan khi VLDL bi
mat dan TG boi su thiy phan cia cac enzym lipase, este hoa cholesterol va
méat apoprotein C.

- Lipoprotein ti trong thap (low density lipoprotein - LDL) 1a san pham
chuyén héa cua VLDL, trong thanh phan chaa 75 - 80% lipid va rat giau
cholesterol. Cac LDL c¢6 kich thudc khoang 20 — 22 nm, ti trong 1,019 - 1,063
g/ml, mang cha yéu cac apoprotein B. Chirc nang cta LDL 14 van chuyén
cholesterol tir gan t6i cac md co quan va d6 1a nhan t6 chinh tham gia vao su

phat trién caa cac mang xo vita dong mach [24], [29].



- Lipoprotein ti trong cao (high density lipoprotein- HDL) 1a nhitng chat

duogc tong hop tir gan va rudt non, dugc hoan thién trong huyét tuong. HDL
c6 khich thuéc khoang 7 — 9,5 nm, ti trong 1,063 - 1,125 g/ml, mang cac

apoprotein A, va A;.. HDL c0 vai tro nhan cac phan tir cholesterol tir ngoai vi

va van chuyén vé gan. HDL chtra 50-55% lipid, n6 1a yéu té chinh lam giam

qua trinh xo vira mach.

VLDL
Hinh 1. 2. M0 phéng cac loai lipoprotein

Chylomicron

IDL LDL HDL

(Nguén: http://people.csail.mit.edu/seneff/alzheimers_statins.html)

Bang 1. 1. Pic diém cac loai lipoprotein

Loai Kich thwéc Titrong Chtra Chtra o,
: : . . Nguon goc
lipoprotein (nm) (g/ml) apoprotein | lipid
CM 80 - 1000 <0,96 A, A;,B TG Ruot
VLDL 30-80 0,96-1,006 B,CE TG Gan, rugt
IDL 20-30 1,006 — 1,019 B, E TG, TC | VLDL
LDL 20 - 22 1,010 -1,063 B TC VLDL
HDL 7-95 1,063 -1,125 A, Ay TC Gan, ruot

* Apoprotein




Sy phét hién ra cac apoprotein d3 giup cho ching ta hiéu biét rd hon vé
chuyén hda cua cac lipoprotein va co ché bénh sinh caa hoi chung rdi loan
chuyén hoa lipid. Cac apoprotein c6 vai trd quan trong trong chuyén hoa, vi
du nhu:

- ApoA,: 1a mét thanh phan bé mat caa HDL, ¢ vai trd chinh trong qué
trinh hoat hoat hoa enzym lecithin cholesterol acyl transferase (LCAT) dé este
hoa cholesterol. ApoA, lién két véi thu thé HDL trén mang té bao, tao diéu
kién cho viéc hap thu cholesterol tir té bao vao mau. Pay duogc coi 1a yéu td
bao vé thanh mach.

- ApoA,, ¢c6 trong ciu tric caa HDL, va c6 kha ning hoat hda enzym
lipase cua gan, uc ché enzym LCAT do d6 ApoA, can tro kha ning van
chuyén cholesterol vé& gan. Pay 1a yéu té gop phan gay xo vira dong mach.

- ApoB,q c6 trong cau tric caa VLDL, IDL, LDL. Trong qua trinh
chuyén hda, ApoBig €6 nhiém vu nhan biét va gan véi thu thé LDL trén
mang té bao.

- ApoB,g la thanh phan cau tric cua cac CM, ¢ chic niang tham gia
chuyén héa nhiing lipoprotein c6 apoB.

- ApoC c6 trong thanh phan cua VLDL, IDL, HDL. ApoC, ¢6 nhiém vu
hoat héa enzym LCAT. ApoC,; cd nhiém vu hoat hoa enzym lipoprotein
lipase dé thuy phan TG cta cac CM va VLDL. ApoCy, lai ¢ nhiém vu wc ché
lipoprotein lipase.

- ApoE la thanh phan cau tric caa CM, VLDL, IDL, HDL,. Trong qué
trinh chuyén hoa lipid, ApoE cé nhiém vu gin véi thu thé LDL trén mang té

bao, tao diéu kién cho té bao hap thu lipoprotein [13], [61].

1.1.3. Chuyén hoa lipoprotein
Phu thudc vao ngudn gbce, lipid va lipoprotein c¢6 con duong chuyén

hoda khac nhau:



* Chuyén hda biang con dwdng ngoai sinh:

Cac phan tu lipid trong thiec dn khi vao co thé s& dugc chuyén hoa theo
con dudng ngoai sinh. TG, TC va phosphatid tir thirc dn sau khi duoc hap thu
qua niém mac rudt s& duoc chuyén dén dé ciu tao thanh cdc CM trong hé
théng mao mach. CM dugc dong mau van chuyén téi md ma va mo co. Tai
day, dudi tac dung cua enzym lipoprotein lipase, cac phan tir TG bi thuy phan
thanh glycerol va cac acid béo, ddng thoi cac phan tir apoprotein C ciing bi
tach dan khoi cac CM. Qué trinh nay xay ra lién tuc 1am cho cac CM bj méat
dan TG va tao thanh cac CM tan du c6 ti 18 cholesterol ngay cang tang. Cac
phan tir acid béo duoc md co quan gitr lai dé xay dung to chac, dy trir hoac
tao nang luong cung cap cho hoat dong cua té bao; cac CM tan du dugc van
chuyén téi gan. Tai cic té bao gan, phan cholesterol trong cac CM tan du
duoc chuyén hda thanh cac acid mat, mudi mat dé tao nén dich mat; phan con
lai cing TG tham gia qua trinh tao VLDL. VLDL roi té bao gan vao vong
tuan hoan, bat dau con duong chuyén héa lipid noi sinh [73].

* Chuyén hda bang con dwang ndi sinh:

Pay 1a con duong chuyén hoa danh cho cac lipoprotein, lipid c6 nguén
géc tir gan. Sau khi VLDL duoc té bao gan va rudt tong hop, ching theo dong
mau tGi cac to chuc ngoai vi. Trong qua trinh van chuyén va tai céac to chuc,
phan TG bi thay phan dan béi cac enzym lipoprotein lipase; apoprotein C
cling bi tach dan dé tao HDL lam cho kich thudc cua VLDL ngay cang giam.
Pong thoi véi qué trinh nay, dudi tdc dung cua mot enzym khac (LCAT) cac
phan tu cholesterol tu do trong VLDL duoc este hoa tao thanh cholesterol
este. Nhu vay, VLDL bi mat phan I6n TG, este hoa cholesterol va mat
apoprotein C dé chuyén thanh céc IDL [6], [7].

Céc IDL duoc chuyén hoa rat nhanh, mét phan ching bi gitr lai tai gan,

phan con lai bi tach apoprotein E ngay trong vong tuan hoan dé tao thanh cac



LDL (c6 thanh phan cha yéu 1a cholesterol este, mot phan cholesterol tu do va
apoprotein Big).

LDL Ia chat van chuyén chinh cholesterol trong mau, chu yéu duéi
dang CE. LDL gan véi cac thy thé LDL nhan biét apo B100 trén mang té bao
gan (70%) va cac mang té bao khac cua co thé (30%). Cac LDL dugc chuyén
vao trong té bao va chiu su thoai hda cua lysosom, giai phong cholesterol ty
do. Cholesterol tu do cé 3 tac dung co ban la:

+ Uc ché hoat dong HMG CoA Redutase (Bhydroxy - Pmethyl -
glutaryl coenzym A redutase), 1am giam tong hop cholesterol trong té bao.

+ Hoat hoa enzym ACAT chuyén cholesterol ty do thanh cholesterol

este.

[ aems
—. e

e
CH 7 CH tan dw

, J
TG cua . o .,
thirc &n Rudt non —r.‘—.
LP Lipase L~

Con dwirng ngoai sinh

Con dwérng ndi sinh —
HTLP |

. LOL receptor WVLDL \". ‘

. ! Td chu'c
@ Receptortan duw WLDL EUBR  ngoaivi
A B tan dw
FFA: Acid beo tw do

._' ———

HTLF: Lipaze ciia gan " T
LPL: Lipoprotein lipase | Té béﬂ CoF | | Té& chikc mée |

—{FFA |

Hinh 1. 3. So' @ chuyén héa Triglycerid ngoai sinh va ngi sinh

(Nguodn: P Trung Quén: “Chan do4n va diéu tri bénh dai thao duwong”)
HDL duogc tong hop tai gan (HDL mdi sinh) hoac tir su thodi hoa

VLDL va CM trong mau. Trong chu trinh tuan hoan, HDL méi sinh nhan

thém apo A va apo C tir cac LP khéc va cholesterol ty do tir cac mang bé mat
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té bao cua cac md. Cholestrol ty do duoc este héa bai LCAT cé trong HDL
méi sinh, lam tang ty trong cua HDL va chuyén HDL 3 thanh HDL 2. CE
dugc chuyén tir HDL 2 sang cac CM tan du va IDL. CE trong cac LP tan du
nay duoc bt gitr bai gan va dugc bai tiét trong mat nguyén dang va sau khi
chuyén hoa thanh acid mat [52].

Tém lai, HDL c6 hai vai tro quan trong la:

+ Thanh loc céc LP giau TG (CM va VLDL) bing cac cung cip cho
ching céc apo CII can thiét cho su hoat hda LDL.

+ Van chuyén trung gian cholesterol tu do tir cac md ngoai Vi tro vé
gan va gilp cho thoai hoa va bai tiét cholesterol qua mat. Vi vay, HDL la yéu
t6 bao vé chong VXPM.

O ngudi binh thuong, qua trinh tong hop va giang hoa lipid -
lipoprotein dién ra can bang va theo nhu cau caa co thé. Do vay, ham luong
va ti 18 thanh phan céc loai lipoprotein, lipid trong mau duoc 6n dinh. Khi mét

can bing gitra hai quéa trinh ny, rdi loan chuyén hda lipid s& xay ra.
1.2. HOI CHUNG ROI LOAN CHUYEN HOA LIPID

1.2.1. Khai niém

Khi nhac téi rdi loan chuyén hoa lipid nguoi ta thuong chd trong téi
cac chi sb lipid - lipoprotein trong mau. Mic du, rdi loan chuyén hoa lipid
khong chi biéu hién don thuan l1a sy thay doi cua cac thanh phan lipid -
lipoprotein trong huyét thanh, nhung c¢6 thé coi réi loan lipid mau 1a van dé
chinh, ddng thoi 1a cét 18i caa rdi loan chuyén héa lipid.

R4i loan lipid mau la tinh trang thay d6i va/hoic ting néng do cac
thanh phan lipid trong huyét thanh [14]. Nhu vy, ngay nay ngudi ta coi nhu

da c6 roi loan lipid méu ngay tir khi ti 1é cac thanh phan cua lipid trong mau
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c6 sy thay do6i, mac du gia tri tuyét dbi nong do cac thanh phan lipid trong

mau chua tang.

1.2.2. Phén loai
C6 nhiéu cach phan loai céc rdi loan lipid mau, & day ching t6i gidi
thiéu cac phan loai thuong dung:
* Phan loai cia De Gennes (1971)
C6 3 type réi loan lipid méu, chi dua vao cholesterol va triglycerid:
- Hoi chimg ting cholesterol mau don thuan:
+ Cholesterol mau tang cao
+ Triglycerid binh thuong
+ Ty 1€ Cholesterol/Triglycerid > 2,5
+ LDL tang
- Hoi chimg ting Triglycerid mau don thuan:
+ Triglycerid mau tang rat cao
+ Cholesterol mau binh thuong hodc tang nhe
+ Ty 1€ Triglycerid/Cholesterol > 2,5
- Hoi chimg tang lipid mau hon hop:
+ Cholesterol mau tang vura phai, triglycerid tang cao.
+ Ty 1€ cholesterol/ triglycerid < 2,5. LDL tang hoac tang VLDL va IDL
Céch phan loai nay tién dung trén Iam sang [23], [101], [83].
* Phan loai caa Fredrickson
Nam 1965, Fredrickson dua vao ky thuat dién di va siéu ly tam da phan
loai rbi loan lipid mau thanh 5 type, chu yéu dya vao thanh phan lipoprotein.
Nam 1970, mot nhédm tac gia tach type Il thanh 11, va Ily, tir d6 no trg thanh
bang phan loai qudc té [26], [83], [101].
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Bang 1. 2. Phan loai quéc té roi loan lipid mau theo Fredrickson [83]

Type

Phan loai I la b 11 \Y] V
Tiing lipid Cholesterol 1 M 1 1 1 1
mal Triglycerid " 1 1 1 1
Chylomicron M 1
Ting Vbt T oo

lipoprotein LDL | ) ;

IDL 1

: binh thuong  1: Tang nhe

11: Tang vua

111: Tang nhiéu

Bang 1. 3. Phan loai cua EAS 1987 (European Antherosis Society) [86]

Phan loai TC (mmol/l) TG (mmol/l)
Binh thwong <5,2 <22
Type A 52-6,5 <22
Type B 6,5-7,8 <22
Type C <52 22-55
Type D 52-78 22-55
Type E >78 >55




* Phan loai theo NCEP ATP 111 [103]

Bang 1. 4. Panh gia cac mirc d) RLLPM theo NCEP ATPIII

Chi so mg/dl mmol/l Panh gia
<100 <26 Toi uu
100 - 129 2,6-3,35 Binh thudng
LDL-C 130 - 159 3,35-4,1 Cao gigi han
160 - 189 4,1-4,15 Cao
>190 >4,15 Rat cao
<200 <52 Binh thuong
TC 200 - 239 526,24 Cao gi6i han
> 240 > 6,24 Cao
DL <40 <0,9 Thap
> 60 >1,35 Cao
<150 <17 Binh thudng
150 - 199 1,7-2,3 Cao gigi han
16 200 - 499 23-55 Cao
> 500 >55 Rét cao

1.2.3. Nguyén nhan

Khi dé cap téi nguyén nhan gay ra tinh trang ri loan lipid mau, nguoi
ta thuong néi toi su két hop cua rat nhiéu yéu té nhu: Sy 130 hda cua co thé
theo d6 tuoi, ché do an giau lipid, khiém khuyét cia hé théng gen...
* Nguyén nhan tién phéat:

Céac nguyén nhén tién phat 1a cac dot bién don hoic da gen, hau qua la
lam tang san xuat hoac giam thanh thai TG va LDL-C, hoic giam san xuat
hodc ting giang hoa HDL-C. Ching ta nghi ngd réi loan lipid méau tién phat

khi bénh nhan c6 rdi loan chuyén héa lipid kém theo céc biéu hién cua xo vita
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d6ng mach sém trude tudi 30 va tién su gia dinh bi xo vita dong mach. Réi
loan lipid méu tién phét gap cha yéu ¢ tré em, con & ngudi 16n n6 chi chiém ti
18 nhé [6].

* Nguyén nhan th phat:

Céac nguyén nhan tha phéat 1a nguyén nhan chinh gay ra tinh trang bénh
ly réi loan lipid mau ¢ ngudi truong thanh. Trong d6 nguyén nhin quan trong
bac nhat 12 16i sbng tinh tai két hop vai ché d6 dn qua nhiéu thac an chira cac
acid béo no va cholesterol. Tiép @6 phai ké dén su 140 hoa cua co thé theo do
tudi dan dén suy giam chirc nang chuyén hda cia cac co quan, trong d6 c6 hé
théng enzyme chuyén hda lipid. Cac nguyén nhan khac bao gém; bénh 1y réi
loan chuyén hoa carbonhydrat ma dién hinh la dai thao duong type 2, udng
qua nhiéu ruou, xo gan mat tién phat, dung nhiéu thudc loi tiéu thiazid, lam
dung corticoid, estrogen...Cac nguyén nhan nay gay tang TG, LDL-C va lam
giam HDL-C. M&i nguyén nhan gay anh hudng it nhat téi mot thanh phan
lipid méu [58]. C6 thé ké t6i nhu sau:

- Nguyén nhdan gay tang cholesterol mau:

+ An qua nhidu m& dong vat.

+ An qua nhiéu thire dn c6 chira nhiéu cholesterol (phu tang dong vat,

md& dong vat, trang, bo, sita toan phan...).

+ Ché d¢ an du thira nang luong (thira can).

+ Tang cholesterol gia dinh (thiéu hut thu thé véi LDL-C).

+ R4i loan lipid mau kiéu hdn hop c6 tinh chat gia dinh.

+ Tang cholesterol mau do rdi loan hdn hop gen.

+ Hoi ching than hu.

+ Suy giap.

+ Dai thao duong.

+ Bénh ly gan tac nghén.

+ Céc bénh gay rdi loan protein mau, da u tuy xuong,
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macroglobulinemia.
- Nguyén nhdn gady ting TG madu:

+ Thiéu hut gen lipase tiéu huy lipoprotein hozc apoprotein Cy,.

+ Tang TG c6 tinh chat gia dinh.

+ Béo phi.

+ Udng qué nhiéu ruou.

+ Déi thao duong.

+ Dung thudc chen béta giao cam kéo dai.
- Nguyén nhan gay giam HDL-C:

+ H{t thudc 4.

+ Béo phi.

+ Ludi van dong thé luc.

+ Pai thao duong type 2.

+ Tang TG mau.

+ Dung thudc chen beta giao cam kéo dai.

+ R4i loan gen chuyén hoa HDL-C.

1.2.4. Triéu chang rdi loan chuyén héa lipid
1.2.4.1. Triéu ching Iam sang

Nhin chung, céc biéu hién 1am sang cua rdi loan chuyén héa lipid kha
nghéo nan. Rat hiém khi tim duoc triéu ching dac thd caa réi loan chuyén
hod lipid. Néu khodng phai 1a cac truong hop c6 thira can thi thong thuong
bénh nhan dwgc phat hién qua cac dot kham bénh dinh ky hoac qua céc bién
chung cua nd. Tuy nhién, trén mot trudong hop co réi loan chuyén hoa lipid,
thuong 12 tién phat, c6 thé tim thiy mot sb biéu hién sau [8]:

- U vang ngoai da thuong xuat hién trong céc réi loan chuyén hoa lipid
c6 tinh chat gia dinh, u vang thuong xuat hién tai gan achill, khuyu tay hay

dau goi.



16

U vang phét ban xuét hién khi c6 ting CM kéo dai, thudng gap & ving
bung va mat trong cua chi trén.

- Viém tuy cap tai phat nhiéu lan khi ting TG kéo dai > 11,3 mmol/l
hay 1000mg/dl, nguyén nhan c6 I& do men lipase phéng thich quéa nhiéu vao
hé mao mach tuy gay ra tinh trang pha huy nhu mé tuy.

- Céc dong tinh mach vong mac c6 mau kem trang khi soi ddy mét néu
TG tang >2000mg/dl.

- Pau bung man tinh do gan nhiém m& va tinh trang kéo cing bao gan.

1.2.4.2. Can lam sang

Cac xét nghiém can 1am sang luén duoc quan tam va la tiéu chuan dé
chan doan xac dinh rdi loan chuyén hoéa lipid mau [15], [37].

- Tang TG, LDL-C, TC huyét thanh.

- Giam HDL-C.

- Hinh anh xo vira dong mach trén may siéu am doppler mach.

1.2.5. Cac yéu t6 nguy co
1.2.5.1. Thira can, béo phi

Nhirg nguoi thira can, béo phi dac biét la nhirng nguoi béo bung cé ti
1& réi loan lipid mau rat cao va thudng duoc biéu hién boi ting TG, ting
LDL-C, giam HDL-C. Két qua nghién cau cua tac gia Inoun (Nhat Ban) chi
ra rang nguy co ting TG, LDL-C va giam HDL-C mau ¢ nhom dbi tuong c6

BMI > 25 cao gap 2 lan so véi nhém c6 BMI = 22

1.2.5.2. Dai thao duwong

Nguoi mac bénh dai thao duong ¢ ti 1é méc réi loan chuyén hoa lipid
cao gap 2-3 lan ngudi khdng mic dai thao duong. Tham chi, c6 nhiéu y kién
cho rang & nhimg ngudi ¢é rdi loan dung nap glucose hoac suy giam dung nap

glucose mau luc doi cling da c6 rdi loan chuyén hoa lipid & mac do tuong tu.
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Diéu nguy hiém cho cac ddi twong nay 1a & chd ho khéng hé biét minh mac
bénh dé dé phong mac du mac do nguy co véi cac bénh ly tim mach 1a rat
I6n. Nghién cau UKPDS (the United Kingdom Prospective Diabetes Study) ¢
Anh quéc cho thay, & nguoi bénh dai thao duong thuong co ting LDL-C, ting
TG va giam HDL-C trong huyét thanh.

Déi voi dai thao dudng type 1, ting TG, thuong ting LDL-C hat nho 12
biéu hién thuong thay trong giai doan dau cua bénh do giam hoat tinh cua
enzym lipoprotein lipase & md m&. Ciing c6 thé thady mic HDL-C thap &
nhitng d6i tuong kiém soat glucose mau kém. Tuy nhién, tat ca cac bat
thuong nay c6 thé duoc cai thién song hanh véi mac d6 kiém soat glucose
mau.

Dbi voi nguoi bénh dai thao duong type 2 chua ting duoc diéu tri
thuong c6 ting TG mau két hop voi giam HDL-C. Tuy nhién trong thyc té,
tang TG va giam HDL-C van ton tai khi nguoi bénh dai thao duong type 2 da
duogc diéu tri va déi khi khong phu thudc vao mie do kiém soat glucose mau.
Nhitng bat thuong con lai nay nguoi ta goi 1a rdi loan lipid méau trong bénh
dai thao duong [58].

1.2.6. Chan do4n

Theo hudng dan chan doan va diéu tri bénh Noi tiét - Chuyén hoa cua
Bo Y té naim 2014 [57].

- Pinh luong bilan lipid: Cac théng sé lipid ting 1én sau an, nén dé chan
doan chinh xac RLLPM can phai ldy méau vao budi sang khi chua an (khi doi).
Cac thdng s6 thuong dugc khao sat: Cholesterol (TC) mau, triglycerid (TG),
LDL-Cholesterol (LDL-c), HDL-Cholesterol (HDL-C).

- Chan doan RLLPM duoc goi y khi ¢6 mot sé dau ching cua RLLPM

trén 1am sang nhu thé trang béo phi, ban vang, cac bién ching & mot sé co
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quan nhu TBMMN, bénh mach vanh... Chan doan xac dinh bang xét nghiém
cac thong s6 lipid khi c6 mot hodc nhiéu rdi loan nhu sau:

+ Cholesterol mau > 5,2 mmol/L (200mg/dL)

+ Triglycerid > 1,7 mmol/L (150mg/dL)

+ LDL-cholesterol > 2,58 mmol/L (100mg/dL)

+ HDL-cholesterol < 1,03 mmol/L (40mg/dL)

1.2.7. Hau qua cua rdi loan chuyén hoéa lipid
* Xo vita dpng mach

Theo T6 chirc Y té Thé gidi: “Vira xo dong mach 1a sy phéi hop nhitng
bién d6i cua I6p ndi mac dong mach bao gom sy tich tu tai chd céc lipid, phirc
hop cé&c glucid, mau va cac san pham cua méu, to chic va calci kém theo
nhitng bién d6i cua 16p trung mac” [105]. Vira xo dong mach 1a bénh Iy cua
cac dong mach 16n va vira, duoc thé hién bang 2 loai ton thuong co ban 1a
mang xo vira rat giau cholesterol va xo hoa té chic xay ra ¢ 1op noi mac va
mot phan 16p trung mac. N6 1am hep dan long dong mach va can trg dong
mau dén nu6i dudng cac té chuc.

R&i loan chuyén hoa lipid thuong gan lién véi bénh Iy mach mau, dic
biét 1a bénh mach vanh. Ting lipoprotein ti trong thap (LDL-C), giam
lipoprotein ti trong cao (HDL-C) va ting TG la cac yéu té nguy co doc 1ap
cua bénh dong mach vanh. Mac LDL-C ting cang cao thi nguy co mac bénh
mach vanh cang I6n. Nhiéu nghién ctru da chirng minh rang ti 1& nhdi mau co
tim, dau thit nguc ting song hanh voi mac do ting cta nong do cholesterol
trong mau. Tién lugng cua cac bénh nhan bi bénh mach vanh duoc cai thién
dang ké khi céc ri loan nay duogc diéu chinh [46], [55].

Tac dong cua roi loan chuyén ho4 lipid 1am ting nguy co mac cac bénh
ly tim mach thong qua co ché lam xo vita mach méau. Roi loan lipid mau, ting

huyét ap, béo phi... déu 1a céc yéu t6 nguy co lam ting ti 1& mic xo vira mach.
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Tuy nhién, yéu té dong vai trd quan trong nhat thiic diy sy hinh thanh cac
mang xo vira la cac rbi loan lipid mau.

Cac té bao noi mé cd mot vai tro hét sicc quan trong trong viéc duy tri
chuc nang ciia mach mau, ching cé kha nang tiét ra cac chat dé diéu hoa
trwong luc thanh mach va téc do dong chay ctua mau, cling nhu kha nang phan
hay fibrin. Trong rdi loan chuyén hoé lipid, it nhiéu tinh trang dé khang véi
hoat dong cua insulin ¢ xuat hién do sy bat thuong vé hoat dong cua cac mo
m&, mot co quan dich kha quan trong cta insulin. Cung véi né la sy hoat hda
cac té bao noi mé mach mau, tham chi 12 tinh trang viém nhiém 16p té bao noi
mach do ting qua mic néng do cac loai lipid mau, 1am suy giam chic nang
cuia cac té bao nay dan dén tinh trang ting co mach. Bén canh d6 1a tinh trang
phan ng qua mac caa tiéu cau, monocyst sé& tao diéu kién cho cac rdi loan
d6ng mau phat trién [73].

Qua trinh chuyén hoa cua céc lipoprotein xay ra ¢ gan duoc kiém soat
cha yéu bai insulin. O ngudi ¢6 rdi loan chuyén héa, khang insulin xay ra va
két hop chat ch& vai tinh trang roi loan chuyén héa lipid. Khi nong do lipid,
dic biét 14 cic mau LDL-C nho, ting cao trong mau két hop véi cac ton
thuong cua té bao noi mo 1a diéu kién rat thuan loi cho viéc tich tu céc
lipoprotein trén bé mat 16p ndi mac mach mau (do cac dai thuc bao bién thanh
cac té bao bot dé lai). P6 1a diéu kién can va da dé hinh thanh mang xo vira.

* Ting huyét ap:

Theo thong ké caa khoa Sinh héa bénh vién Bach Mai trong nim 2000,
6 téi 79% nhitng ngudi ting huyét 4p co rdi loan lipid mau. Xo vira dong
mach c6 thé 1am hep dong mach than, day co thé 1a nguyén nhéan giy ting
huyét 4p hodc 1am niang thém céac trudng hop di co ting huyét ap tir trude do
58], [69].
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* \/iém tuy cap:

Theo khuyén céo cua hoi tim mach hoc Viét Nam 2015 chi ra: Mot
trong cac nguy co cao trén 1am sang 1a khi TG ting quéa cao c6 thé gay viém
tuy cap. TG cao chiém t&i 10% trong cac nguyén nhan gay viém tuy, dic biét
khi TG tang cao trén 10 mmol/l (880mg/dl). Nhiéu truong hop xay ra viém
tuy ngay ca khi TG chi 5 - 10 mmol/l (440-880mg/dl) [38].

1.2.8. Biéu tri

Rat nhiéu thir nghiém 1am sang da chtng minh, viéc diéu chinh céc roi
loan lipid mau s& lam giam dang ké ti Ié tr vong va tan phé lién quan dén
bénh mach vanh. Muc dich ctia viéc diéu chinh cac rdi loan chuyén hda lipid
1a dua cac chi sb lipid méu vé gan nhit véi gia tri binh thuong ca vé tri s6
tuyét d6i va su can bang vé ti 1¢ cac thanh phan, cling nhu kiém soat dugc can
nang cua ngudi bénh nham han ché dén muc thap nhat su xuat hién céc bién
chtng. Cho t&i nay, khdng ai c¢d thé phu nhan vai trd quan trong cua viéc diéu
chinh céc roi loan chuyén héa lipid, nhung viéc lua chon cac phuong phap
diéu tri thich hop ciing nhu lua chon nhém thudc, liéu lugng thude dang 1a
van dé con nhiéu tranh luan. Cac phuong phap can thiép vao réi loan chuyén
hoa lipid bao gom [60], [61].

1.2.8.1. Thay doi 18i song

Theo khuyén céo cuaa nhiéu chuyén gia, thay doi ché do an, tap luyén
va kiém soat can nang la nén tang cua diéu tri rdi loan lipid mau. Cac can
thiép co ban nay c6 thé dat dugc hiéu qua & cac mic d6 khac nhau trén 90%
s6 bénh nhan [49]. Cac phuong phap thay d6i 16i séng bao gom:

- Diéu chinh ché dg dn

Ché @6 dinh dudng l1a nén tang cua bat ky phuong phap diéu tri nao

nham thay d6i lipid mau. Nén bat dau diéu tri bang ché d6 an cho cac bénh
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nhan c6 tang LDL-C > 4,1mmol/l, bénh nhan c6 tang giéi han LDL-C va
thém 2 yéu td nguy co bénh mach vanh. Muyc tiéu cua ché do an trong phong
ngira tién phat 1a dwa mac LDL-C xudng < 4,1mmol/l néu ngudi bénh ¢é 1
yéu to nguy co va < 3,35 mmol/lI néu xuat hién 2 yéu td nguy co bénh mach
vanh. Néu bénh nhan d3 xuat hién bénh mach vanh, can diéu chinh ché d6 an
khi LDL-C > 2,6 mmol/l [36]. C4c thir nghiém 1am sang da chirng minh rang
hiéu qua ha lipid mau cua ché d6 an dat dugc két qua cao nhat khi c6 ri loan
ddng thoi TC, TG va LDL-C.

Mot ché d6 an kiéng it chat béo, con goi 1a “ché do an thoai trién” duoc
thiét ké nham muc dich thay ddi tinh trang réi loan lipid mau. Ché d6 an nay
han ché tong s6 chat béo an vao, chi chiém khoang 10% tong luong calo va
lugng cholesterol < 5mg/24 gid, nén dn nhiéu rau va cac protein thuc vat. Cac
bénh nhan thyuc hién ché d6 dn nay mot cach nghiém tdc, c6 sy hudéng dan cua
cac chuyén gia dinh dudng thi c6 thé cai thién rd rét tinh trang roi loan lipid
mau & cac chi s6 TC va LDL-C [28].

- Hogt dgng thé luc va gigm can

Diéu chinh can ning va duy tri & mac BMI < 22 ¢ kha ning cai thién
tinh trang réi loan tat ca céc lipoprotein huyét twong.

Hoat dong thé lyc déu dan c6 kha ning lam giam hoac duy tri can nang,
lam giam TG, tang HDL-C nhung lai it anh huong toi LDL-C. Tap luyén
hang ngay lam tang thanh thai cac lipoprotein giau TG do dé co6 tac dung
trong cac trudng hop roi loan lipid méau kiéu ting TG hay hon hop. Tap luyén
& mutrc do vira phai, thoi gian va tan xuét ting dan duong nhu c6 tac dung tét
hon tap luyén véi cuong d6 niang. Pa sb cac bénh nhan c6 cai thién cac chi s6
lipid méu sau 4 tuan khi thuc hién cac bai tap c6 su tham gia ctia cac nhom co

Ién dugc thuc hién 30 phit mdi ngay [29].
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- Gidm uéng rueu
Ruou lam ting tinh trang rdi loan lipid mau, 1am ting TG va HDL-C,

tuy nhién ruou lai it anh huong téi LDL-C [29].

1.2.8.2. Piéu tri bang thudc

Ché d6 an va luyén tap it khi 1am giam duoc > 10% LDL-C nén theo NCEP
(National Cholesterol Education Program) cia My da khuyén céo can can
nhic diéu tri thudc diéu chinh lipid mau cho céac truong hop can thiép bang
ché d6 an va luyén tap sau 6 thang chua dat dugc muc tiéu diéu tri hoac khi
nong d6 TG > 2,3 mmol/l, TC > 6,5mmol/l. Trong mot s trudng hop cu thé,
thoi gian bat dau ding thuéc con ¢ thé som hon. Tuy nhién ciing can phai
noi rang, diéu tri bang thudc khdng bao gio thay thé duoc ché do an va luyén
tap [92], [95], [96].

* Theo khuyén cao cua ESC/EAS 2016: LDL-C 1a muc tiéu chinh [86]

Buéc 1: Diéu trj LDL-C

- LDL-C dugc khuyén céo 1a muc tiéu diéu tri chinh.

- Cholesterol toan phan c6 thé dugc xem xét 1a muc tiéu diéu tri néu céc thong
s6 khac khéng c6 san.

Budc 2: Non-HDL-C

- Non-HDL-C ¢4 thé dugc xem xét 12 muc tiéu diéu tri phu.

- ApoB nén dugc xem xét 1a muyc tiéu diéu tri phu khi c6 san.

Budc 3: HDL-C

- HDL-C khéng duoc khuyén céo 1a muyc tiéu diéu tri.

- Ty s6 apoB/apoAl va non-HDL-C/HDL-C khéng duoc khuyén cdo 1a muc
tiéu diéu tri.

* Theo khuyén cao AACE 2017 (American Association of Clinical
Endocrinologists): Kiém soat LDL-C cang sém cang tét; giam ti 1& bién cb
tim mach [38].
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* Mot s6 nhdm thude c6 thé dugc chi dinh 1a [87], [91], [102], [104]

- Chdt sc ché thu thé reductase: Hydroxyl methyl glutaryl coenzym
(nhom Statin). Pay 1a nhom thude duge xem nhur 1a liéu phap dau tay khi ché
d6 an ubng va luyén tap khong dat duoc muc tiéu diéu tri. Nhdm thubc nay
gom c6 nhiéu hoat chat: Simvastatin, Lovastatin, Pravastatin, Atorvastatin,
Cerivastatin, Rosuvastatin...Cac Statin cO tac dung ngin can su tong hop
cholesterol ndi sinh tai t& bao gan do tc ché enzym HMG-CoA reductase, c6
kha nang lam giam LDL-C tir 20-60%, giam 7-30% TG, tang nh¢ HDL-C 5-
10%. Bac biét, néu sir dung & liéu cao thudc con lam giam ca nong do VLDL-
C mau. No6i cach khéac, nhom Statin 1am giam cholesterol khong HDL. Liéu
dung thuong bat dau véi lieu 10 mg/ 24 gid, uéng thudc sau bita an toi hoac
trude khi di ngu dé phat huy tdi da kha nang lam giam LDL-C. Han ché cua
nhém thude nay 1a doc véi gan (khoang 1% co ting men gan), dau dau, budn
non, dau co.

- Ddn xudt cia acid fibric (nhém Fibrat) bao gom: Gemfibrozil,
Clofibrat, Fenofibrat, Bezafibrat. Tac dung chinh cia cac Fibrat 1a lam tang
thanh thai VLDL-C bang cach tang thuy phan lipid, giam tong hop cholesterol
¢ gan do d6 lam giam lugng TG khoang 30-52% va lam tang HDL-C khoang
7-23% va lam giam LDL-C khoang 5-15%. Liéu dung 600mg gemfibrozil/24
gio, chia 2 1an udng sang va tdi trude bira an 30 phdt; véi fenofibrat 200mg 1
vién/ ngay. Tac dung khdng mong muén cua nhom thudc nay 1a gay ra cac
bénh 1y Vé co van va ting qué trinh hinh thanh séi mat, tang toc do suy than,
tdng men gan, budn nén .

- Nhwra gan acid mdt (Bile acid sepeestrants - resin): Trong thanh phan
cta nhom thudc ndy cd chira cholestyramin va colestipol. Pay 1a 2 chét c6
kha ning gan voi céc acid mat c6 chta cholesterol & rudt tao ra mét phac hop
khéng tan, thai theo phan do d6 lam giam kha ning tai hap thu cholesterol tai

rudt non. Str dung céc acid mat c6 thé 1am giam t6i 28% luong LDL-C, ting
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nhe HDL-C va ciing c6 thé 1am ting nhe TG. Pay la thudc dugc lva chon cho
cac bénh nhan c6 bénh ly gan mat khéng thé ding cac nhom thudc khac, né
cling la Iya chon an toan cho cac bénh nhan cho con ba. Tuy nhién, nhom
thudc nay ciing gy ra nhiéu tac dung phu tai duong tiéu hoa, hay gip nhat 1a
t40 bon, ddy chudng bung. Liéu ding véi géi questran 4 gam, ngay udng 2-3
g0i trudc cac bira an.

- Nicotinic acid (nhém Niacin): Niacin c6 tac dung lam giam téng hop
VLDL-C tai gan, ting tong hop HDL-C, &c ché su phan giai lipid & cac md
md. Thude 1am thay doi tat ca cac thanh phan lipoprotein nhu lam giam LDL-
C, VLDL-C, TG; d6ng thoi 1am taing HDL-C. Tac dung khéng mong mudn
cua thudc 1a gay di ung, roi loan chirc ning gan, ting acid uric mau va ting
ndng d6 glucose mau.

- Thuéc ic ché hdp thu cholesterol (nhém Ezetimib). Co ché tac dung
ctia Ezetimib 1a ngin can su hap thu cholesterol mot cach chon loc tai riém
ban chai caa rudt non, tir d6 lam giam lwong cholesterol ¢6 ngudn goc ngoai
sinh. Két qua 1a nong do cholesterol huyét thanh giam khoang 18%, giam nhe
TG va ting nhe HDL-C. Nhém Ezetimib phdi hop rat tét voi nhém Statin
trong viéc 1am giam hon nira ndong d6 LDL-C trong mau néu don tri liéu
khéng dat duoc muyc tiéu. Uu diém cua ezetimib 1a khong can giam liéu khi
bénh nhan c6 suy giam chirc ning gan than. Liéu ding caa nhém thudc nay
thuong la 10mg/24 gio [60], [61].

1.3. ROl LOAN CHUYEN HOA LIPID THEO YHCT

1.3.1. Van hoa tan dich trong co thé
Theo YHCT, ty phé than 14 3 tang c6 chirc ning chinh trong van hda tan dich.
Tan dich 12 tat ca cic chat dich binh thuong trong co thé, trong d6 tan 1a chat trong,

dich 1a chat duc. Tan dich 1a co so vat chét cho su song, do dinh dudng ctia d6 an
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héa thanh, nhd sy khi hda cua tam tiéu di khip co thé, nudi dudng cac phu tang, co
nhuc, kinh mach va bi phu [48].

Ngitang Lucphu Can co kinh

\
Thirc an T T
l Thanh

Vi Phé
l Van hoa l
Ty Than
Troc l l Troc
Dai trang Bang quang
Phan Nudc tiéu

Hinh 1. 4. Van hoa tan dich

1.3.2. Khai ni¢m, nguyén nhén va bi¢n ching

Y vin cta y hoc ¢6 truyén (YHCT) khong thay cé danh tir réi loan
chuyén hoa lipid. Tuy nhién, cho dén nay theo quan diém cua cac nha chuyén
mon thi réi loan chuyén hoa lipid dugc xép vao nhoém cac bénh gay ra do yéu
t6 dam am.

Pam la chat diac, am la chat trong lodng. Pay 1a mot trong cac nguyén
nhan gay bénh kha thuong gap, theo phan loai cia YHCT, dam am thuoc
nhém bat noi ngoai nhan [65], [66].
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Theo Hai Thuong Lan Ong: “Pam la bién chat cua tan dich”. “ Pam
sinh hoa ra la do ty, nguén gdc cua dam 1a do than. H& c6 ching dam, khong
& tang no thi ¢ tang kia. Pam vén 1a tan dich trong nhan thé, né tly theo vi tri
ta cam vao ma thanh tén bénh. Vi chinh khi bi hu, khéng c6 su cai quan, ta
thtra hu vao, khich dong sinh ra dam, chir khong phai vi dam ma sinh bénh,
thuc ra vi bénh ma sinh ra dam” [50], [51].

Theo Hoang Bao Chau: “Pam la mét loai bénh ma nguyén nhan gay
bénh chinh Ia thay dong luu lai & mét vi tri trong co thé, khéng van hoa theo quy
luat binh thuong. Noi kinh goi la tich am. Kim quy goi 1a dam am” [2].

Theo Tran Thay: “Dam am |a mot san vat bénh 1y, dam 1a chat dic, am
la chat trong loang. Pam am sau khi sinh s& gy ra nhitng bénh méi, dic biét
pham vi gay bénh ciia dam am rat rong réi, khong phai chi c6 ho khac ra
dom”. “Pam do ty hu khong van hoa duoc thiy thap, than duong hu khong
6n dudng ty duong nén khong van hoa duoc thuy cdc va khong khi hoa duoc
thay dich, phé khi hu khong tac giang thong diéu thuy dao, trén 1am sang thay
dom nhiéu, nguc suon day tic .v.v.” [68].

Co ché bénh sinh [68]:

- Tp 1a nguén sinh dam: Ty khi hu yéu khéng thuc hién duoc cong
nang van hoa thay céc khién chat thanh khong thiang 1én, chét troc khé giang
xuéng, chat tinh vi cua thay coc khong thé van hoa luu chuyén binh thuong,
tu lai hoa thanh dam troc gay bénh. Mat khac ty thd suy yéu khdng ché duogc
thity thap ngung dong thanh dam.

- Than la géc ciia dam: Than duong hu suy, hoa khdng 1am dm duogc
th, thay thap va tan dich khong hoa khi duoc tran 1én thanh dam. Than am

hu ton, hu héa & ha tiéu chung boc hun nau tan dich ciling thanh dam.

- Phé khi hw suy: Mat kha ning tac giang thong diéu thay dao, thuy
dich ngung lai thanh dam hoac phé &m bat tic, 4m hu héa vuong, hu hoa hun

nau tan dich ciing tao thanh dam.
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Theo Iy luan YHCT, nguyén nhan sinh ra dam am Ia

- Do tién thién bdt tdc: Bam té tién thién than dwong hu, khong 6n
dudng duoc ty duong hoic ciing c6 thé thién quy suy, ty khi hu nhuoc, cong
ning van hoa suy giam, ty hu khéng thé van hoa, than duong khong khai
théng 1am thap tré ma hoa dam.

- Do @m thuc: Do an ubng qua nhiéu db cao lwong lam cong ning ty Vi
bi ton thuong, chuc ning van hda that diéu, dam thap noi sinh ma dan dén
bénh tat.

- Do thdt tinh: Lo nghi nhiéu hai ty, gian dir qué khién can khi uat khac
ty tho, ty vi hu yéu cong ning van héa suy giam, dam troc & tré ma sinh ra
bénh.

- Do ngii ton: Thoi quen sinh hoat it van dong, nam nhiéu hai khi, ngoi
nhiéu hai co nhuc. Khi va co nhuc déu dugc nudi dudng bai tang ty, khién
cong nang van hda cua ty tho bi anh huang ma sinh bénh.

- T6m lai, dam am l1a san pham bénh ly, nguon goc sinh dam am 1a tan
dich, khi cong ning cua cac tang phu phé, ty, than trong co thé bi réi loan, tan
dich khéng phan b, khong van hanh duoc s& ngung tu tao thanh thap, thap
hoa thanh ¢am 4m. Pam am sau khi hinh thanh theo khi di cac noi, ngoai dén
can xuong, trong dén tang phii 1am anh hudng dén su van hanh khi huyét va

su thang giang cua khi gy ra chiing bénh & cac bo phan cia co thé [41].

1.3.3. Biéu hién va phan loai
Nhin chung, nhimg nguoi ¢d bénh cua ching dam am thuong cé biéu
hién thé trang béo béu, nguoi cam giac nang né. Tuy nhién theo nguyén nhan
sinh ra dam am va chang bénh dam am gay ra ma c6 thém cac biéu hién khac
nhau [19], [113], [114]:
- Phong dam : Hoa mat chdng mat, dot nhién quy nga, kho khe, miéng

mét méo léch, ludi cang kho noi
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- Nhiét dam : Nguoi phién, tao bon, dau dau, dau hong.
- Han dam : Bau nhuc dir doi, tay chan kho cir dong, ho dom loang.
- Thap dam : Thé trang béo, cam giac niang né, mét moi.
- Huyén am : Pau trc mang suon, ho kho tho.
- Yém am : Pau nhic khip ngudi, tay chan nang né, phu, kho tha.
Céc thé bénh hay gip trén 1am sang
* Thé dam troc ir tré
Co thé nang né, dau dau ning, chan tay té ning, an kém, chat ludi béu,
réu tron nhét, mach huyén hoat
* Thé ty thdn dwong huw
Than thé moi mét, lung moéi géi mém, bung trudéng dn kém, tai U, mat
hoa, kinh nguyét khong déu, tiéu it phu thiing, réu ludi tring mong, mach
tram té [4].
* Thé can thdn dm hw
Chéng mat, U tai, ngii tim phién nhiét, miéng kho khat, dai tién tao,
ludi do, it réu, mach huyen té.
* Thé dam nhiét phii thuc
Hinh thé béo, chi thé nang né, dai tién bi két, nguc bung va ving trudc
tim trudng, dau cing tirc, thuong cam thiy cing giat, tinh tinh cau gat, miéng
dang, tam phién, mat hong, mat do, réu ludi vang nhon, chat ludi hong, mach
huyén hoat c6 luc.
* Thé dam i giao tré
Pau ving nguc trudc tim, hinh thé béo, chi thé nang né, t& moi, chat
ludi xam tia hodc co diém @, ban t, réu nhon, mach huyén hoat hodc mach
sap.

* Thé can udt ty hu
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Dau 2 mang suon, dau khong c¢d dinh, mét moi an kém, tinh than bat
dinh, dai tién long nat, kinh nguyét khong déu, quanh vi chudng dau, réu ludi

maong nhon, mach huyén [16].

1.3.4. Nguyén tac diéu tri

Cac chiing bénh gay nén bgi dam am thudng c6 dic diém Ia ban hu tiéu
thue, nén khi diéu tri phai ch( y ca tiéu va ban, tic 1a ching dam am khéng
chi chita dam 4m ma phai chira ca vao gbc bénh nira [25]. Vi du, nhu ndi dam
sinh ra tir ty hu thi khi ich ty, thap s& héa va dam sé tu tiéu, than hu thay troi
noi sinh ra dam thi nén 6n than, thay s& duoc tri, dam sé& tiéu. Ban hu da phan
thuoc ty than hu ton. Tiéu thuc da phan 1a dam troc huyét . Tri ban cha yéu
1a duing phéap ich than bé ty. Trj tiéu cha yéu dung hoa dam trir thap, thanh ly
thong ha, hoat huyét hoa @ [27].

Theo Hai Thuong Lan Ong: “Tri dam tién tri khi, khi thuin dam tu
tiéu” va “nhat thiét khong nén vét sach dam di vi dam vén cd san tir luc so
sinh va ciing 1 vat dé nudi séng nita, chi loai bo phan dam du thira ma thoi”,
va “bénh dam c6 hu c6 thuc...thuc thoi cong, hu thoi bé nhung cong phai co
thir ty, bo phai lan tim coi nguon. . .chita dam khong nén dung phép cong, chi
can khéo vo vé ma thoi” [50].

Ty theo mac do bénh ma y hoc co truyén chia thanh 3 phuong phap
diéu tri dam, d6 1a hda dam, tiéu dam, diéu dam :

- Phap héa dam dung cho cac truong hop bénh nhe va cha yéu chita cac
nguyén nhan sinh ra dam, vi vay héa dam thuong két hop véi cac phap diéu
tri nhu kién ty hoa vi, vi ty van hda thap.

- Phap tiéu dam dung cho cac truong hop bénh ¢ mirc do trung binh.

- Phap diéu dam dung cho cac truong hop bénh ning. Phap diéu tri nay
c6 tinh cong phat manh, dung lau ngay s& 1am t6n thuong nguyén khi.

Piéu trj cac thé bénh hay gip trén I1am sang :
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* Dam troC wtré

- Phap diéu tri: Kién ty hoa dam trir thap.

- Thuong dung “Nhj tran thang” gia vi.

- Ch&m ctru: Noi quan, phong long, trung quan, giai khé.

* Thé tp thdn dwong hw

- Phap diéu tri: On ty bo than.

- Thuong dung “Phu tir 1y trung thang” gia giam.

- Cham: Ty du, trung quan, chuong mon, than khuyét, tic tam ly, ménh
maon, quan nguyén.

* Thé can thdgn dam huw

- Phap diéu tri: Tu dudng can than

- Phuong thudc: Ky ctc dia hoang hoan” gia vi.

- Cham ciiu: Can du, than du, huyén chung, duong ling tuyén

*Thé dm hw dwong khang

- Phap diéu tri: Thanh nhiét, héa dam , théng phu.

- Thubc: Két hop phuong “Tiéu him hung thang” va “Tang dich thira khi
thang” gia vi.

- Cham ctu: Phé du, xich trach, phong long, dai truong du, hop cdc,
khuc tri.

* Thé khi tré huyét @

- Phap diéu tri: Kién ty hoa dam - hoat huyét kht w.

- Phuong thube: “Qua lau gisi bach ban ha thang” hop phuong “Pao
hong tt vat thang” gia vi.

- Cham ctu: Trung quan, phong long, huyét hai, hanh gian

- Ngoai ra diéu tri m& méu ting c6 rat nhiéu phwong phap thuéc phu
phuong, don phuong va thuc tri hoc, khi céng.

Nhu vay cé thé thay, chimg dam am di gay bénh & tang phi nao va

thudc thé nao thi hoa dam van 1a phuong phap diéu tri chinh va trong qué
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trinh diéu tri can phdi hop véi nhiéu nhém thude khac dé nang cao hiéu qua
[26], [37], [112].

1.3.5. Lién hé giira réi loan chuyén hda lipid va chirng dam am

Dua trén nhiéu nghién ctu 1am sang va can 1am sang, nguoi ta thiy giira

rbi loan chuyén hoa lipid cua y hoc hién dai va chimg dam thap caa y hoc ¢b

truyén c6 nhiéu diém twong dong [21].

Bang 1. 5. Lién hé rdi loan chuyén héa lipid va dam am

Pic diém

Roi loan chuyén héa lipid

Chimg dam am

Yéu td gen

Tién thién bit tdc

An nhiéu d6 béo ngot 1am ting can,
béo phi, roi loan lipid mau.

Am thyc khong dieu do khién ty hu,
thap tré hoa dam.

Nguyén Ldi sdng tinh tai 1am ting can, khdng | Ctru ngoa thwong khi, ctru toa
nhhan insulin. thuong nhuc.
Tuoi cao lam suy giam chic nang Thién quy suy, cong nang tang phu
chuyén hoa. suy giam.
Tinh than cing thang Tinh chi ton hai tang phi
.. | Tang lipid mau, thira can, ting huyét | Thé trang dam thip, ning né, huyén
Bieu hign | , 7. R ,
* | ap, bénh ly tim mach... vung, tam quy...
Huong | Ché do an, luyén tap, thudc hd tro Ché db an, sinh hoat, thudc trir dam,

diéu tri

chuyén héa.

kién van tang phu.

1.4. CAC NGHIEN CUU VE THUOC YHCT PIEU TRI ROI
LOAN LIPID MAU

1.4.1. Cac nghién ciru trong nwéc

- Poan Thi Nhu va Nguyén Thi Hoan, 1988: “Nghién ctru tac dung trén

cdy Nguu tat diéu tri ting huyét ap va lam giam lipid mau”. Két qua cho thay

Nguu tat c6 tdc dung ha ap va ha TC mau tir tir va kéo dai [45].
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- Tran Thi Hién, 1996: Nghién ctu tac dung cua bai thudc Nhi tran thang
cho thay bai thudc c6 tac dung lam giam 13,0% TC, 37,0% TG, 19,0% LDL-
C va lam tang 20,0% HDL-C [20].

- Nguy@én Thé Thinh va cong su, 1996: “Budc dau danh gia tac dung cua
bai thuéc HSN trong diéu tri bénh tang lipid mau” cho két qua nhu sau: Tong
s6 35 bénh nhan (Tét 65,05%, kha 19,15%, trung binh 8,64% va kém 6,16%)
[54].

- Hoang Khanh Toan, Chu Quéc Trudng, 1999: “Nghién ctu tac dung
diéu chinh réi loan lipid méau thé phong dam cua bai thudc Ban ha bach truat
thién ma thang”. Két qua nghién ctu cho thay bai thudc lam giam 16% TC,
31,5% TG, 20,2% LDL-C va lam tang 19,8% HDL-C [67].

- Phi Thi Ngoc, 2001: “Nghién cau tac dung cua thuéc HHKV trén mot
sb chi s6 lipid mau & tho va chudt”. Két qua nghién ctu cho thay dich chiét
HHKYV c6 tac dung cai thién tinh trang réi loan lipid mau trén mé hinh thuc
nghiém theo ca hai co ché noi sinh va ngoai sinh [40].

- Poan Qudc Diing, 2001: “Nghién cau tac dung diéu chinh réi loan lipid
mau cta bai thuéc Nhi tran thang gia giam” cho thy giam 16,43% TC, 24,2%
TG, 12,1% LDL-C va tang 13,3% HDL-C [5].

- BUi Thi Man , 2004: “Nghién ctu tac dung diéu tri rdi loan lipid méu
cta vién BKC” cho thay giam 18,34% TC, 27,7% TG, 18,3% LDL-C va ting
18,6% HDL-C [36].

- L& Thi Lan, 2004: “Panh gia tac dung ha lipid mau va tang luc cua vién
Curpenin trén mot sb chi tiéu 1am sang va can 1am sang”, cho két qua ha TC
70,95% va LDL-C 57,85% [31].

- Pham Vi Khanh, 2004: “Nghién ctu tac dung cua bai thudc TTII trén
bénh nhan ting huyét ap co réi loan lipid mau” cho két qua giam 22,5% TC
va TG 36,0% .
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- Nguyén Tran Giang Huong, Nguyén Tién Chung, 2005: “Nghién ciu
téc dung cua ca Tam That trén thuc nghiém”. Két qua cho thay, Tam That
lam giam TG, TC, LDL-C va lam ting HDL-C sau 1 thang dung thudc [44].

- L& Thi En, 2010: Panh gia tac dung diéu tri rdi loan lipid mau cua bai
thudéc TMP1 c6 tac dung 1a 43,3% CT, 33,3% TG, 16,7% LDL-C, 10% HDL-
C tang [10].

- Pham Tuyét Mai, 2011: Hiéu qua 1am sang cua bai thudc dong y Giang
chi thang ty xay dung két hop véi lidu thap Simvastatin diéu tri gan nhiém
m&. Két qua: Ty Ié c6 hiéu qua nhom diéu tri 1 80,6%; nhom dbi ching 1a
52,1%, su khac biét giira hai nhom c6 y nghia théng ké (p < 0,01). Bai thudc
Giang chi thang ty xay dung co tac dung cai thién vi tuan hoan trong gan,
khang xo hoa, két hop liéu thap simvastatin trén 1am sang c6 hiéu qua diéu tri
tuong dbi tot.

- Duong Thi Méng Ngoc, Ha Thi Hong Linh va cong su (2012), "Panh
gia hiéu qua diéu tri caa vién nang cang Ruvintat trén bénh nhan réi loan
chuyén hoéa lipid" cho két qua ha TC 12,62%, LDL-C 18,31%, TG 18,8%,
tang HDL-C 15,38% [9].

- Vit Thi Thuan, 2012: “Nghién ctu tac dung diéu chinh rdi loan lipid
mau va giam xo vira mach mau cua bai thuéc BBT trén thuc nghiém” cho
thay véi lidu 3g/kg/ngay cd tac dung giam 10,06% TC, giam 36,47% LDL-C
trén tho va véi lieu 6g/kg/ngay co tac dung giam sy hinh thanh mang bam
VXDM trén dong mach chu tho [62].

- Ly Thi Lan Huong , 2013: “DPanh gi4 tac dung caa bai thuéc Trir dam
tiéu thap thang trén bénh nhan ri loan lipid mau nguyén phét”, thuc cé tac
dung: giam 15,7% cholesterol, 6,3% triglycerid, 24,5% LDL-C va lam tang
7,8% HDL-C c6 y nghia thong ké (p < 0,05).
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- Pham Thanh Tung, 2013: “Danh gia hiéu qua diéu tri hoi chang rdi
loan lipid mau caa vién giao c¢6 lam” cho thay giam 20,2% TC, 22,8% TG,
19,3% LDL-C va tang 12,6% HDL-C [72].

- Truong Qudc Chinh, 2014: Panh gia tac dung cua bai thuéc “Ha m&
NK” trén bénh nhan rdi loan lipid mau nguyén phat, cholesterol giam 16,55%
(p < 0,001), triglycerid giam 32,17% (p < 0,001), va chi s6 HDL-C ting
9,09% (p < 0,001), chi s6 LDL-C giam 15,26% (p < 0,001) [3].

- Vi Viét Hang, 2014: “ Nghién ctu tac dung cua ché pham Giang chi
tiéu khat linh diéu tri rdi loan lipid mau trén dong vat dai thao duong type 11
thuc nghiém”, GCTKL diéu tri liéu 840mg/kg/ngay va 1260mg/kg/ngay sau
30 & 60 ngay c6 tac dung giam céc chi sé lipid mau con 33,1% & 40,1% TG,
52,1% & 50,1% TC, 22,9% & 16,3% LDL-C, tang 162,9% & 182,9% HDL-C
[18].

- Nguyén Trung Xin, 2015: “Panh gia tac dung hd tro diéu tri cua bai
thudc Trach ta thang trén bénh nhan réi loan lipid mau”, dat hiéu qua rat tét
20,59%, dat hiéu qua tot 52,94%, dat hiéu qua chua tot 26,47% [76].

- Trinh Vi Lam, 2015: “Panh gia tac dung diéu tri réi loan lipid mau
cua bai thudc Ban ha bach truat thién ma thang két hop Laser ndi mach”, ty I¢
hiéu qua tt va kha 1a 43,33%, ty 18 hiéu qua trung binh 1a 40,0%, khéng hiéu
qua la 16,67% [30].

- Nguyén Vinh Thanh, 2016: “Panh gia tic dung cua bai thuc Tiéu
thuc hanh khi trir thap thang diéu tri RSi loan chuyén hda lipid mau trén 1am
sang”, cholesterol giam 18,42 %, triglycerid giam 55,87%, c6 y nghia thng
ké voi (p < 0,001), LDL-C giam 16,86%, HDL-C ting 5,26%, c6 ¥ nghia
thdng ké vai (p < 0,05) [59].

- Ta Thu Thay, 2016: “Péanh gia tac dung diéu tri hoi ching réi loan
lipid mau cua cao long Pai An”. TC giam 17,7%, TG giam 20,0%, LDL-C
giam 14,1% (p < 0,001), HDL—C tang 8,4% ( p > 0,05). Cao léng Pai An c6
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tac dung diéu chinh RLLPM va chéng xo vita mach trén mé hinh dong vat
thuc nghiém, co tac dung twong duong véi Axore 10mg (Atorvastatin) [64].

- Nguyén Vin Khiém, 2016: “Panh gia tac dung diéu chinh rdi loan
chuyén hoéa lipid cua cao 16ng HSN trén 1am sang”, thu dugc két qua TC giam
24,12%, TG giam 31,09% , LDL-C giam 5,41%, HDL-C ting 4,07% [22].

Nhin chung, cac dé tai da phan mang tinh tong quét, quan sat trén 1am
sang, chua di sdu nghién ctru co ché tac dung, xay dung céc tiéu chi danh gia,
chan doan, diéu tri cu thé, chua dua ra duoc cac san pham cé gid tri sir dung,
ting dung trong diéu tri, s6 liéu nghién ciu con it, két luan danh gia chua c6

tinh dai dién.

1.4.2. Cac nghién ciru tai Trung Quaéc

- Vuong Kién Tan (2009), Thuc nghiém nghién ciu tac dung tac dung
giang duong giang md cua Hoang tinh. Vién trinh gido duc hién dai Trung y
dugc Trung Qudc, tac dung ha lipid mau, dbi tugng nghién cau 1a chudt bi
m& mau cao, dung nudc sic Hoang tinh dua qua sonde da day trong 30 ngay
va danh giéa céc chi sb triglyceride huyét thanh (TG) va cholesterol TP (TC).
Két qua: Hoang tinh c6 thé lam giam dang ké nong do duong méau va TC, TG
trong huyét thanh. Két luan Hoang tinh c6 tac dung ha glucose mau va m&
mau tét, trén 1am sang cd thé dung dé diéu tri cac bénh nhu tiéu duong va
cholesterol cao [106].

- Luu Hai Quan (2012), Panh gia hiéu qua Iam sang caa Giang chi thang
trong diéu tri ting lipid mau. Phuong phap: lya chon 62 truong hop bénh
nhan tang lipid mau duoc diéu tri bang Giang chi thang gia giam. Két qua:
Tong ty 18 c6 hiéu qua 1a 91,9%. Két luan: Giang chi thang diéu tri ching
lipid méu cao c6 hiéu qua rat tét [107].

- Vuong Triéu Ha, Triéu Tinh, La Hoa Ban (2012). Tinh hiéu qua diéu
chinh lipid mau caa Giang chi thang ¢ bénh nhan tang lipid mau nguyén phat.
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Phuong phap: 32 bénh nhan ting lipid mau dung phuong phap mu déi ngau
nhién thanh hai nhdm. Dung Giang chi thang udng trong ba thang, dinh luong
cholesterol TP, triglycerid, LDL-C va HDL-C, so sanh trudc va sau diéu tri.
Két qua: O nhém udng Giang chi thang TC, TG, LDL-C thap hon so Vi
trude diéu tri rd rét (p < 0,01); HDL-C da tang 1én, nhung su Khac biét so voi
trude didu tri khong co ¥ nghia théng ké (p > 0,05). Két luan: Giang chi thang
la mot bai thudc co tac dung diéu tiét lipid méu, an toan va hiéu qua cao
[109].

- Pham Tuyét Mai (2011). Trén 88 bénh nhan ting lipid mau chinh duoc
chia ngiu nhién thanh hai nhém, nhém diéu tri 48 bénh nhan duwgc udng
Giang chi thang, nhém d6i ching dugc cho udng simvastatin, quan sét hiéu
qua cta hai nhdm sau mot thang diéu tri. Két qua: Nhom diéu tri tong hiéu
qua 85,4%, nhdm chtmng 1a 65%. Nhom diéu tri, ty 1& hiéu qua cao so véi
nhom ddi ching c6 ¥ nghia thong ké (p < 0,05). O hai nhém, su khéc biét
trude va sau diéu tri c6 ¥ nghia théng ké (p < 0,05). Két luan: Giang chi thang
c6 tac dung tot trong diéu tri ting lipid mau nguyén phat [110].

- Quang Vi Van, Cao Nghé Thanh (2010), hiéu qua caa Thong mach
giang chi thang véi mang xo vita dong mach canh trong. Két qua: Sau ba
thang diéu tri, diéu tri d6 day 16p ndi mac dong mach canh intima-media
(IMT), khéi lwong mang bam giam, lipid méu, protein C-reactive (CRP) thap
hon so v&i trude khi diéu tri, va tét hon so vdi nhém chiang, su khac biét cd y
nghia (p < 0,05). Két luan Thdng mach giang chi thang khdng chi phai diéu
chinh vai trd caa chat béo, ma con c6 vai trd ciia cac mang bam chdng xo vira
dong mach [111].

- Mai Tién Nguyét (2011): “Péanh gia tac dung cua bai thudc Giang chi
thang” (Pan sam, Tam that, Xuyén khung, Trach ta, Nhan sidm, Puong quy,
Ha thu 6, Hoang tinh), trén 251 bénh nhan c6 rdi loan lipid mau trong 45 ngay
thay tac dung tt va kha 1a 72% [108].
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1.4.3. Cac nghién ciru dom 1é tirng vi thude diéu chinh réi loan lipid mau

* Son tra

- Tén khoa hoc: Fructus crataegi

- Nghién ctru: Nguoi: Dich chiét nuwéc 3,6g/kg, uéng 3 thang

Chuét: Dich chiét ethanol 30mg, 100mg/kg/ngay, udng 4 tuan , TCITG
dnon-HDL-C flavonoids, triterpenic acids

* Lasen

- Tén khoa hoc: Folium nelumbinis

- Nghién cttu: Chudt nhit: Chiét xuit aqueous 400mg/kg/day, udng 6
tuan

Chuot: Flavonoids 50mg, 200mg/kg/ngay, uong 28 ngay TC|, non-
HDL-C|, TG| flavonoids, alkaloid.

* Giao co lam

- Tén khoa hoc: Gynostemma pentaphylla

- Nghién ctiu: Chuét nhat: Dich sac dugc lieu 250mg/kg, uéng, 4 ngay

Chuot nhat: Dich chiét xuat: 50mg, 200mg/kg/ngay, uong 4 tuan ,
TCITG {non-HDL-C gypenoside

* Xa tién tur

- Tén khoa hoc: Plantain seed

- Nghién ctru: Nguoi: Polysaccharides 14g/ngay, udng, 8 tuan

Chudt: Duoc liéu 15g/kg/ngay, udng 12 tuan.

1.5. TONG QUAN VE BAI THUOC HSN PIEU TRI ROl LOAN LIPID
MAU
(HSN la tén riéng tac gia ty dat)
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1.5.1. Nguén gdc caa bai thudc

Cong dong dan toc K’Ho tai huyén Dat Té, tinh Lam Ddong d3 st dung
nhiéu vi thudéc Nam dé diéu tri bénh béo phi, ting huyét ap, bénh gan, bénh
than. T nam 1991 dén thang 2005, thuc hién chuong trinh nghién ciu ké
thira cac bai thudc, cay thudc dan toc trong diéu tri, Bénh vién Y hoc cd
truyén Pham Ngoc Thach tinh Lam Dong da ké thira va nghién cau &p dung
vao diéu tri hang chuc bai thudc hay cua ddng bao dan toc, trong d6 cé bai
thudc ha m& mau HSN gém nhiing vi thubc Nam c6 san & dia phuong. Day la
mot bai thudc ké thira tir két qua cua mot nghién ciru da c6 ciia nhdm nghién
ctru do Béc si Nguyén Thé Thinh da thuc hién dé tai co sé nim 1996 “Budc
dau danh gia tac dung cua bai thuéc HSN trong diéu tri bénh tang lipid mau”
va trén co sé ké thura tri thuc y hoc ban dia cua cong dong K’Ho. Panh gia so
bo trén 1am sang nghién ctru da cho két qua nhu sau: Tong s6 35 bénh nhan (t6t
65,05%, kha 19,15%, trung binh 8,64% va kém 6,16%) [54].

Pén nam 2016, tac gia cing nhom nghién ciru da thyc hién mot nghién ctu
V6i dang thude sac truyén thong mot nghién cau “Panh gia tac dung ha Lipid
mau cua bai thudec HSN trén 1am sang” cho thay bai thudc c6 mot sé tac dung
lam giam mot s6 cac chi s6 lipid trong mau va cai thién dang ké céc triéu ching
1am sang nhu dau dau, chong mit... [22].

Tuy nhién, cho dén nay chua c6 nghién ciu gi sau thém. Chinh vi vay,
chiing t6i tién hanh thuc hién dé tai “Nghién ctu tinh an toan, két qua diéu tri réi
loan chuyén hda lipid mau caa bai thubc HSN trén thuc nghiém va 1am sang” 1a
nham muc dich nghién cu mot cach khoa hoc nhiam chitng minh tinh an toan va
tac dung cua bai thuéc HSN.

Thanh phan bai thuéc: Ca mép (Ray gai) 20g, L4 sen (Ha diép) 20g, Tao
meo (Son tra) 10 g, V6 quyt (Tran bi) 10g, Ngii vi tir (song) 20g, Cam thao
dat 20g.

Tac dung: Ha m& mau, ha men gan
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1.5.2. Céc vi thuéc trong bai thuéc HSN

* Cu mop (Ray gai), Rhizoma Lasiae

- La ré cu phoi kho cua ciy ray gai tén khoa hoc: Lasia spinosa (L.)
Thwaites, ho Ray (Araceae)

- Tinh vi quy kinh: vi cay, tinh 4m, qui kinh can

- Thanh phan hoéa hoc: ray gai chira flavonoid, hop chat phenol, acid hitu
co, acid amin, duong. So bo thiy than ré chaa nhitng chat cho thay nhitng vét
tuong tu Voi rat nhiéu loai acid amin trén sac ky l6p mong. Toan cay con c6
saponin triterpen. Than ré chira tinh bot

- Tac dung duoc 1y: tiéu dom, trir xuyén, thanh nhiét tiéu doc...

- Cong dung va chua tri: phu thiing, té thap, suy gan, chira ho, dau hong
va di chiing do sbt rét. Bo doi mién déng Nam Bo da dung rong rii dé chira
bénh viém gan, vang da, co thé suy nhuoc sau khi bi sot rét co két qua tot.

- Liéu dung: khd 4 - 16 gam/ 24 gio.

- Bai thudc c6 cit mop: Chira té thap, ban chan té buét (ci mép, cau tich,
huyét dang, kim cang, nguu tat, mdi vi 12g sic nuéc hodc ngdm rugu udng).
Chira thién truy (ray gai 129, hat vai 10g, 14 trau c¢6 10g, tat ca thai nho, phoi
kh, sac con 50ml, ubng trong ngay).

* L4 sen (Ha diép), Folium Nelumbilis Nucifera

- La 14 tuoi hodc phoi kho cia cdy Sen, tén khoa hoc: Nelumbo nucifera
Gaertn, ho Sen (Nelumbonaceae).

- Tinh vi quy Kinh: 14 sen cd vi chat hoi dang, mui thom, tinh mat, khong
doc, quy kinh can ty than.

- Thanh phan hoéa hoc: 14 sen chia 0,2 — 0,3% tanin, 0,77 — 0,84%
alcaloid, trong d6 c6 nuciferin 1a chu yéu, nor - nuciferin, roemerin, pro -
nuciferin, vitamin C, cac acid citric, tartric, succinic. Ngoai ra, con cé

quercetin, isoquercitrin, nelumbosid, leucocyanidin, leuco - delphinidin.



40

- Tac dung duoc 1y: 1a sen di dugc nghién ciu c6 tac dung an than,
chbng co thit co tron, chéng shock phan vé, tc ché loan nhip tim. T4c dung
an than cua 14 sen manh hon tdm sen. Nuciferin chiét tir 14 sen c6 tac dung
kéo dai giac ngu, thuéc khdng gay tac dung phu. Dich chiét tir than va 14 sen
c6 tac dung khang khuan dbi véi mot sé vi khuan gram (+) va gram (-).

- Cong nang: thanh nhiét, loi thap, tan &, an than.

- Chu tri: cam phong nhiét, mat nga, sét xuat huyét, réi loan lipid mau,
chay mau...

- Liéu dung: kho 10 gam, twoi 30 gam/ 24 gio.

- Bai thudc c6 14 sen: 14 sen chita chay mau nhu dai tién ra mau, chay
mau chan ring, Xuat huyét dudi da (14 sen 15 - 20g mot ngay sic udng). Chira
mau hoi khéng hét sau dé (14 sen sao thom, tan nhé uéng véi nudc hodc dong
tién, hodc 14 sen sac udng ngay 20 - 30g). Thudc an than, gay ngu (vién nén 14
sen; cao mém la sen 0,03g, bot min 14 sen 0,09g, thém ta dugc lam thanh vién.
Udng 3 - 6 vién 3 gio trudce khi di ngi).

* Tdo méo (Son tra nam), Fructus Docyniae[63].

- La qua chin phoi kh6é cua cdy tdo meéo Viét Nam, tén khoa hoc:
Docynia indica (Wall.), ho Hoa hong (Rosaceae).

- Tinh vi quy kinh: vi chua, ngot, tinh 6n quy kinh ty, vi va can.

- Thanh phan hda hoc: Son tra Viét Nam chta 2,76% tanin, 16,4% chat
duong, 2,7% acid hitu co (tartric, citric tinh theo H,SO,4). Méi day nguoi ta
con thay cac acid hitu co thudc loai tritecpen nhu acid oleanic, ursonic va
crataegic va acid chlorogenic. Trong sd nay, acid chlorogenic va acid ursolic

1a cac thanh phan héa hoc chinh.
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HO, COOH
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axit chlorogenic axit ursolic

- Tac dung dugc 1y: 1am ting Su co bop co tim, ting su tuan hoan & mach
mau tim va mach mau & ndo, diéu hoa sy tuan hoan, giam sy kich thich cua
than kinh.

- Cong nang: pha khi, hoa wr, gidgi déc.

- Chu tri: an uéng khong tiéu, bung day truéng, ¢ chua, kiét ly, cam tich
& tré em, tri tich huyét khéi, giam dau.

- Liéu dung: khd 3 - 10 gam/ 24 gio.

- Bai thudc ¢ tho meo: dung lam thudc bo ty, kich thich tiéu hoa, lam in
ngon, dé tiéu, chita day bung, ¢ chua (cao long tdo méo, ngay hai 1an mdi lan
1 thia canh hoac phéi hop véi céc vi thudc khac theo cong thirc; tao méo 25g,
cu sa 25g, chi xac 25g, vo voi 25g, vo quyt 25g, ci gau 40g, ging tuoi 20g,
phén phi 10g, tat ca tan bot, udng mdi lan 2 thia ca phé, ngay 2-3 lan).

*\/g quyt (Trdn bi), Pericarpium Citri Reticulatae Perenne

- La vo qua chin phoi kho cua cdy quyt, tén khoa hoc: Citrus reticulata
Blanco, ho Cam (Rutaceae).

- Tinh vi quy Kinh: vi cay dang, tinh 6n, quy kinh phé ty.

- Thanh phan hda hoc: tran bi co chira tinh dau, carotenoid, limonoid,
coumarin, alkaloid va flavonoid. Trong d6 cac flavonoid nhém flavanon 1a
thanh phan hoa hoc chinh va dem lai nhiéu tac dung sinh hoc dang quan tim.
Trong s6 cac flavonoid thi hesperidin 1a hop chit chinh trong trdn bi, c6 ham

luong 3,1 — 6,2% (kI/k1). Hop chat nay duoc cac Duoc dién Trung Québc 2010
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va Dugc dién Viét Nam IV qui dinh dung 1am chit danh diu trong kiém

nghiém duoc liéu tran bi

H3C

o
Hom
HO
OH
@) OCH3
Ho % @:
"o OC[:J o

Hesperidin

- Tac dung duoc ly: kich thich tiéu hda.

- Cong nang: hanh khi, kién ty, to thap, hoa dam.

- Chu tri: day bung, cham tiéu, n kém, ho khac nhiéu dom, day tac
nguc.

- Liéu dung: 4 - 12 gam/ 24 gio.

- Bai thudc ¢ vo quyt: Chira dau bung, ndn mira, ¢ hoi, tiéu hoa kém
(tran bi 8g, hoac hwong 8g, ging séng 3 l4t, sic udng 50ml trong ngay). Chita
ho, dom nhiéu, dom dic, tic nguc (tran bi, ban ha ché mdi vi 6g, phuc linh
129, cam thao 3g, sac lay nudc udng). Chira ho, mat tiéng (tran bi 129 sac lay
50ml nude cho duong du ngot udng dan trong ngay) [23].

* Ngii vi tir, Fructus Schizandrae

- L& qua chin phoi hay sdy khd cua cdy Béic Ngii vi tir, tén khoa hoc
Schisandra chinensis (Turcz.) Baill.,, hoac Ngi vi t¢ Nam (Schisandra
sphenanthera Reh. Et Wils., thudc ho Ngii vi (Schisandraceae).

- Tinh vi quy kinh: vi ngot, chua, cay, dang va man, tinh 6n, khong doc,
vao hai kinh phé va than.

- Thanh phan héa hoc: thit qua chira cac acid hitu co gébm acid citric
(11%), acid malic (7 — 8,5%), acid tactric (0,8%), duwong (~1,5%), cac vitamin
C, cac lignan, tanin, va chat mau. Hat ngii vi tor chira khoang 34% chat béo
gom glycerit cta acid oleic va linoleic. Trong sé nay, cic hoat chit dang chu

¥ 1a lignan, nhom chét c6 nhiéu tac dung sinh hoc. Trong Dugc dién TQ 2010
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qui dinh st dung chit schisandrin (C12H307) 1am chat danh diu cho kiém
nghiém vi thudc ngii vi tir. Con Duoc dién Hong Kéng c6 qui dinh sir dung
schisandrin va schisandrin B 1am chét danh diu trong kiém nghiém duoc li¢u
ngil vi tir. DAy ciing 13 hai thanh phan chinh trong qua cua loai ngil vi tir Bic

S. sinensis.

H,CO HCO

Schisandrin Schisandrin B

- Tac dung dugc 1y: 1lam diéu hoa huyét ap va tang bién d6 co bop co
tim, tang nhip tim, kich thich hé hap, kich thich hé than kinh trung uong,
giam mét mai tinh than va thé luc, ting hoat dong phan xa c6 diéu kién voi
lidu thap, bao vé chdng doc hai gan trén thuc nghiém.

- Cong nang: ¢o tac dung lidm phé, cb than, cb tinh, chi md hoi, cuong
am, bo ngil tang, thém tinh, trir nhiét, ich than, sinh tan dich.

- Chu tri: liét duong, than hu, tiéu tién trang duc, dau budt hai bén sudn
lung, chita viém phoi va ho lau c¢6 dom.

- Liéu dung: 4 - 20gam/24 gio

- Bai thudc co ngii vi tir: Chira suy nhuoc co thé do phé khi hu (ngii vi tir
10g, thuc dia, tir uyén, tang bach bi mdi vi 12g, dang sam, hoang ky mdi vi
10g, sic udng ngdy mot thang). Chira chéng mat, U tai, mat ngu, hay quén
(ngil vi tir, toan tao nhan, long nhan, mdi vi 12g, duong quy 8g, sic udng
ngay mot thang).

* Cam thdo dat (Cam thdo nam), Herba et Radix Scopariae

- La toan cAy tuoi, phoi kho say kho cua cdy cam thao nam, tén khoa hoc

Scoparia dulcis (L.), thuéc ho mém ché (Scrophulariaceae).
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- Tinh vi quy kinh: vi ngot, hoi ding, tinh mat

- Thanh phan hoa hoc: toan cay cam thao dat chira diterpen, flavonoid va
acid hitu co. Cac chat diterpen bao gém scoparinol, dulanol, scopadulin, acid
scoparic A, B, C, acid scopadulcic A,B. Cac flavonoid la hymenoxin,
apigenin, luteolin, scutelarein, scutelarin methyl ester, linarin, vitexin,
isovitexin, vicenin-I1. Cac acid hitu co bao goém acid betulinic, acid dulcisic,
acid ifflaionic. Ngoai ra con c6 friedelin, glutinol, dulciol, amellin, tanin,
alcaloid. Tuy dén nay da biét duoc nhiéu thanh phan héa hoc cua cam thao
nam va cac hoat chét cua ching, nhung Dugc dién VN van chua sir dung chat

danh dau trong kiém nghiém dinh tinh, dinh luong dugc liéu cam thao nam.

scopadulciol scopadulcic acid B scopadulcic acid A scoparic acid D

- Tac dung duoc ly: giai doc co thé véi nhiéu loai doc té khac nhau nhu
Cloralhydrat, physostigmin, acetylcholin, pilocarpin, barbituric, histamin.
Chéng co thit co tron duong tiéu hoa, chdng loét dudng tiéu hoa theo co ché
trc ché tiét acid dich vi, (rc ché histamin, 1am cho vét loét nhanh l1anh.Co6 tac
dung an than, lam giam hoat dong tu nhién caa chudt. Cac nghién ciru gan
day cho biét cam thao dat co tac dung phong chdng cic bénh chuyén héa nhu
tiéu dudng, md mau cao do ngin can su tiéu hao mé va dan tgi so tiéu thu tét
hon protein trong ché d6 an, 1am giam m& trong mé md.

- Cong nang: Chira sét, chira ho, giai doc co thé, loét da day, thanh
nhiét, giam ngaa, cam tiéu chay.
- Chu tri: Nudc sic cam thao nam dung chira ho, sét, say sin doc. Thut

nudc ép cam thao nam chira ia chay. O dao Angti, ngudi ta ding ré cam thao
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nam lam thudc thu sap chira kinh nguyét nhiéu. Tri cam sét, ho hen. Biéu trj
di tng, may day, rom say, eczema, |& ngua.

- Liéu dung: 20 - 409/24 gio.

- Bai thudc ¢ cam thao dat: chita ho, viém hong, ban sai, kinh nguyét
nhiéu (ngay dung 8 - 12g khd, hoic 20 - 40g twoi sac udng. Dung riéng hoac
phdi hop vai cac vi thude khac nhu rau ma, cé tranh, sai hd nam, man kinh,
kim ngan, kinh giéi). Nudc hdm néng 1am thuéc loi tiéu va nuéc sic ngudi
dugc dung diéu tri soi than va bénh vé than.

Cl mop ¢6 tac dung héa dam, 1am chu vi. L& sen c6 tac dung trir thap,
V6 quyt c6 tac dung kién ty, trir thap, hoa dam cung hd tro cho bai thube ting
tac dung trir thap hoa dam. Ngii vi tir liém phé, ich than , bo ngii tang, Cam
thao dét kién ty, nhuan phé, Tao méo c6 tac dung kién ty, ciing lam tang chic
nang van hoa tan dich trong co thé khi bd céc tang phé, ty, than. Vi tang phé
c6 chirc nang tic giang thong diéu thuy dao. Tang ty 12 ngudn sinh dam, ty
van hoa thiy coc dé thing thanh giang troc diéu hoa. Tang than 1a goc cua
dam. Than duong 1am 4m ty tho, khi hoa tan dich. Ngoai ra L4 sen, Ngil vi tir
con co tac dung an than, Cam thao dat loi tiéu, Ca mop giai doc lam giam
triéu chirng mét moi, nang né trén nhitng bénh nhan dam thép.

Bai thubc HSN bao gom 6 vi c6 tac dung trir thap, kién ty, hoa dam 1a
chinh, nhung ciing hd tro nang cao chinh khi caa co thé, bd sung chirc ning
cho cé4c tang phé, ty va than. Tac dung caa bai thuéc phi hop nhat vai phéap
diéu tri dam thap thé dam troc w tré.

Cac nguyén lidu trong bai thuéc HSN duogc dung dudi dang nguyén ligu
kho: L4 sen, Tran bi, Ngii vi tr, Cam thao dat dat tiéu chuan trong Dugc dién
Viét Nam IV duoc mua cia cac co s& kinh doanh dugc liéu dat tiéu chuén;
Ray gai thu mua tai Cong ty duoc pham Lam Vién Lam Ddng va dat tiéu
chuan co s&, tio méo thu mua tai cong ty dugc pham Son La va Lao Cai dat

tiéu chuan co so. Céc vi thuc con lai mua cia cong ty Duoc pham Trung
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wong II dat tiéu chuan dugc dién IV. Tuy nhién, chung toi s& xem xét viéc

nang cap. Ti€u chuan cho ca 6 vi thudc d€ phu hop voi hi¢u qua dicu tri bénh

roi loan lipid va dé 6n dinh duoc qui trinh chiét xuét cac hoat chét tir dugc

lieu[23], [32], [34].

1.5.3. Cau tao va dang bao ché caa cao léng HSN

- Cao long HSN 100ml va dugc bao ché nhu sau:

+ Can thudc theo ty 18, dua vao may sic - chiét xuat thudc Pong Y (

Model: KTP - EP - 25).

+ Piéu chinh may dé c6 dung dich cao long ty le 1: 1

+ Pua dung dich cao l6ng vao may dong tii SAMYAN, cho ra san pham

cao long HSN 100ml/tai.

Bang 1. 6. Thanh phan vi thuéc trong bai thuéc HSN

STT Tén vi thuéc Tén khoa hoc Liéu lwong
1 Cu médp Rhizoma Lasiae 20 gam
2 L& sen Folium Nelumbilis Nucifera 20 gam
3 | Taomeo Fructus Docyniae 10 gam
] Pericarpium Citri Reticulatae
4 Vé quyt 10 gam
Perenne
5 | Ngivita Fructus Schizandrae 20 gam

6 | Cam thao dat

Herba et Radix Scopariae

20 gam
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Chuwong 2

CHAT LIEU, POI TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1. NGHIEN CUU POQC TINH

2.1.1. Chat liéu nghién ciu

* Thudc sir dung trong nghién ciru

- Poc tinh cap: Cao long HSN 100ml duoc c6 lai trén may cat quay, ¢ chan
khéng dudi ap suit giam dugc dich chiét ty & 5:1, nghia 1a 20ml/1 thang
thudc tuong duong 100g duoc lidu.

- Poc tinh ban truong dién: Cao long HSN 100ml liéu ding cho nghién ciru
dugc tinh theo liéu dung trén ngudi nhan voi hé sé 6 twong tng véi chudt
cong.

* Méay moc va hda chat phuc va nghién cieu

- Can dién tir caa Nhat, @6 chinh xac 0,001 gam.

- Kim dau tu cho chudt udng.

- Coc chia vach, bom kim tiém Iml.

- Kit dinh lugng cac enzym va chat chuyén hod trong mau : ALT (alanin
aminotransferase), AST (aspartat aminotransferase), bilirubin toan phan,
albumin, cholesterol toan phan, creatinin va cia hang Hospitex Diagnostics
(Ttaly) va hing DIALAB GmbH (Ao), dinh luong trén may Screen master cua
héng Hospitex Diagnostics (ltaly).

- Dung dich xét nghiém mau ABX Minidil LMG cua hdng ABX -
Diagnostics, dinh lwong trén may Vet abc™ Animal Blood Counter.

- C4c hoa chat xét nghiém va l1am tiéu ban md bénh hoc.
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2.1.2. Péi twong nghién cieu

- Nghién cau doc tinh cip: 100 chudt nhat tring chung Swiss, ca 2
gidng, khoé manh, trong luong 18 — 22¢g

- Nghién ctru doc tinh ban trudng didn: 30 chudt cdng chung Wistar, ca
hai gidng, khoé manh, 1dng tring, can ning 200 * 20g.

Tat ca dong vat dugc nudi 3 - 4 ngay truéc khi nghién cau va trong
suét thoi gian nghién ctu bang thire an chuan riéng (do Vién Vé sinh dich t&
Trung Uong cung cap) tai phong thi nghiém cta B mon Duoc Iy — Truong
Pai hoc Y Ha Noi.

2.1.3. Phuong phap nghién ciru

2.1.3.1. Nghién ctru dgc tinh cap

Str dung phuong phap nghién cuiu cua Litchfield — Wilcoxon

Nghién ctru doc tinh cap va xac dinh LDs, ctia thudc thir cao long HSN
trén chudt nhat trang theo duong udng [42], [75], [100].

Trudéc khi tién hanh thi nghiém, cho chuét nhin dn qua dém.
Chudt dugc chia thanh céc 16 khac nhau, mdi 16 10 con. Cho chuédt udng
thudc thir cao long HSN véi lidu tang dan trong ciing mét thé tich dé xac dinh
licu thap nhat gay chét 100% chudt va liéu cao nhat khong gay chét chuot
(gay chét 0% chudt). Theo dbi tinh trang chung cua chudt, qua trinh dién bién
bat dau c6 dau hiéu nhidm doc (nhu nén, co giat, kich dong, bai tiét...) va sb
lugng chudt chét trong vong 72 gio sau khi udng thudc. Tat ca chuot chét
dugc mo dé danh gia ton thuong dai thé. Tir d6 xay dung do thi tuyén tinh dé
xéac dinh LDs, ctia thude thir. Sau d6 tiép tuc theo ddi tinh trang cua chudt dén

hét ngay thir 7 sau khi uéng cao long HSN.
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2.1.3.2. Nghién ciru dc tinh ban truong dién
Tién hanh theo Quy ché danh gia tinh an toan va hiéu lyc thudc ¢
truyén theo quyét dinh 371/BYT niam 1996 [56].
Chuot duoc chia 1am 3 16, moi 16 10 con.
- L6 chitng (n=10): Udng nudc cat 1ml/100g/ngay
- L6 tri 1 (n=10): Ubng cao long HSN liéu 12g duoc liu/kg/ngay (lidu
c6 tac dung twong duong trén ngudi, tinh theo hé sé 6)
- L6 tri 2 (n=10): Ubng cao long HSN  liéu 36g duoc lidu/kg/ngay (gap 3
1an 16 tri 1)
Chuot duoc udng nudc hoic thudc thir trong 4 tuan lién, mdi ngay mot
1an vao budi sang.
Cac chi tiéu theo doi truoc va trong qua trinh nghién cuzu:
- Tinh trang chung, thé trong cua chudt
-Panh gia chic phan tao mau théng qua sé luong hong cau, thé tich
trung binh hong cau, ham lugng hemoglobin, hematocrit, sé lugng bach cau,
cdng thac bach cau va sb luong tiéu cau.
- Panh gia chirc nang gan thong qua dinh lugng mot sb chat chuyén hoa
trong mau: Bilirubin toan phan, albumin va cholesterol toan phan.
-Panh gia mic do hay hoai té bao gan thong qua dinh luong hoat do
enzym: ALT, AST trong méau
- Panh gia chirc ning than théng qua dinh lugng ndng do creatinin mau.
Cac thdng sb theo ddi duge kiém tra vao trude luc udng thude, sau 2 tuan
uéng thude, sau 4 tuan udng thude.
- M6 bénh hoc:
Sau 4 tuan uéng thudc, chudt dugc md dé quan sat dai thé toan bo cac co
quan.
Kiém tra ngau nhién cau trdc vi thé gan, than cia 30% sé chudt & mdi 16.

Cac xét nghiém vi thé dugc thuc hién tai Trung tdm Nghién cau va phat
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hién sém Ung thu (do PGS.TS. Lé Pinh Roanh doc két qua vi thé).
2.2. NGHIEN CUU THUC NGHIEM

2.2.1. Chét liéu nghién ciru

* Thuéc sir dung trén thuc nghiém

- Dung cao long HSN 100ml. Liéu dung ubng 1 thang/ngay/ngudi twong
duong 100g duoc liéu va udng thudc cung thé tich 1ml/100g chudt & tat ca
cac 10.

- Thubc d6i chung: Vién nén Atorvastatin 10mg (STADA—Viét Nam).
Trong d6, mo hinh ndi sinh sir dung liéu Atorvastatin 100mg/kg va mé hinh
ngoai sinh dung liéu Atorvastatin 10mg/kg/ngay.

* May moc phuc vu nghién ciru

- Can dién tir caa Nhat, @6 chinh xac 0,001 gam.

- Kim dau td cho chudt uéng.

- Coc chia vach, bom kim tiém 1ml

- May xét nghiém sinh hoa ban ty dong XC-55 chemyistry analyzer
(Trung Quéc).

- May li taim HETECH
*Ho4 chit:

- Cholesterol tinh khiét (Merck — buc)

- Dau lac (Cong ty Truong An — Viét Nam)

- Propylthiouracil vién nén 50mg (Biét duoc Rieserstat®~Rudolf
Lomapharm Lohmann GmbH KG —bc)

- Acid cholic (Sigma — Singapore)

- Atorvastatin vién nén 10mg (STADA-Viét Nam)

- Kit dinh luong c&c enzym va chat chuyén hoa trong mau: TC, TG,
HDL-C, ALT (alanin aminotransferase), AST (aspartat aminotransferase) cua
hdng Hospitex Diagnostics (Italy) va hidng DIALAB GmbH (Ao), dinh lugng



51

trén may Screen master cua hang Hospitex Diagnostics (Italy).

2.2.2. Poi twong nghién ciu

- M6 hinh gay réi loan lipid mau noi sinh: 50 chudt nhat trang, ching
Swiss, ca hai giéng, khoe manh, trong luong 25 + 2g

- Mb hinh gay rdi loan lipid mau ngoai sinh: 50 chuét céng tring chung
Wistar, 16ng trang, can nang 200 + 20g

* T4t ca dong vat duoc nudi 3 - 4 ngay truge khi nghién ctu va trong
suét thoi gian nghién ciu bang thire an chuan riéng (do Vién Vé sinh dich t&
Trung Uong cung cap) tai phong thi nghiém cia B mon Duoc Iy — Truong
Pai hoc Y Ha Noi

2.2.3. Phuwong phap nghién ciru

2.2.3.1. M6 hinh roi loan lipid mAu ndi sinh
M6 hinh gay réi loan chuyén hoa lipid mau noi sinh: St dung

Poloxamer-407 caa Millar va cong su

Chuan bi dung dich P-407 2% bang cach pha 0,4g P-407 trong nudc mudi
sinh ly 0,9% vira du 20 ml, dé ta lanh qua dém dé lam tang do tan cia P-407.
Kim va xylanh dung dé tiém chudt dugc ngdm trong nude da trudge khi sir dung
[88].
Chudt nhat trang duoc chia 1am 5 16, mdi 16 10 con. Cac 16 duoc tiém va uéng
thudc nhu sau:

- L6 1 (chiing sinh hoc): Tiém mang bung nudc mudi sinh 1y 0,9% Vi
thé tich 0,1ml/10g thé trong chudtva ubng nudce cat.

- L6 2 (mb hinh): Tiém mang bung dung dich P-407 2% liéu 200 mg/kg
(0,1ml/10g) va ubng nudc cat.

- L6 3 (ubng atorvastatin): Tiém mang bung dung dich P-407 2% liéu
200 mg/kg (0,1ml/10g) va uéng atorvastatin liéu 100 mg/kg.
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- L6 4 (16 tri 1): Tiém mang bung dung dich P-407 5% liéu 200 mg/kg
(0,1 ml/10g), uéng HSN liéu 24g duoc liéu/kg/ngay (twong duong liéu 1am
sang)

- L6 5 (16 tri 2): Tiém mang bung dung dich P-407 5% liéu 200 mg/kg
(0,1 ml/10g), uéng HSN 72g duoc lieu/kg/ngay (gap 3 lan lidu 1am sang).

Chuét dugc udng nude cat va thude thir 7 ngay lién tuc truée khi tiém
mang bung dung dich P-407. Sau khi duogc tiém P-407, chudt duoc cho nhin
d6i hoan toan nhung van duoc udng nudc tu do. Sau 24 gid ké tir khi dugc
tiém P-407, tat ca cac chudt duoc ldy mau dong mach canh 1am xét nghiém
dinh luong TG, TC, HDL-C. Non - HDL-C duoc tinh theo cong thuc:
Non-HDL-C = TC — HDL-C (mmol/L)

2.2.3.2. M0 hinh gay roi loan lipid mau ngoai sinh
M6 hinh gay rdi loan chuyén hoa lipid mau ngoai sinh: Ap dung mé
hinh caa Nassiri va cong su c¢6 diéu chinh ham lugng acid cholic va PTU
Chuan bi hdn hop dau cholesterol: Mdi lan can 50g cholesterol. Pun
néng céach thuy 200ml dau lac, cho cholesterol vao, khuay déu cho tan hét, dé
ngudi, cho thém 5g acid cholic va 2,5g propylthiouracil, cudi cing cho thém
dau lac vira du 500ml. Trong 1ml hdn hop dau cholesterol chia: 0,1g
cholesterol; 0,01g acid cholic va 0,005g propylthiouracil [78], [79], [88], [93].
Chudt céng duoc chia thanh 5 16, mdi 16 10 con, cac 16 duoc udng thudce
trong 4 tuan nhu sau:
- L6 1 (16 chang sinh hoc): Hang ngay chudt chi ubng nudc cat vai cling
thé tich nhém udng thudc
- L6 2 (16 md hinh): Hang ngay chudt dugc ubng hdn hop dau
cholesterol 1ml/100g chudt, sau d6 2 gid cho ubng nude cat 1ml/100g chudt
- L6 3 (16 udng atorvastatin): Hang ngay chuét duoc ubng hdn hop dau

cholesterol 1ml/100g chudt, sau d6 2 gid ubng atorvastatin liéu 10 mg/kg.
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- L6 4 (16 ubng cao long HSN liéu thip): Hang ngay chudt duoc udng hdn
hop dau cholesterol 1ml/100g chudt, sau d6 2 gio udng thudc thir liéu 12g duoc
liéu/kg/ngay (liéu co tac dung tuong dwong lidu ding trén nguoi, tinh theo hé s6
6).

- L6 5 (16 udng cao long HSN liéu cao gap 3 1an): Hang ngay chudt dugc

uéng hdn hop dau cholesterol 1ml/100g chudt, sau d6 2 gid uéng thude thir
lidu 36g dugc lidu/kg/ngay.
Tién hanh can kiém tra trong lwong chudt & tat ca cac 16 tai thoi diém trudce va
hang tuan cua thi nghiém. Vao ngay dau tién, ngay tha 15 (sau 2 tuan) va
ngay tha 29 (sau 4 tuan) caa thi nghiém, chudt trong cac 16 cho nhin an qua
dém. Lay méau dudi ctia chudt va tién hanh dinh lugng TC, TG, HDL-C, LDL-
C duoc tinh theo cong thuc Friedewald: LDL-C = TC — (HDL-C) — (TG/2,2)
(mmol/l) va hoat @6 enzyme AST, ALT [80], [81], [82], [94].

2.3. NGHIEN CUU TREN LAM SANG

2.3.1. Chat liéu nghién ciu

- Cao léng HSN 100ml

- Thudc ddi chimg dé so sanh vai thudce thir nghiém diéu tri 1a fenosup
lidose 160mg (fenofibrat), do SMB Technology S.A — Bi san xuat, s6 ding
ky: VN-6691-08. La mot thude diéu tri RLLPM kinh dién thudc nhém fibrat,
tén chung quéc té la fenofibrate [53], [61].

2.3.2. Poi twong nghién ciu
- Nghién cau gom 150 bénh nhan, cac BN déu duoc 1am bénh an, khai
thac k¥ tién str, bénh str, khdm 1am sang toan dién va thuc hién cac xét
nghiém va chia lam 3 nhom:
Nhém 1 : Dung HSN 100ml/ ngay ding 1 lan, sau in, trong 30 ngay
Nhoém 2: Dung Fenofibrat 200mg, dung 1 lan, sau dn, trong 30 ngay
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Nhom 3: Nhém phéi hop: Dung Fenofibrat 200mg, 1 vién / ngay két hop

véi HSN 100ml/ ngay, trong 30 ngay
Tat ca bénh nhan (BN) dén kham va diéu tri noi trd hodc ngoai trd tai
khoa YHCT bénh vién Pa khoa Ha Bong tu nguyén tham gia nghién cuu,

d6ng y 1am xét nghiém day du, tuan tha dung phac d6 va liéu trinh diéu tri.

2.3.2.1. Tiéu chuin lra chon bénh nhan

- Tubi: tir trén 20 tuoi

- Gigi: ca nam va nir

- Tiéu chuan chon bénh nhan theo YHHD: Pa dugc chan doan c6
RLLPM theo céc tiéu chuan sau: Xét nghiém mau khi déi c6 1 hodc hon 1 céc
chi sb lipid & muac nguy co cao, duoc khuyén cdo phai diéu tri bang liéu phap
ding thuéc [103].

+ Cholesterol toan phan > 6,2mmol/I

+ Triglycerid > 2,26mmol/I
+ LDL-C > 4,1mmol/l
+ HDL-C < 1,03mmol/l

- Chua dung thude diéu tri RLLPM lan nao hoic di ngiing ding thubc
tir 3 thang tré 18n. Cac bénh nhan duoc hudng dan thuc hién ché do an kiéng
truéc nghién ctu 3 thang. Tiép tuc an kiéng trong thoi gian 30 ngay diéu tri

- Tiéu chuan chon bénh nhan theo YHCT: Dua vao ta chan, bénh nhan
c6 triéu ching cua chimg dam thap. Trong do, thé dam thap tré (co thé ning
né, dau dau nang, chan tay té nang, an kém, chat ludi béu, réu tron nhét, mach
huyén hoat); thé can than 4m hu (chong mat, 1 tai, ngii tam phién nhiét, miéng
kho khat, dai tién tao, ludi do, it réu, mach huyén té), thé ty than duong hu
(mét moi vo luc, chong mat, chan tay lanh, bung day chudng, dai tién phan
nat, ludi nhot, réu ludi trang day, mach tram té).

* Tiéu chudn logi trir:
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- R6i loan lipid méu sau c&c bénh nhu: Tiéu duodng, suy giép trang,
bénh than man tinh, bénh gan mat, bénh gout

- Bénh nhan tai bién mach n3o giai doan cip, nhiém tring cap, suy gan
than, ting huyét ap tir do Il tré 18n hoic cac bénh noi khoa ning cip hoic
man tinh khac, phu nir cé thai va cho con ba.

- Bénh nhén dang trong qué trinh diéu tri hodc sir dung cac thudc anh
huong toi lipid méu: Corticoid, oestrogen, progesterol, thudc lgi tiéu, thudc
chen giao cam....

- Nhitng bénh nhan khong hop tac, bo dung thudc tir 3 ngay tro 1én,
khong tuan thu qui trinh thim kham va diéu tri

- Ché d¢ an udng va luyén tap: Ca hai nhom ké tir IGc bat dau diéu tri
va trong sudt qua trinh tham gia nghién ctu déu duoc hudng dan thuc hién
nghiém tuc ché do an, luyén tap cho ngudi RLLP mau va THA (trong truong
hop c¢6 kém THA do 1)

Bang 2. 1. Phan loai ting huyét 4p theo JNC V11

_ HA tam thu HA tim trwong
Phan loai
(mmHQg) (mmHg)
Binh thuong <120 va < 80
Tién ting huyét ap 120 — 139 va/hoic 80 — 89
Tang huyét ap do | 140 — 159 va/hoic 90 — 99
Tang huyét ap do Il > 160 va/hoic > 100

2.3.3. Phwong phap nghién curu

2.3.3.1. Thiét ké nghién ctru
Nghién ctru duoc thiét ké theo mo hinh thir nghiém 1am sang c6 d6i

chtng (so sanh trudc va sau diéu tri, so sanh giita ba nhdm nghién cau).
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* C& mau:

Chon ¢ mAu theo cha dich. Tong s6 bénh nhan trong nghién ctu
1a 150, cac BN dam bao tiéu chuan nghién ciru duoc chia ngau nhién thanh 3
nhém, mdi nhém 50 BN, chon cac bénh nhan du tiéu chuan chan doan rdi
loan chuyén hoa lipid mau. Tuy nhién, trén thuc té, ching toi phai lay sé
lwgng bénh nhan cao hon dé dé phong phai loai trir nhimg bénh nhan bo cudce
hodc khong tuan thu quy trinh nghién ctru.

Cach lay bénh nhan ngau nhién nhu sau: Trong s6 cac bénh nhan dén
kham bénh hang ngay, cé triéu chung 1am sang va can 1am sang du dé chan
doan RLLPM. LAy tat ca nhitng bénh nhan dé rdi cho phan mém Excel chon
ngau nhién 50%. Mot lan nita cho phan mém Excel chon ngau nhién vao ting
nhém, mdi nhom 50 bénh nhan.
2.3.3.2. Céc chi sb nghién ciu

Cac thong tin nghién ciru duoc ghi chép day du vao bénh an nghién ctu
theo mot mau théng nhat.

- Cac dic diém chung cua bénh nhan NC: Tén , tudi, gidi, nghé nghiép.

- C4c chi tiéu 1am sang: tién hanh kham tai thoi diém trude diéu tri
(D0), sau diéu tri 30 ngay (D30).

- Can ning: can vao budi sang luc doi, bang can dong ho.

- Chi s6 khéi co thé (BMI - Body Mass Index): duoc tinh theo cong
thure:

Can nang (kg)

BMI =

Chiéu cao?(m)
- Phan loai thira can - béo phi theo Khuyén nghi ciia co quan khu vuc
Tay Thai Binh Duong thudc T6 chirc Y té Thé giéi (WPRO) va Hoi nghién
ctru béo phi qudc té phdi hop v6i Vién nghién ctru bénh dai thao dudng quéc
té (IDI) d¢ ra tiéu chuan phan loai thira can - béo phi danh cho nhiing ngudi

truong thanh chau A.
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Bang 2. 2. Chi s6 nhan tric theo tiéu chuin ap dung cho nguwdi chau A

Phan loai BMI ciia ngwoi Chau A (IDI and WPRO, 2000)
Nhe can <18,5
Binh thuong 18,5- 22,9
Thtra can >23,0
Cd6 nguy co 23,0-249
Béo phi @6 1 25,0-29,9
Béo phi d¢ 2 >30

- Huyét 4p (HA): Do HA thudng qui, sir dung may do nhin hiéu ALR
do Nhat Ban san xuét, duoc hiéu chinh bang huyét ap ké thay ngan. Nghi
ngoi 15 phut trude khi do tranh nhiing tic dong cta van dong va cang thang
than kinh.

- C4c chi s6 can 1am sang: Bénh nhan duoc 1dy mau tinh mach vao budi
sang khi chua dn va cach bita an hém trude it nhat 1a 12 gio. Trong dé:

+ Cac chi s6 huyét hoc: Hang cau, bach cau, tiéu cau, hemoglobin.

+ Céac chi sb sinh hoa: Ure, creatinin, AST, ALT, glucose, Cholesterol,
triglycerid, HDL-C, LDL-C tir @6 tinh ra TC/HDL-C, LDL-C/HDL-C.

- Cé&c chi tiéu theo YHCT: Bénh nhan co triéu chitng cua chimg dam
thap, thé dam thap tré (co thé niang né, dau dau ning, chan tay té ning, an
kém, chat ludi béu, réu tron nhét, mach huyén hoat); thé can than am hu
(chéng mit, u tai, ngii tam phién nhiét, miéng kho khat, dai tién tao, ludi do, it
réu, mach huyén té), thé ty than dwong hu (mét moi vo luc, chong mat, chan
tay lanh, bung ddy chudng, dai tién phan nat, ludi nhot, réu ludi trang day,

mach tram té)..
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- Céc tac dung khdng mong muén trén 1am sang: Mét moi, dau co, man

ngua, kho tiéu, tiéu chay....
2.3.3.3. C4c chi tiéu danh gia két qua

* Céc chi tiéu can lam sang

Bang 2. 3. Phan loai mire d cai thién cac chi sé lipid mau

Chi s lipid

Hicu qUa CT giam TG giam HDL-C tang | LDL-C giam
Hiéu qua tot > 20,0% > 40,0% > 20,0% > 20,0%
Hiéu qua kha 10% - 20,0% | 20,0% - 40,0% | 10% - 20,0% | 10% - 20,0%
Khong hiéu qua < 10% < 20,0% < 10% <10%

- Céc thong sb sinh hda khac: Ure, Creatinin, AST, ALT duoc so sanh

gid tri trung binh trudc va sau diéu tri, gitra nhém NC va nhom DC.

* CA4c chi tiéu lam sang:

Mtc d6 cai thién cac biéu hién 1am sang theo 3 muc do:

- Hiéu qua tét: Hét han cac biéu hién 1am sang.

- Hiéu qua kha: Giam rd rét cac biéu hién 1am sang.

- Khdng hiéu qua: Cac biéu hién 1am sang khong thay doi hoic thay
d6i khong dang ké [57], [115].

* T4c dung khéng mong mudn cia diéu tri

- Théng qua hoi va kham 1am sang dé phat hién cac biéu hién nhu: Mét

moi, dau co, man ngaa, kho tiéu, tiéu chay.... tinh ti 18 %

- Théng qua c&c bién ddi cua cac gia tri trung binh va két qua bat

thuong cua cac chi sé Ure, Creatinin, AST, ALT duoc so sanh gié tri trung

binh trudc va sau diéu tri, gitra nhém NC va nhém PC

2.3.4. Pia diém nghién ciu
Puoc thuc hién tai khoa YHCT Bénh vién Da khoa Ha Pong.
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2.3.5. Pao dwc trong nghién ciu
- Nghién ctru dugc sy chap thuan tu nguyén cua doi tuong nghién cau.
- Moi théng tin c& nhan ctia d6i twong tham gia nghién ctu duoc giit bi mét.
- Trong qua trinh nghién ctu, nhitng bénh nhan tham gia nghién cau cé
dién bién bat thuong duoc dua ra khoi nghién ctru dé diéu tri thich hop.
- Moi théng tin nghién ctu chi nham muc dich danh gia tac dung cua
thudc, gop phan vao cong tac diéu tri bénh, khéng nham muc dich gi khac.

- Nghién ctru duoc tién hanh sau khi dé cuong nghién ctru da duoc
théng qua bai Hoi dong khoa hoc (ngay 31/01/2015), thong qua Hoi dong dao
duc (ngay 03/03/2017) va su dong y cia cac don vi 13 co so tién hanh dé tai
nhu: Vién nghién cttu Y Dugc ¢6 truyénTué Tinh, B6 mén Dugc ly - trudng
DPai hoc Y Ha Noi, Bénh vién Da khoa Ha Bong.

2.3.6. Phwong phap xir Iy s6 liéu

S6 liéu duoc xu ly theo thuat toan thdng ké y sinh hoc véi su hd trg
cua chuong trinh phan mém Microsoft office excel, va SPSS 20.0 cua T
chtc Y té thé gigi. S6 lidu dugc biéu dién dudi dang X+ SD. Kiém dinh cac
gia tri bang t-test Student hoac test trugc-sau (Avant — Aprés). Su khac biét co
y nghia thong ké khi p < 0,05

Chu thich: Sy khac biét véi 16 ching sinh hoc véi p < 0,05, p < 0,01, p
< 0,001 1an luot dugc ky hidu 13 *, **, *** \/3 sy khac biét so vai 16 md hinh

V6ip <0,05,p<0,01, p<0,001 lan luot dugc ky hiéu [a +, ++, +++.



60

Chuong 3
KET QUA NGHIEN CUU

3.1. KET QUA NGHIEN CUU PQC TIiNH

3.1.1. Két qua dgc tinh cap

Chuét nhat tring dugc ubng thude thir cao long HSN tir liéu thap nhat
dén licu cao nhat. L6 chudt udng tir lieu 45ml cao long/kg thé trong twong
ting voi 225g duoc lieu/kg thé trong xuat hién chudt bi tiéu chay, kho tho,
giam van dong va xuat hién chuot chét. Chuot chét & cac 16, sé luong chuot

chét ty 1¢ thuan véi liéu dung va duoc trinh bay ¢ biéu d6 3.1

20

% Y=29762x-127.38
= R% =0.9503
= 00 <
*

80

60 / *

40 /
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Biéu do 3. 1. Méi lién quan tuyén tinh gida liéu lweng ciia cao léng HSN
va ty 1é chugt chét
Tir d6 tinh duoc LDso ciia cao long HSN va chi s diéu tri du kién:
- LDsy (Lethal Dose)= 59,58 (63,11 — 55,76)ml/kg =297,9 g duoc liéu/kg
- Tl (Therapeutic Index) = (297,9/2) : 12 = 12,41
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3.1.2. Két qua ddc tinh ban truong dién

3.1.2.1. Tinh trang chung va sy thay doi thé trong ctia chugt
* Tinh trang chung:

Trong thoi gian thi nghiém, chudt ¢ ca 3 16 hoat dong binh thuong,
nhanh nhen, mat sang, phan khd. Chuét ¢ 2 16 ubng thudc dic biét 1a 16 udng
lidu cao dn udng kém hon, 16ng khong muot so véi 16 ching.

* Syrthay déi thé trong chugt:
Bang 3. 1. Anh hwéng cia cao long HSN dén thé trong chuét

L6 ching Lotril LOtri2
o Trong Trong Trong
Thai gian % thay % thay % thay P
lugng .. lugng .. lugng ..
dol dol dol
(9) (9) (9)
Truwéc uéng 180,00+ 183,00+ 181,00+ 0.05
> ]
thudc 17,16 22,63 18,53
Sau2tuan | 195,00+ 196,00+ 193,50+
) . 18,51 117,42 16,95 | >0,05
uong thuoc 17,32 22,34 19,73
P truwéc-sau | <0,05 < 0,05 < 0,05
Sau 4 tuan 213,00 222.00 210,00
) . 118,37 113,41 115,79 | >0,05
uong thuoc | +24,18 + 28,98 + 33,00
P trwéc—sau | <0,05 < 0,05 < 0,05

Nhan xét: T két qua & bang 3.1 cho thdy sau 2 tuan va 4 tuan udng
thudc thir, trong luong chudt ¢ 16 chang sinh hoc déu tang so véi truéc khi
nghién ctru, c6 ¥ nghia thong ké (p < 0,05). O 2 16 tri, trong luong chudt déu
taing & thoi diém sau 2 tuan uéng thudc va tiép tuc sau 4 tuan uéng thubc
nhung mirc ting thap hon so véi 16 chiing sinh hoc. Trong luong chudt & 2 16
tri & cac thoi diém sau 2 va 4 tuan khdng cd su khac biét so véi trong luong

chudt caa 16 chang sinh hoc (véi p > 0,05).
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3.1.2.2. Panh gia chirc nang tao mau:

Bang 3. 2. Anh huéng cia cao long HSN dén sé lwong hong cau, bach

ciu, tiéu ciu trong mau chudt

Trudc udng

Sau ubng thuéc

Sau udng thuéc

Tht gian thudc 2 tuan Prs 4 tuln Prs

L chiing 6,72+0,73 698+031 | >005| 706+052 | >005

H‘i’”g Lo tri 1 7,07 0,39 699+060 | >005| 7,06+086 | >0,05

(T(;al_l; L trj 2 7,03+0,36 691+048 | >005| 674+044 | >0,05
D > 0,05 > 0,05 > 0,05

L chiing 4,60 +0,83 513+082 | >005| 48l+141 | >005

B?Ch L tri 1 4,91+ 0,80 502+1,09 | >005| 512+067 | >0,05

( GC /T_u) L trj 2 5,09 +0,76 531+132 | >005| 550+047 | >0,05
p > 0,05 > 0,05 > 0,05

Lo ching | 544.50 + 152,27 | 52570+9253 | >0,05 | 459,30+97,52 | >0,05

Tif“ Lotril | 5758045823 | 549,56 +91,53 | >0,05 | 599,22+9375 | >0,05

((;/T_u) Lotri2 | 546,40+ 100,89 | 50250 +92,42 | >0,05 | 580,38 + 115,62 | > 0,05
D > 0,05 > 0,05 > 0,05

diém trude va sau khi udng thudc thir (p > 0,05).

Nhan xét: Tir bang 3.2 cho thay sau 2 tuan va 4 tuan udng cao long HSN,
cac xét nghiém danh gia chtrc niang tao mau (sé lwong hong cau, sb luong
bach cau va sb luong tiéu cau) & ca 16 tri 1 (udng HSN liéu 12g duoc
lidu/kg/ngay) va 16 tri 2 (udng cao long HSN liéu 36g duoc lidu/kg/ngay) déu
khong c6 su khac biét c6 v nghia so vai 10 chiing va so sanh gitra cac thoi
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Bang 3. 3. Anh hwéng cuaa cao long HSN dén hoat @ AST, ALT trong

mau chugt
. Truéc udng Sau uéng Sau udng
Thei gian . . ; Pt . ; Pt
thuoc thuoc 2 tuan thuoc 4 tuan
Lo chang | 133,00+ 13,04 | 128,40+ 29,34 | >0,05 | 126,10 + 18,93 | > 0,05
AST ["16tril | 141,20+ 12,54 | 130,89+ 22,88 | >0,05 | 127,78 + 17,58 | > 0,05
u/L
Vb 82 | 140302891 | 130,30+ 13,91 | >005 | 129.13£9.01 | >0,05
D > 0,05 > 0,05 > 0,05
Lo chang | 58,60 +6,98 | 5520+9,03 | >0,05 | 61,60%6,00 |>0,05
ALT ™61 | 61,60+6,88 | 58,00+ 7,86 | >005 | 62,11 +8,37 |>0,05
u/L
AT ri2 | 60,70 + 13,58 | 56,00 + 7,13 | >005 | 61,50 +5,15 |> 0,05
D > 0,05 > 0,05 > 0,05

Nhan xét: Tir bang 3.3 cho thay sau 2 tuan va 4 tuan udng cao long HSN,

cac xét nghiém danh gia mac d6 huy hoai té bao gan (hoat do AST, ALT

trong mau chudt) 16 tri 1 (ubng cao long HSN lidu 12g duoc liéu/kg/ngay) va

16 tri 2 (uéng cao long HSN liéu 36g duoc lieu/kg/ngay) déu khong cé su

khac biét co ¥ nghia so voi 16 ching va so sanh gitra hai thoi diém trudce va

sau khi uéng thuéc thir (p > 0,05).
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3.1.2.4. Panh gia thay d6i thanh phan lipid mau:
Bang 3. 4. Anh huéng cia cao léng HSN dén ndng dd cholesterol toan

phan trong mau chudt

Thoi gian Cholesterol (mmol/l) 5
L6 ching Lotril Lo tri 2
TreGeuong | 1694023 | 1634012 173+0,11 > 0,05
thuoc
Sau 2 tuan udng
! 1624020 | 1,70+0,16 1,71+0.21 > 0,05
thuoc
01 > 0,05 > 0,05 > 0,05
Saudtanuong |\ o015 | 1694025 175+0,21 > 0,05
thuoc
0. > 0,05 > 0,05 > 0,05

Nhan xét: Két qua & cac bang 3.4 cho thay: sau 2 tuan va 4 tuan uéng
cao long HSN, céc xét nghiém danh gia cholesterol toan phan trong mau
chuot & ca 16 tri 1 (uong cao long HSN liéu 12g duoc liéu/kg/ngay) va 16 tri 2
(ubng cao long HSN liéu 36g duoc liéu/kg/ngay) déu khong co su khac biét
c6 v nghia so véi 16 ching va so sanh giira hai thoi diém trude va sau khi
uéng thude thir (p > 0,05).




3.1.2.5. Panh gia chirc nang than:
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Bang 3. 5. Anh hwéng cia cao léng HSN dén nong dd creatinin trong

mau chugt

Creatinin (mg/dl)

Thai gian D
Lo ching Lo tri 1 Lo tri 2
Truéc udng
, 1,05+ 0,05 1,06+ 0,05 1,04+ 0,04 > 0,05
thuoc
Sau 2 tuan
, , 1,06+ 0,05 1,04+ 0,05 1,05+ 0,05 > 0,05
uong thuoc
Prt-s > 0,05 > 0,05 > 0,05
Sau 4 tuan
, , 1,04+ 0,05 1,07+ 0,05 1,04+ 0,05 > 0,05
uong thuoc
Pt-s > 0,05 > 0,05 > 0,05

Nhan xét: Két qua & bang 3.5 cho thay: sau 2 tuan va 4 tuan uéng cao

long HSN, ¢ ca 16 tri 1 (udng cao long HSN liéu 12g duoc ligu/kg/ngay) va 16

tri 2 (udng cao long HSN liéu 36g duoc lieu/kg/ngay), ndng do creatinin trong

méu chudt khong cd su thay doi khéac biét c6 ¥ nghia théng ké so véi 16 ching

va so sanh gitra hai thoi diém truéc va sau khi udng thudc thir (p > 0,05).

3.1.2.6. Thay d6i vé mé bénh hoc

Sau 4 tuéan uéng thuéc

* Pgi thé: Trén tat ca cac chuot thuc nghiém (ca 16 ching va 2 18 tri),

khong quan sét thay co thay doi bénh ly nao vé mit dai thé cia cac co quan

tim, phoi, gan, lach, tuy, than va hé thdng tiéu hoa caa chuot.
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* \/i thé:

- Hinh thai vi thé gan:

+ L0 chung:

+ Lo tri 1 (udng cao long HSN lidu 12g duoc lieu/kg/ngay):
+ L6 tri 2 (ubng cao long HSN liéu 36g duoc lidu/kg/ngay):

Hinh 3. 1. Hinh thai vi thé gan chugt 16 Hinh 3. 2. Hinh thai vi thé gan chudt 16 chirng
chitng (HE x 400) Té bao gan binh thwong (HE x 400) Té bao gan thoai hda nhe

D™ ".'.' ) L
o4 ¢ hg,-_ )

<l

Hinh 3. 3. Hinh thai vi thé gan chugt 16 tri 1 Hinh 3. 4. Hinh thai vi thé gan chudt 16 tri 2
sau 4 tuan uong thuoc thir Té bao gan binh  sau 4 tuan uong thuoc thir Té bao gan thodi
thuong héa nhe
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- Hinh thai vi thé than:
+ L0 chung:
+ Lo tri 1 (ubng cao long HSN liéu 12g duoc lidu/kg/ngay):
+ Lo tri 2 (udng cao long HSN liéu 36g duoc lieu/kg/ngay):

Hinh 3. 5. Hinh thai vi thé than chugt 16 Hinh 3. 6. Hinh thai vi thé thin chugt 10
chiing (HE x 400) Than binh thuong ching (HE x 400) Than binh thudng

Hinh 3. 7. Hinh thai vi thé than chudt 16 tri 2 Hinh 3. 8. Hinh thai vi thé than chuat 16 tri 1
sau 4 tuan udng thudc thir Thdn binh thwong Sau 4 tuan udng thuéc thir Thén binh
thuong



3.2. KET QUA NGHIEN CUU TREN THUC NGHIEM

3.2.1. Két qua nghién cieu mé hinh réi loan lipid méau nai sinh

Bang 3. 6. Md hinh réi loan lipid mau bang Poloxamer - 407

. Ching sinh hoc Md hinh
Chi so lipid _ —
(n=10) (X £ SD, mmol/L) (n=10) (X £ SD, mmol/L)
TC 2,70 £0,24 7,80 £ 1,06***
TG 0,62 £ 0,05 8,60 £ 1,38***
HDL-C 1,01+£0,14 2,07 £0,17*%**
non-HDL-C 1,69 £ 0,28 5,73 £1,13***

Nhgn xét: Két qua bang 3.6 cho thay: tiém mang bung dung dich P-407
2% liéu 200 mg/kg (0,1ml/10g) c6 tac dung gay RLLPM r6 rét: & 16 md hinh,
TG ting gap 13,87 lan; TC tang 2,89 1an; HDL-C ting 2,05 1an va non-HDL-C
tang 3,39 lan. Sy khéc biét 13 c6 ¥ nghia thong ké véi p < 0,001.

Bang 3. 7. Tac dung ciia HSN 1&n ndng d@d lipid mau & md hinh ndi sinh

_ TC TG HDL-C Non-HDL-C
L6 nghién ciu
(mmol/L) (mmol/L) (mmol/L) (mmol/L)
Oy | 7808106 | 8602138 | 207017 | 5732113
L6 3: Atorvastatin | 513+£1,03 | 7,56 %257 190+ 0.28 323+1,11
100mg/kg (n=10) | (] 34,23%) | (| 12,09%) DA (] 43,63%)
Pios-162 p<0,001 p>0,05 p>0,05 p<0,001
L6 4: HSN lidu 6,40+ 167 | 7,80+2,08 2,06 + 0,39 4,34 + 1,36
thap (n=10) (117,95 %) (1 9,3%) (] 24,26%)
Pioa-162 p< 0,05 p> 0,05 p> 0,05 p< 0,05
Pioa-163 p> 0,05 p> 0,05 p> 0,05 p> 0,05
L6 5: HSN liéu 6,36 + 1,38 7,53+2,63 2,02+0,21 434 +1,23
cao (n=10) (| 18,46%) (| 12,44%) (| 24,26%)
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TC TG HDL-C Non-HDL-C
L6 nghién ciu
(mmol/L) (mmol/L) (mmol/L) (mmol/L)
Pio5-162 p<0,05 p>0,05 p>0,05 p<0,01
Pios-163 p<0,05 p>0,05 p>0,05 p <0,05
Plos-164 p>0,05 p>0,05 p>0,05 p> 0,05

Nhan xét: Tir két qua bang 3.7 nhan thay

- Lo udng atorvastatin liéu 100mg/kg 1am giam rd néng do TC va non-
HDL-C so véi 16 m6 hinh, su khéc biét c6 ¥ nghia théng ké (p < 0,001), thudc
c¢6 xu huéng 1am giam ndng do TG nhung su khéc biét chua c6 y nghia thdng
ké (p > 0,05).

- L6 udng HSN liéu thap 24g duoc liu/kg/ngay lam giam cac chi s6 TC,
non-HDL-C so véi 16 md hinh, sy khac biét co y nghia thong ké (p < 0,05), c6
xu huéng lam giam néng d6 TG nhung sy khac biét chua c6 ¥ nghia thong ké
(p > 0,05). Tac dung lam giam néng do TC, TG va non-HDL-C yéu hon
atorvastatin 100mg/kg chua c6 sy khac biét rd rét c6 ¥ nghia théng ké (p >
0,05).

- L6 ubng HSN liéu cao 72g duoc lidu/kg/ngay lam giam rd rét cac chi
s6 TC va non-HDL-C so véi 16 md hinh, ¢6 y nghia thong ké (p < 0,05 va p
< 0,01). Thude c6 xu hudng lam giam néng do TG so véi 16 mo hinh nhung
su khéc biét chua c6 y nghia thong ké (p > 0,05). Tac dung 1am giam ndng do
TC, TG va non-HDL-C yéu hon atorvastatin 100mg/kg, su Khac biét co y
nghia théng ké (p < 0,05). Tac dung 1am giam ndéng d6 TC, TG, non-HDL-C
tuong duong liéu thp, su khac biét chua c6 ¥ nghia thong ké (p > 0,05).

- Atorvastatin 100mg/kg va HSN ca 2 liéu déu 1am ting nong ¢6 HDL-C

rd rét so vai 16 ching sinh hoc (p < 0,001)




3.2.2.
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Két qua nghién ciu md hinh rdi loan lipid mau ngoai sinh

Can nang (gam)

B Atorvastatin 10mg/kg

BHSN 28.8mL cao long/kg

200.0
T I e I I 4 T
1500 = - '
100.0 +— %
N
50.0 +— %
oo L LY N L\
Trude Tuan 2 Tuan 4
O Chirng sinh hoc EM6 hinh

BHSN 9.6mL cao long/kg

Biéu do 3. 2. Sy thay ddi can ning chugt cong triang sau 4 tuan

Nhan xét: Tur biéu dd 3.2 cho thay:chudt ¢ cac 16 déu co sy gia ting

trong luong theo thoi gian. L6 md hinh ¢ xu hudng ting trong lugng co thé it

hon 16 ching sinh hoc, tuy nhién su khac biét khong c6 y nghia thong ké. Cac

16 ubng thudc atorvastatin 10 mg/kg, cao long HSN liéu thap va liéu cao déu

O su tang trong luong theo thoi gian nhung khong cé su khac biét véi 16 mo

hinh.
Bang 3. 8. Md hinh RLLPM bing hdn hep dau cholesterol
Chi s Chl'l’ig sinh hec I\ﬂé hinh
ipid (n=10) (Xt SD‘, mmol/L) | (n=10) (Xt SD,‘mmoI/L) |
Truoc | Sau2tuan | Sau 4 tuan Truoc Sau 2 tuan | Sau 4 tuan
TG 10,88+0,14 | 0,96+0,17 | 0,86+ 0,10 | 0,89+ 0,12 | 0,85+0,14 | 0,85 +0,12
TC |21840,20 [ 2,25+0,21 | 2,08 +0,20 | 2,22+ 0,29 | 4,02 0,56 | 5,08 £1,35
HDL-C | 1,21+0,16 | 1,16 £0,07 | 1,14+ 0,25 | 1,28 £0,10 | 1,49 £0,19 | 1,68 +0,21
LDL-C | 0,57+0,26 | 0,66 + 0,26 | 0,55+0,25 | 0,54 £0,32 | 2,15 +0,54 | 3,01 £1,25

Nhan xét: Két qua bang 3.8 cho thay sau 4 tuan udng hdn hop dau

cholesterol da gy duoc tinh trang RLLPM trén chuét céng trang, thé hién & muc
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tang rd rét ndng d6 TC, HDL-C, LDL-C bat dau xuét hién sau 2 tuan nghién

ctu. Su khéc biét 14 co y nghia théng ké vai p < 0,001 & ca 3 chi s6.

(mmol/L)

4.00

3.00 .

200 = l %

e = e

oo L AN R N o O I\
TG TC HDL-C LDL-C

OMohinh  BAtorvastatin I0mghkg EHSN licuthap OHSN lidu cao

Biéu d@d 3. 3. T4c dung cia cao léng HSN 1én nong @ lipid mau & md
hinh ngoai sinh sau 2 tuan

Nhan xét: Két qua ¢ biéu dd 3.3 cho thay: sau 2 tuan uéng hdn hop dau
cholesterol dé gdy RLLPM trén chuot cng trang:

- Nong d6 TG ¢ céc 16 udng atorvastatin va cao long HSN chua co su
thay d6i c6 ¥ nghia thong ké so vai 16 mé hinh (p > 0,05)

- Atorvastatin 10 mg/kg lam giam rd rét nong do TC, LDL-C so véi 16
mo hinh vai p <0,05.

- HSN liéu thap va liéu cao déu khong 1am thay d6i nong do LDL-C coy
nghia thong ké so vai 16 mo hinh (p > 0,05).
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OMohinh B Atorvastatin 10mg/kg DHSN liduthdp OHSN lidu cao

6.00
5.00 T+ T
4.00 :

3.00
2.00
1.00
0.00

+++

Noéng do (mmol/L)

T

LDL-C

—
®]
—
!

Biéu d@0 3. 4. Tac dung ciia cao léng HSN 1én nong @ lipid mau & md
hinh ngoai sinh sau 4 tuan

Nhan xet:

Tu s6 lieu ¢ biéu @6 3.4 cho thay: sau 4 tuan udng hén hop dau
cholesterol dé gdy RLLPM trén chuét cng trang:

- Atorvastatin 10 mg/kg lam giam r6 rét nong do TC va LDL-C so véi 16
mo hinh (p <0,05)

- Cao long HSN ¢ ca 2 liéu déu l1am giam rd rét nong d6 TG so véi 16 md
hinh, su khac biét c6 y nghia théng ké (p < 0,01).

- Cao long HSN & ca 2 liéu déu co xu hudng l1am giam nong do TC va
LDL-C so véi 16 mé hinh, tuy nhién su khac biét chua c6 ¥ nghia thong ké
véi p > 0,05.

- Cao long HSN liéu cao lam ting c6 y nghia thong ké nong do HDL-C
so vai 16 mo hinh (p < 0,001)
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Bang 3. 9. Sw thay d6i hoat d§ AST, ALT sau 4 tuan udng thudc

. . Cao long Cao léng
o Chirng sinh L Atorvastatin n n
L6 nghién cau M6 hinh HSN lieu HSN lieu
hoc 10mg .
thap cao
Trwéc
P < | 123,3617,73 | 139,80+24,65 | 139,80+24,65 | 135,96+21,47 | 143,52+36,26
uong thuoc
AST | Sau 2 tuin
(UIL) | « .| 137,30+14,80 | 141,2046,23 | 141,90+8,70 | 131,80+14,78 | 131,90+19,36
uong thuoc
Sau 4 tuan
, .| 131,60+27,00 | 142,10+29,77 | 149,90+18,22 | 143,80+21,62 | 163,40+14,83
uong thuoc
Trwéc
£ £ 5440+ 7,76 | 62,80 £14,00 | 54,70 £5,29 57,10+£7,19 | 57,40+£9,23
uong thuoc
ALT | Sau 2 tuin
(UIL) | & . | 56,00£7,04 | 5450+7,21 | 61,20+6,43 | 51,10+6,56 | 52,60+ 7,18
uong thuoc
Sau 4 tuan
58,00+ 6,45 | 58,30+8,30 | 67,90+11,13 | 55,00+6,57 | 66,00+ 11,93

udng thudc

Nhan xét: Két qua bang 3.9 nhan thay

- Hoat d6 AST, ALT ¢ céac 16 udng cao long HSN 2 liéu khdng cé su

khac biét so vai 16 chiing sinh hoc va khi so sanh gitra 2 thoi diém trudc va

sau khi uéng thuéc thir véi p > 0,05.

sinh hoc va 16 mé hinh, sy khac biét c6 y nghia théng ké vai p < 0,05

- Atorvastatin 10 mg/kg lam tang rd rét hoat do ALT so véi 16 ching

3.3. KET QUA NGHIEN CUU TREN LAM SANG

3.3.1. Pic diém chung cia déi tweng nghién cieu




74

Bang 3. 10. Phan bé dé tudi cia cac ddi twong nghién ciru

Cao léng HSN Fibrat Phdi hep Tong so

hém| (1) (n=50) (2) (n=50) (3) (n=50) (n=150)
So | Tylg | | Ty I8 ) Tyle | Ty 1@
. ye So BN v So BN ¥ So BN ye
Tubi BN | (%) (%) (%) (%)
<50 3 6% 3 6% 2 4% 8 5,3%

50-59 | 19 38% 12 24% 10 20,0% 41 21,3%

60-69 | 21 42% 23 46% 25 50% 69 46%

>170 7 14% 12 24% 13 26% 32 21,4%

x+SD | 61,54+99 63,88 + 10,18 63,52+ 9,84
62,98 + 9,98

p P12>0,05 P23 > 0,05 P13>0,05

Nhgn xét: Tur bang 3.14, trung binh tudi cua cac bénh nhan 14 62,98 +
9,98 tudi. Phan I6n bénh nhan 13 ngudi trong d6 tudi tir 50 - 70 tudi chiém
73,3%. Phan b d6 tudi cua cac bénh nhan nhém nghién cau khac biét 1a

khong ¢ y nghia thong ké véi p > 0,05,

120%

100%

80%

60%

= Nam

40%

20%

0%
Cao long HSN Fibrat Phoi hop

Biéu do gi¢i tinh cda cac doi twong nghién ciru

Biéu dd 3. 5. Biéu d6 giéi tinh cia cac ddi twong nghién cieu
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Nhan xét: Qua biéu d6 3.5 cho thdy, & ca 3 nhém nghién ty 1¢ RLLPM ¢
nit gidi chiém ty 18 cao hon so voi nam gidi. Trong d6, nhém HSN ty Ié nit
gidi 1a 64% va 58% nix gidi & nhdm Fibrat, 62% nit giGi & nhom phdi hop.
Phan b gidi tinh caa cac bénh nhan & ca 3 nhom khac biét khong cé nghia
théng ké (p > 0,05).

30%
70%

@Phéihop WFibrat i Cao long HSN

60%

40%

20%

0%
Can bo huu tri Cong chirc, vién chuc Lao dong tay chan

Nghé nghiép cia cic doi twong nghién ciru

Biéu d6 3. 6. Nghé nghiép ciia cac di tweng nghién ciu

Nhan xét: Qua biéu db 3.6 cho thay, nghé nghiép cua cac bénh nhan
trong cadc nhoém nghién ciu cha yéu 1a can bo huu tri véi 70% & nhom
HSN, 60% & nhom Fibrat va 56% & nhom phdi hop. Tiép dén 1a cong chic,
vién chtic va lao dong chan tay chiém ty 1é thiap hon. Phan bb nghé nghiép

cta cac bénh nhan gitta cac nhom 1a khong c6 y nghia thdng ké (p > 0,05)
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3.3.2. Mt s6 yéu té nguy co & bénh nhan réi loan chuyén hoa lipid mau

E Nhe can E Binh thuong i Thtra can, béo phi

Cao léng HSN
(n=50)

Fibrat
(n=50)

Phbi hop
(n=50)

Tong so
(n=150)

Phan loai BMI & cac bénh nhéin trréc nghién ciru

Biéu d@d 3. 7. Phan loai BMI & cac bénh nhén truéc nghién ciéu
Nhgn xét: Tir biéu d6 3.7 ta thiy, nhdm bénh nhan c6 chi s6 BMI trong
giéi han binh thuong chiém ty 1¢ cao nhat véi 52,7% trong tong sé bénh nhan
nghién ctu. Ty 1& thira can béo phi 1a 40,0% va nhe can chiém it nhat véi
7,3%. Ty I€ nay ¢ ca 3 nhdm nghién cau la khéng cé su khac biét c6 y nghia

thdng ké véi p > 0,05.

50%

40%

30%

& Phéi hop

%%
20 H Fibrat

u Cao long HSN
10%

0%

Thé duc, thé An dwong, Anrau,dau An mo dong Hut thude 14
thao stra thue vat vat

Mot s6 thoi quen sinh hoat ctia cac bénh nhan RLLPM

Biéu do 3. 8. Mt sé thdi quen sinh hoat cia cac bénh nhan RLLPM
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Nhan xét: Tir biéu d6 3.8 bénh nhan c6 thdi quen thé duc thé thao

chiém ty Ié cao trong 3 nhoém nghién ctu chiém 35,33%, tiép dén la cac thoi

quen an dudng sita, chat ngot (31,33%), an md dong vat, udng ruou bia va hit

thudc 1a.

3.3.3. Pic diém réi loan lipid mau

Bang 3. 11. Chi sé lipid mau cia cac bénh nhan trudée diéu tri

Cao léng _ .
Fibrat Phoi hop
. HSN (1)
Chi so (n=50) (2) (n=50) | (3)(n=50) | P12 P23 P13
(x £SD) (x £SD)
(x £SD)
TC 6,08+0,82 | 588+0,76 | 6,15+0,92 | >0,05 |>0,05 |>0,05
TG 297+125 | 331+130 | 328+143 |>0,05 |>0,05 |>0,05
HDL-C 1,23+£0,35 | 1,14+£0,25 | 1,27+£0,27 |>0,05 | >0,05 | >0,05
LDL-C 364+098 | 333+£099 | 350+1,14 | >0,05 |>0,05 |>0,05
TC/HDL-C 520+1,08 | 536+1,17 | 503+1,34 | >0,05 | >0,05 |>0,05
LDL-C/HDL-C | 3,11+£1,02 | 303+1,04 | 285+1,13 | >0,05 | >0,05 | >0,05

Nhan xét: Tir bang 3.11 nhan thay su khac biét vé tri sé trung binh cua
tat ca céac chi sé TC, TG, LDL-C, HDL-C, TC/HDL-C, LDL-C/HDL-C giita 3

nhém nghién cau trude didu tri déu khong co su khéc biét c6 ¥ nghia thong ké

Véi p > 0,05.
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Bang 3. 12. Phan loai RLLPM theo De Gennes

Caolong HSN | Fibrat Phdi hop Tong so
Nhém | (1) (n=50) | (2) (n=50) | (3) (n=50) | (n=150)
SOBN [Ty 16]S6 |Tyle[So [Ty le|séd [Ty Ié
Phan loai %) [BN | (%) |[BN | (%) |BN | (%)
Ting TC don thuan 11 [ 2% | 7 |[14% | 6 | 12% | 24 | 16%
Ting TG don thuan 21 | 42% | 30 | 60% | 23 | 46% | 74 |49,3%
Ting lipid hén hep 18 | 36% | 13 | 26% | 21 | 42% | 52 |34,7%

Nhgn xét: S6 bénh nhan ting TG don thuan chiém ty 1é cao nhat véi

49,3%, tiép dén la ty 1é tang lipid mau hdn hop véi 34,7%. Ty 18 ting TG don

thuan & nhém Fibrat 14 cao nhit trong 3 nhdm NC véi 60% so véi 42% va

46% & nhom su dung cao long HSN va 46% nhom st dung thuée phéi hop.
Bang 3. 13. Phén loai RLLPM theo EAS

Cao long HSN Fibrat Phdi hop Tong so
Nhém | (1) (n=50) (2) (n=50) | (3) (n=50) (n=150)
SOBN [Ty 16|S6 |Tyle|S6 |Tyle|So [Ty 18
Phan loai (%) BN |(%) [BN |(%) |BN | (%)
A 12 | 24% [ 7 [14% | 6 |12% | 25 |16,7%
B 5 10% | 2 | 4% | 4 | 8% | 11 | 7.3%
C 6 2% | 8 |16% | 4 | 8% | 18 | 12%
D 25 | 50% | 29 [58% | 31 [62% | 85 |56,7%
E 2 4% 4 | 8w | 5 |10% | 11 | 7,3%

Nhgn xét: Tir bang 3.13 nhan thay, theo phan loai cua ESA thi s6 bénh
nhan RLLPM type D chiém ty I¢ cao nhét véi 56,7% va chiém ty Ié cao nhat
trong ca 3 nhédm NC. 50% & nhém cao long HSN, 58% & nhdm Fibrat va 62%

& nhom thubc phdi hop va sé bénh nhan type E chiém ty Ié thap nhat véi

7,3%.




Bang 3. 14. Pic diém vé thé bénh theo YHCT
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Cao léng HSN Fibrat Phdi hop Tong so
Nhém | (1) (n=50) (2) (n=50) | (3) (n=50) (n=150)
S6 [Ty 16[S6BN|Tyle|[Sé |Tyle|[S6 [Ty I¢
Thé bénh BN | (%) (%) |BN |(%) [BN | (%)
Pam troc & tré 34 | 68% | 31 |62% | 30 | 60% | 95 |633%
Tythandwonghw | 9 | 18% 8 | 16% | 9 |[18% | 26 | 17,3%
Can than 4m hw 7 | 14% | 11 | 2% | 11 | 22% | 29 | 19,4%
P P1.2>0,05 P23 > 0,05 P13>0,05

Nhan xét: Tir bang 3.14 nhan thay, s6 bénh nhan RLLPM thé dam troc «
tré chiém ty & cao nhat véi 63,3%, tiép dén 14 nhém can than 4m hu voi
19,4% va 17,3% la thé ty than dwong hu. Tai nhom sir dung HSN, sé bénh

nhan thé dam troc @ tré cao nhat trong 3 nhdm NC véi ty 18 68% so véi 62%.

Phan bé céac thé theo YHCT & 3 nhom khong c6 su khac biét c6 ¥ nghia thong

ké véi p > 0,05.

Bang 3. 15. Sw lién quan giira cac théng sb va huyét ap

Ting huyét ap (1) Huyét ap binh thwong
Chi s6 lipid mau (n = 49) (n =101) P12
(x £SD) (x £SD)
TC (mmol/l) 6,07 £ 0,77 6,02 £ 0,87 > 0,05
TG (mmol/l) 3,49 +1,17 3,04+1,38 > 0,05
HDL-C (mmol/l) 1,24+ 0,29 1,2+0,3 > 0,05
LDL-C (mmol/l) 3,53+0,94 347+1,08 > 0,05
TC/HDL-C 509+11 525+1725 > 0,05
LDL-C/HDL-C 2,98 1,08 3,0+1,06 > 0,05
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Nhgn xét: Tir bang 3.15 nhan thay bénh nhan cé biéu hién ting huyét
ap 1a 49 nguoi chiém 32,7% so véi 67,3% nhitng bénh nhan khéng cé biéu
hién tang huyét 4p. Nhitng bénh nhan c6 réi loan lipid mau c6 ting huyét ap
thi céc tri s6 TC, TG, LDL-C, TC/HDL-C c6 xu hudng ting hon so véi nhiing
bénh nhan khdng mic ting huyét p. Tuy nhién su khéc biét 1a khong co y

nghia thong k& & 2 nhém véi p > 0,05

3.3.4. Thay ddi cac tri¢u chirng co ning theo YHCT

Bang 3. 16. Thay ddi cac triéu chirng ciia nhém Pam troc w tré

Fibrat Phdi hep
) Cao long HSN (1) (n=34)
Nhém ) (n=31) (3) (n=30)
D30 D30 D30
, , i Khd D . . 0 D , ) 0
Trehing | Do | Hét | Giam | <M1 Do ps | iam | KM L P | s | Gigm | KNONY
Pol Poi Pol

Co thé | 7/34 5/7 17 117 5/31 3/5 1/5 1/5 6/30 4/6 1/6 1/6
nangné | 20,6% | 71,4% | 14,3% | 14,3% | 16,1% | 60% | 20,0% | 20,0% | 20,0% | 66,6% | 16,7% | 16,7%

Pau dau | 12/34 | 8/12 | 3/12 112 | 14/131 | 7/14 | 4/14 314 | 13/30 | 7/13 | 4/13 2/13
nang 35,3% | 66,7% | 25% | 8,3% | 452% | 50% | 28,6% | 21,4% | 43,3% | 53,8% | 30,8% | 15,4%

Chén tay | 6/34 4/6 1/6 1/6 5/31 2/5 1/5 2/5 5/30 3/5 1/5 1/5
ténang | 17,7% | 66,7% | 16,7% | 16,6% | 16,1% | 50% | 20,0% | 40,0% | 16,7% | 60% | 20,0% | 20,0%

Ankém | 16/34 | 13/16 | 2/16 1/16 | 15/31 | 7/15 | 6/15 2/15 | 16/30 | 10/16 | 4/16 2/16
47,1% | 81,3% | 125% | 6,2% | 48,4% | 46,7% | 40,0% | 12,3% | 53,3% | 62,5% | 25% | 12,5%

Chat 8/34 3/8 2/8 3/8 6/31 3/6 2/6 1/6 9/30 4/9 4/9 1/9
luwdi béu | 23,5% | 37,5% | 25% | 37,5% | 19,4% | 50% | 33,3% | 16,7% | 30% | 44,4% | 44,4% | 11.2%

Réu tron | 10/34 | 3/10 | 4/10 3/10 | 13/31 | 4/13 | 7/13 2/13 | 12/30 | 4/12 | 5/12 3/12

nhét 29,4% | 30% | 40,0% | 30% | 41,9% | 30,8% | 53,8% | 15,4% | 40,0% | 33,3% | 41,7% | 25%
::/llfii; 21/34 | 13/21 | 4/21 4/21 | 20/31 | 5/21 | 10/21 | 6/21 | 19/30 | 6/19 | 5/19 8/19
hoz):f 61,7% | 61,9% | 19,1% | 19,0% | 64,5% | 23,8% | 47,6% | 28,6% | 63,3% | 31,6% | 26,3% | 42,1%

Nhan xét: Tu bang 3.16 nhan thay, trudc diéu tri, & ca 3 nhom cho
thay nhiéu bénh nhan cé cac biéu hién cua ching dam tré nhu: dau dau nang
(35,3% & nhém HSN, 45,2% & nhom Fibrat va 43,3% & nhom phdi hop), an
kém (47,1% & nhém HSN, 48,4% & nhém Fibrat va 53,3% o nhdm phdi hop)

va dic biét sb bénh nhan c6 mach huyén hoat 1a ching dién hinh cua dam tré
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chiém ty 1& cao. Trong d6 c6 61,7% & nhdm HSN, 64,5% & nhom Fibrat va
63,3% & nhom phdi hop.

- Sau 30 ngay diéu tri, cac biéu hién nay da giam rd rét ¢ ca 3 nhém bénh

nhan. Ty I¢ hét va giam cua dau dau 1a 91,7% & nhdm HSN, 78,6% & nhom
Fibrat va 84,4% & nhom phdi hop, an kém 1a 93,8%% & nhém HSN, 86,7% &

nhom Fibrat va 87,5% & nhém phdi hop va 81% bénh nhan c6 mach tro vé

binh thudng (mach nhu hodn) trong nhdm st dung HSN trong khi con sé nay

& 2 nhom Fibrat va phdi hop lan luot 12 71,4% va 57,9%.

- So sanh giita 3 nhém cho thay, mic do6 cai thién cac biéu hién dam &

nhom bénh nhan sir dung cao 16ng HSN cho két qua tét hon so véi 2 nhém st

dung Fibrat va phéi hop.

Bang 3. 17. Thay ddi triéu chirng ciia nhém ty than dwong hw

Cao long HSN (1) Fibrat Phéi hep

Nhom (n=9) (2) (n=8) (3) (n=9)

D30 D3O D30
\ D , _ 5 D ) _ 5 D , . 5
Trehig | 2 | wa | iam | K191 Do g | Giam | KN | Do | e | Gigm | KON
Dol Dol Pol
Mét moi | 39 | 28 | V3 | | 4B | U4 | 24 | Us | 49 | 24 | Vs | 1
voluc | 33,3% | 66,7% | 33,3% 50% | 25% | 50% | 25% | 44.4% | 50% | 25% | 25%
Chéng 20 |2 |12 | [ 38 | U8 | 1B | 18 | 28 | L2 | 12 |
mit 222% | 50% | 50% ° | 37.5% | 33.3% | 33.3% | 334% | 22.2% | 50% | 50% 0
Chantay | 48 | 20 | U3 | U4 | 58 | 25 | 25 | 15 | 28 | 12 | 12 |
lanh 44.4% | 22.2% | 33.3% | 25% | 62,5% | 40,0% | 40,0% | 20,0% | 22.2% | 50% | 50% 0
gi‘”g 39 | Vs |y | w3 |28 | w2 | W2 | |39 | 18| 18 | 183
cﬁieng 333% | 33.3% | 333% | 334% | 25% | 50% | 50% ° | 333% | 33.3% | 333% | 33.4%
Pai tign| 20 | L2 | [ U2 |28 | U2 | L2 | 28 |12 | |2
phan nat | 22,2% | 50% 50% | 25% | 50% 50% | 22,2% | 50% 50%
Ludi 49 | Va [ VA | 24 |3 | U | 2B | [ 30 | U3 | 13 | 1B
nhot 444% | 25% | 25% | 50% | 37.5% | 33.3% | 66.7% 333% | 33.3% | 33.3% | 33,3%
:‘r‘i‘r‘] ot oo | 3 | w3 | w3 | 38 oo | V3| 23 |3l | us | 2B |
dg‘yg 333% | 33,3% | 33,3% | 33.3% | 37,5% ° 1333% | 66,7% | 33.3% | 33.3% | 66,7% 0
Mach 59 | 15 | 15 | 355 | 4)8 | 14 | U4 | 24 | 59 | 255 | 15 | 25
trAimté | 55.5% | 20.0% | 20,0% | 60% | 50% | 25% | 25% | 50% | 555% | 40.0% | 20.0% | 40,0%
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Nhéan xét: T bang 3.17 nhan thay, trude diéu tri, mot sé biéu hién cua

chung ty than duong hu thuong gap ¢ cac bénh nhan RLLPM nhu: mét moi
(33,3% & nhdm HSN, 50% ¢ nhom Fibrat va 44,4% & nhom phdi hop), bung
day chudng (33,3% & nhdm HSN, 25% & nhom Fibrat va 33,3% & nhom phdi
hop), va mach tram té chiém ty 18 cao (55,5% & nhdm HSN, 50% & nhom
Fibrat va 55,5% & nhom phéi hop).

- Sau 30 ngay diéu tri, c4c triéu chiing cua ty hu déu giam di rd rét o ca 3

nhom NC trong dé, ty 1& hét va giam mét moi 1a 100% ¢ nhém HSN so voi

75% & ca 2 nhdm con lai.

Bang 3. 18. Thay ddi cAc triéu chieng cia nhom Can than 4m hw

Cao long HSN Fibrat Phoi hep

Nhom 1) (=7 ) (n=11) @) (n=11)

D30 D30 D30
, DO A Do A Do A
Tr.chi Hét | Giam | KNON9 Hét | Giam | KNON9 Hét | Giam | KNON9
Pol Poli Pol
Chong | 477 | U4 | 24 | Ua | 411 | U4 | 24 | U4 | 6L | 46 | U6 | 16
mit 571% | 25% | 50% | 25% |36.4% | 25% | 50% | 25% | 54.5% | 66,6% | 16,7% | 16,7%
- 37 | 13 | 13 | 13 | 511 | 35 | 15 | 15 | 411 | 14 | 24 | 14
42.0% | 33.3% | 33.3% | 33.3% | 455% | 60% | 20.0% | 20.0% | 36.4% | 25% | 50% | 25%
Nﬁi‘intam 57 | a5 | w5 | ws | ent | a6 | we | we | ant | s | ua | s
Ehizt 71.4% | 40,0% | 40,0% | 20,0% | 545% | 50% | 33.3% | 16,7% | 36.4% | 50% | 25% | 25%
Miéng 0 | W2 | 12| [ SAL| 18 | 18| 13 | 9L | 1B | 18| 13
kho khat | 28.6% | 50% | 50% 273% | 33,3% | 33,3% | 33,3% | 27.3% | 333% | 333% | 33,3%
Dai fin| 27 | 12 | o U2 | 201 | 12 | | U2 |2 | 12 | Tl 12
t4o 28,6% | 50% 50% | 18.2% | 50% 5006 | 18.2% | 50% 50%
Lusi do, | 87 | U3 | 28 | | 4AL | 24 | U4 | U4 | SA1 | 2B | 15 | 25
itréu | 42.9% | 333% | 667% | - | 364% | 50% | 25% | 25% | 455% | 40.0% | 20,0% | 40,0%
Mach 37 | 13 | 13 | 13 | 51 | 15 | 25 | 25 | 61 | 16 | 26 | 3l
huyén té | 42,9% | 33,3% | 33,4% | 33.3% | 455% | 20,0% | 40,0% | 40,0% | 545% | 16,7% | 33.3% | 50%

Nhan xét: Tu bang 3.18 nhan thay, rude diéu tri, mot sé biéu hién cua

chung can than am hu thuong gap ¢ cac bénh nhan RLLPM nhu: chong mat
(57,1% & nhém HSN, 36,4% & nhém Fibrat va 54,5% & nhém phdi hop), ngii
tam phién nhiét chiém ty 1é cao (71,4% & nhom HSN, 54,5% ¢ nhom Fibrat
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va 36,4% & nhom phéi hop), va chat ludi do (42,9% & nhom HSN, 36,4% o
nhom Fibrat va 45,5% & nhom phéi hop).

- Sau 30 ngay diéu tri, c4 triéu chung cua ty hu déu giam di ro rét ¢ ca 3
nhom NC trong dé, ty 16 hét va giam chong mit 12 75% & nhém HSN va
nhém Fibrat so vai 83,3% ¢ nhom phéi hop. Ty 1é chat ludi do giam va hét la
100% & nhdm HSN so véi 75% va 60% ¢ 2 nhém Fibrat va nhom phdi hop.

3.3.5. Thay d6i mét sé triéu chirng thuc thé

M Nhecdn HBinh thwdng W Thiracan, béo phi

Cao long HSN
(n=50)

Fibrat
(n=50)

Ph&i hop
(n=50)
Téng s8
(n=150)

Biéu dd 3. 9. Sw thay d6i BMI sau khi diéu tri
Nhgn xét: Tir biéu d6 3.9, sau 30 ngay diéu tri, chi s6 BMI & ca 3 nhém
nghién ctru déu thay d6i khong dang ké, su thay ddi 1a khong co ¥ nghia thong
ké vai p > 0,05.
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Bang 3. 19. Huyét ap déng mach cia bénh nhén sau diéu tri

Nhom Cao long HSN Fibrat Phéi hop
(1) (n=50) (2) (n=50) (3) (n=50) P12 P2-3 P13

Thoi diém (¥ £3D) (x +SD) (X +SD)
Huyét ap Do 125,54+7,6 124,68+8,37 | 125,44+10,39 | >0,05 | > 0,05 | >0,05
tam thu | Ds 124,78+7,72 | 124,768,553 | 125,64+11,17 | >0,05 | >0,05 | >0,05
(mmHg) Do >0,05 >0,05 >0,05
Huyét ap Do 79,7416,59 80,5+7,01 81,64+7,04 |>0,05|>0,05| >0,05
tim trwong | Dsp 79,1846,91 80,52+7,49 81,5477 |>0,05|>0,056| >0,05
(mmHg) D030 >0,05 >0,05 >0,05

Nhgn xét: Tir bang 3.19 nhan thay; huyét ap cua bénh nhan ca 3 nhom

NC sau diéu tri déu nam trong khoang gia tri binh thuong va khéng cé sy thay

d6i so Voi trude diéu tri. Su thay doi 1a khong co y nghia thong ké voi p >

0,05.

3.3.6. Bién ddi cac chi s6 lipid mau truwéc va sau diéu tri

Bang 3. 20. Sw thay d6i Cholesterol toan phan va triglycerid cia bénh

nhan sau diéu tri

Cao léng HSN Fibrat Phéi hep
(1) (n=50) (2) (n=50) (3) (n=50)
Nho @sD) | MIC | gigp) | MiC | g gp) | Mic P
| mmotl) | 3™ mmoty | 9™ (mmotpy | 91T
Thoi dién (%) (%) (%)
D, | 6,08+0,82 5,88+0,76 6,15+0,92
P12> 0,05
TC | Da | 5,07+0,84 | 16,6% | 5,02+0,96 | |14,6% | 5,13+0,95 | |16,5% | pps> 0,05
P13> 0,05
P Po-30 < 0,001 Po-30 < 0,001 Po-30 < 0,001
Do | 2,97+1,25 3,31+1,30 3,28+1,43
P1-2> 0,05
TG | Dy | 2,24+0,96 | |24,6% | 2,38+1,05 | |28,1% | 2,41+1,02 | |26,5% | p,3> 0,05
P13> 0,05
p Po-30< 0,01 Po-30< 0,001 Po-30< 0,001




Nhan xét: Tir bang 3.20, nhan thay

85

- Sau 30 ngay diéu tri, ca 3 nhom NC déu 1am giam rd rét nong do TC so

Vi trude diédu tri, sy khac biét 1a co ¥ nghia théng ké véi p < 0,001. Trong do,

nhom HSN 1am giam TC nhiéu nhat véi 16,6% va 16,5% ¢ nhém phdi hop va

14,6% nhom fibrat. tuy nhién, su khéc biét 1a khong co ¥ nghia théng keé giita

cac nhom vai p > 0,05.

- Sau 30 ngay diéu tri, ca 3 nhom NC déu lam giam rd rét ndng d6 TG so

Vvéi trude diéu tri. Nhom Fibrat 1am giam 28,1% so véi 26,5% ¢ nhém phdi

hop va 24,6% & nhdm HSN. Tuy nhién sy khac biét 1a khong c6 y nghia

théng ké khi gitra cac nhdm véi p > 0,05.

Bang 3. 21. S thay d6i HDL-C, LDL-C toan phan ciia bénh nhan sau

diéu tri

Cao léng HSN Fibrat Phdi hop
Nhom | (1) (n=50) (2) (n=50) (3) (n=50)
(x £SD) | %thay | (x £SD) | %thay | (x £SD) | % thay P
Thei diém\_ | (mmol/l) | déi (mmol/l) | doi | (mmol/l) | doi
Dy |1,23+0,35 1,14+0,25 1,27+0,27
P12>0,05
HDL-
c Dy | 1,32£0,44 | 17,3% | 1,19£0,31 | 4,3% | 1,37x0,65| 17,9% | p,3>0,05
P1.3> 0,05
p Po-30> 0,05 Po-30> 0,05 Po-30> 0,05
Dy | 3,64%0,98 3,33+0,99 3,50+1,14
P1-2> 0,05
LDL-
c Dy | 3,04+0,85 | |16,5% | 2,82+0,84 | |15,3% | 2,89+0,87 | |[17,4% | p,3>0,05
P13> 0,05
p Po-30< 0,001 Po-30< 0,01 Po-30< 0,01




Nhdn xet:
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- Tur két qua bang 3.21 nhan thay; sau 30 ngay diéu tri, ndng d6 HDL-C &

nhém ubng cao long HSN va phéi hop c6 xu hudng ting 1én véi 7,3% & nhom
HSN va 7,9% & nhom phéi hop. O nhém Fibrat ndng ¢ HDL-C trung binh ¢

thoi diém sau 30 ngay 14 c6 xu hudng thay doi khong dang ké. Tuy nhién su

khac biét giita cac nhom 1a khong ¢ y nghia thdng ké véi p > 0,05.

- Nong d6 LDL-C & ca 3 nhom déu ¢ xu hudng giam, sy thay doi la cdy

nghia théng ké sau 30 ngay diéu tri. Trong d6, nhém phdi hop giam chiém ty
I& cao nhat vai 17,4%, tiép dén 1a nhom HSN 16,5% va nhom Fibrat 1a 15,3%.

Tuy nhién su khac biét gitra 3 nhom 1a khong co ¥ nghia thong ké vai p >

0,05.
Bang 3.22. Tac dung cia cao léng HSN trén chi sé6 TC/HDL-C,
LDL/HDL
Cao léng HSN Fibrat Phéi hop
Nhém (1) (n=50) (2) (n=50) (3) (n=50)
_ Mtc _ Mtc _ Mtc p
) (x £SD) _ (x £SD) _ (x £SD) _
Thoi diem giam giam giam
(mmol/l) (mmol/l) (mmol/l)
(%) (%) (%)
Do |5,20£1,08 537+1,17 5,03+1,34
P12>0,05
TC/HDL | Dy | 4,184£1,29 | [19,6% | 4,60+1,33 | [14,3% | 4,17£1,24 | |17,9% | p,.3> 0,05
P1-3> 0,05
p Po-30< 0,001 Po-30< 0,001 Po-30< 0,01
Do | 3,11£1,02 3,03+1,04 2,85+1,12
P12>0,05
LDL/HDL | Dy | 2,55£1,09 | |18,0% | 2,59+0,95 | |14,5% | 2,41+1,05 | |15,4% | p,3> 0,05
P13 0,05
p Po-30< 0,01 Po-30< 0,01 Po-30< 0,05
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Nhdn xét: Tir bang 3.22 nhan thay

- Sau 30 ngay diéu tri, ty 16 TC/HDL-C & ca 2 nhém st dung cao long
HSN va phéi hop déu c6 xu thé giam rd rét so véi trude khi diéu tri véi 19,6%
va 17,9% va c6 y nghia thdng ké véi p < 0,001. G nhom Fibrat, ty I¢
TC/HDL-C giam 14,3% va su khac biét gitta cac nhom 1a khong cod y nghia
thdng ké véi p > 0,05.

- Sau 30 ngay diéu tri, ty 16 LDL-C/HDL-C & nhém st dung cao long
HSN c6 xu thé giam rd rét so véi trude khi diéu tri voi ty 16 18% va co y
nghia théng ké voi p < 0,01. G nhém phéi hop va nhém Fibrat, ty 186 LDL-
C/HDL-C giam vai ty 1€ 15,4% so véi vai 14,5%. Sy khac biét 1a khéng co y

nghia théng ké vai p > 0,05 ¢ ca 3 nhém nghién ciu.

3.3.7. Panh gia hiéu qua diéu tri theo YHHD

60% -

50% -

40% -
m Phoi hop

30% - B Fibrat

i Cao long HSN
20% -

10% -

0% T T 1
Tt Kha Khong hiéu qua

Biéu d0 3. 10. Két qua diéu tri réi loan lipid mau theo tiéu chuan YHHD
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Nhgn xét: Tir biéu do 3.14

- Sau 30 ngay dung thudc, nhém cao long HSN cho két qua diéu tri tét 1a
58%, kha la 26%, khdng hiéu qua la 16%

- Sau 30 ngay dung thubc, nhdm Fibrat cho két qua diéu tri tt va kha lan
luot 14 56% va 20,0%; trong khi d6, khong hiéu qua la 24%

- Sau 30 ngay dung thudc, nhém sir dung thude phéi hop cho két qua
diéu tri lan luot nhu sau: Tt (48%), khéa (22%), khdng hiéu qua (30%). Tuy

nhién, khéng c6 su khac biét co ¥ nghia théng ké & ca 3 nhdém vai p > 0,05.

3.3.8. Panh gia hiéu qua diéu tri theo YHCT

50% -
45% -

40% -

35% -

30% - m Phéi hop
25% - M Fibrat

20% A ® Cao ldng HSN

15% -
10% -
5% -
0% T T 1

T6t Kha Khéng hiéu qua

Biéu d0 3. 11. Két qua diéu tri réi loan lipid mau theo tiéu chuan YHCT

Nhan xét:

Tur biéu do 3.15 nhan thay; sau 30 ngay diéu tri ching toi nhan thay & nhém
bénh nhan sir dung cao long HSN, bénh nhan dat hiéu qua tét 1a 38% va 46% dat
hiéu qua kha, khong dat hiéu qua chiém 16%. Két qua nay tét hon két qua nhom
sir dung Fibrat va nhém phdi hop. Trong d6, nhém Fibrat 30% bénh nhan dat két
qua tt, 42% bénh nhan dat két qua kha va ty & ndy & nhom phéi hop 1a 32% tét,
48% khé, 20,0% khong hiéu qua.
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3.3.9. Mot sé yéu to lien quan dén hiéu qua diéu tri réi loan lipid mau
cua cao léng HSN

Bang 3. 23. Méi lién quan giira ting huyét 4p va hiéu qua diéu tri réi loan

lipid mau
Cao léng HSN Fibrat Phdi hop
, . (1) (n=50) (2) (n=50) (3) (n=50)
H.ap Hiéu qua
, Ty 1é : Ty lé , Ty lé
So BN So BN So BN
(%) (%) (%)
Tét va kha 28 | 824% | 29 | 805% | 18 | 58,1%
Khong :
Khéng hiéu
THA W 6 17,6% 7 19,5% 13 41,9%
qua
(a) :
Tong 34 100% 36 100% 31 100%
ch Tot va kha 14 87,5% 9 64,3% 17 89,5%
0
Khéng hiéu
THA W 2 12,5% 5 35,7% 2 10,5%
qua
(b) :
Tong 16 100% 14 100% 19 100%
p Pap > 0,05 Pa-b > 0,05 Pa-p < 0,05

Nhgn xét: Tir bang 3.23 nhan thay

- Sau 30 ngay diéu tri, & nhom khong ting huyét ap, thi hiéu qua diéu tri
t6t va kha & nhom bénh nhan str dung cao long HSN chiém ty Ié cao nhat voi
82,4% trong d6 ty 1& ndy & nhom Fibrat va nhém phéi hop la 80,5% va
58,1%.

- Sau 30 ngay diéu tri, & nhdm tiang huyét ap thi hiéu qua diéu trj tot va
kha & nhom st dung thude phdi hop chiém ty 1¢ cao nhat véi 89,5%. Su khéc
biét 1a co ¥ nghia thong ké ¢ nhém sir dung thudc phdi hop véi 2 nhom ting

huyét ap va khong tang huyét ap véi p < 0,05.
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Bang 3. 24. Hiéu qua diéu tri réi loan lipid mau theo De Gennes

Cao léng HSN Fibrat Phdi hop
e | @) (n=50) (2) (n=50) (3) (n=50)
Phan loai | Hiéu qua . TVl S5 | Tyl | S6 | Tyl Pa-b-c
| %) | BN | (%) | BN | (%)

T‘k’LYa 0 | 91% | 5 |714%| 5 |833%
Tang TC la
don Khong 4 | 900 | 2 |286% | 1 |1679% | Pabo>0,05
thuin (a) |_hicu qua

Téng 11 1100% | 7 |100% | 6 | 100%

TELY"‘ 19 |904%| 23 |768% | 14 |608%
Tang TG 1a
don h*fhongq 2 1 96% | 7 |233%| 9 |3920 | Pabc>005
thuan (p) |_Ni¢u qua

Téng 21 | 100% | 30 | 100% | 23 | 100%

T[(’:]‘,’a 13 |667%| 10 |615%| 16 |76.1%
Tang 1a
lipid hdn | KNONG |5 1 o7900 | 3 23106 | 5 | 23,9% | Peve> 005
hop (¢) hiéu qua

Téng 18 | 100% | 13 | 100% | 21 | 100%

Nhan xét: Tir bang 3.24 nhan thay
- Sau 30 ngay diéu tri, & ca 3 nhdm nghién ciu, hiéu qua diéu tri tot va

kh& ¢ cac thé RLLPM theo De Gennes khac biét khong c6 ¥ nghia thong ké

véi p > 0,05. Tuy nhién, véi nhitng bénh nhén thuéc nhom tang TG don

thuan, nhém cao long HSN cho hiéu qua diéu tri tot va khé I1én téi 90,4%:

nhung su khéc biét 1a khong co ¥ nghia thong ké véi ca 3 nhdm (p > 0,05).
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Bang 3. 25. Hiéu qua diéu tri rdi loan lipid mau theo cac thé bénh YHCT

Caolong | Fiprat | Phéi hop
| HSN(L) 1 oy n=50) | (3) (n=50)
Phan loai | Hiéu qua (n=50) , , Pab-c
S6 | Tyle | S6 | Tyle | S6 | Tylé
BN | (%) | BN | (%) | BN | (%)
Totvakha | 30 [882% | 22 |709% | 23 |76,7%
Pam troc | Khong 0 0 0
itré (@) | hicu qua 4 |118%| 9 |291% | 7 |23,3% | Papc>0,05
Tong 34 |100% | 31 | 100% | 30 | 100%
Totvakha| 7 |778%| 7 |875%| 5 |556%
Ty than e
dwong hur | 9 1 2 |22%| 1 [125%| 4 |444% | pupc>0,05
(b) I€U qua
Tong 9 |100% | 8 |100% | 9 | 100%
Totvakha| 5 |714%| 9 |819% | 7 |636%
Can than | Khong 0 0 . Pab-c >
am he (6) | hicu qua 2 |286%| 2 |181% | 4 |364% 0.05
Tong 7 [100% | 11 | 100% | 11 | 100%

Nhan xét: Tir bang 3.25 nhan thay sau 30 ngay str dung thuéc, nhoém cao

long HSN cho ty Ié bénh nhan dat hiéu qua tot va kha & thé bénh Pam troc @

tré t6t hon ¢ thé bénh Ty than dwong hu va Can than 4m hu. Trong d6, nhom
HSN dat hiéu qua tot va kha chiém 88,2% ¢ thé bénh Pam troc @ tré va ty 18

nay & nhom phdi hop 1a 76,7%. Tuy nhién, sy khac biét gitta cAc nhom Ia

khong c6 y nghia thong ké vai p > 0,05.
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3.3.10. P4nh gia cac tac dung khdng mong muén caa thuéc

Bang 3. 26. Thay déi mét sé chi sé huyét hoc, sinh héa sau diéu tri

Nhom Cao long HSN (n=50) Fibrat (n=50) Phéi hgp (n=50)
(X +SD) (X +SD) (x +SD)

Chi s6 Do D3 Do D30 Do Dzo
Glucose | 586+0,75 | 595+112 | 6,26+1,52 | 6,16+1,35 | 6,08+1,22 | 6,21+1,26
(mmol/l) Po-30 > 0,05 Po-30 > 0,05 Po-30 > 0,05

Ure 5224134 | 545+1,07 | 5564111 | 552140 | 549+14 | 566+126
(mmol/l) Po-a0 > 0,05 Po-30 > 0,05 Po-30 > 0,05
Creatinin | 74.0£13,65 | 76,68+11,96 | 78,88+14,12 | 78,5+14,83 | 75,86+13,82 | 75,74+13,57
(umol/l) Po-a0 > 0,05 Po-30 > 0,05 Po-30 > 0,05
Acid Uric | 372,2487,0 | 358,3+89,5 | 37954869 | 354,6+101,1 | 346,24+97,6 | 337,68+99,3
(mmol/l) Po-a0 > 0,05 Po-30 > 0,05 Po-30 > 0,05

AST 28,28+8,65 | 26,78+5,99 | 32,3+12,36 | 31,18+10,84 | 28,84+9,22 | 29,8+1121

(UL) Po-30 > 0,05 Po-s0 > 0,05 Po-s0 > 0,05
ALT 28,53+17,11 | 259+7,93 | 33,0+19,84 | 30,94+16,14 | 24,6+9,39 | 28,2+14,98
(UL) Po-30 > 0,05 Po-s0 > 0,05 Po-s0 > 0,05
SLhéng | 4124032 | 421028 | 433041 | 4524022 | 445:062 | 4,42+046
chu (T/1) Po.30 > 0,05 Po.30 > 0,05 Do.30 > 0,05
, 125,43 124,12 123,25 126,43 121,41 123,43

Hemoglobin | 114 97 +12,26 +14,11 +11,65 +15,15 +14,29

o/ Do.30 > 0,05 Po.30 > 0,05 Do.30 > 0,05
Solwgng | 623+123 | 634+131 | 6,73+123 | 684+162 | 649+172 | 653113
bach cau

.(G ) Po-30> 0,05 Po-30> 0,05 Po-30> 0,05

S6  Iwgng 246,12 223,11 251,32 248,32 240,19 246,52

tifu  chu +43 21 +45,28 +32,61 +40,21 +42,65 +45,76

(G/N) Po.30 > 0,05 Po-30 > 0,05 Po.30 > 0,05

Nhan xet:

- Sau 30 ngay diéu tri, cc chi s6 huyét hoc khong c6 sy thay d6i sau khi

diéu tri, su thay doi khong cé y nghia thong ké véi p > 0,05.

- Sau 30 ngay su dung thudc, tat ca cac chi sé hoa sinh glucose,

ure,creatinin, acid uric, ALT, AST c6 bién déi trudc va sau khi diéu tri. Tuy

nhién, gia tri cac chi s6 van nam trong gidi han binh thuong.
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Bang 3. 27. Mt sé tac dung khéng mong muén

Cao léng HSN Fibrat Phdi hep Tong so
Trigu ching |— "2 R S

SOBN | oF |SOBN| o |SOBN| oF | SOBN| o
Mét moi 1 2% 2 4% 1 2% 4 | 267%
Dau co 0 0% 1 2% 1 2% 2 | 1,33%
Manngia | o | g | o0 | 0% | 0 | 0% | O | 0%
Kho tiéu 2 | 4% 1 2% 1 2% 4 | 267%
Ia chay 1 2% 0 0% 1 20% 2 | 1,33%
Tao bon 0 | 0% | O | 0% | O | 0% | 0O | 0%

Nhdn xét:

Tir bang 3.27, nhan thay trong qua trinh diéu tri, c6 3 bénh nhan ¢ nhém
cao long HSN ¢6 biéu hién réi loan tiéu hoa chiém 6% va 1 bénh nhan cé biéu
hién mét moi chiém ty 1& 2%. Céc triéu chiing & mutc do nhe va tu khoi sau
vai ngay ma khéng can diéu tri. O 2 nhém Fibrat va nhém phéi hop mdi nhém
c6 4 bénh nhan xuét hién cac tac dung phu nhu: mét moi, dau co, kho tiéu, ia
chay. Tuy ngoai ra chiing t6i chua nhan thay cac tac dung khéng mong mudn

khac trén lam sang.
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Chwong 4
BAN LUAN

4.1. SU LUA CHON BAI THUOC CAO LONG HSN TRONG
PIEU TRI ROI LOAN LIPID MAU

Bai thubc HSN duoc tao thanh bai su phéi ngii cta 6 vi thuéc Nam: : Cu
mop 20g, L& sen 20g, Tao meo 10g, Vo quyt 10g, Ngii vi tir 20g, Cam thao
dat 20g. Pong bao cac dan toc tai tinh Lam Dong va cac tinh phia nam da su
dung nhiing vi thubc nay dé diéu tri bénh béo phi, ting huyét &p, bénh gan,
bénh than... Thuc hién chuong trinh nghién ctu ké thira cac bai thudc, cay
thudc dan gian trong diéu tri, nhém nghién ctu Bac si Nguyén Thé Thinh da
thuc hién dé tai co s& nam 1996 tai bénh vién YHCT Pham Ngoc Thach dia
chi 49 Quang Trung, phuong 9, Thanh ph Pa Lat, Laim Pong: “Budc dau
danh gia tac dung cua bai thuéc HSN trong diéu tri bénh ting lipid mau” dat
két qua tét 65,05%.

Niam 2016, theo Tran Thi Hong Ngai, Nguyén Duy Thuan, Nguyén Vin
Khiém “Pénh gia tac dung ha lipid mau caa bai thudc HSN trén 1am sang” voi
dang thudc sac truyén thong cho thay; dap ung diéu tri tot va kha dat 73,33%.
CAc triéu chimg an kém, dau dau, chong mat, mét moi cai thién rd rét truéc va
sau diéu tri véi (p < 0,05).

Theo YHCT: Cu mép co tac dung hoéa dam, lam quan. La sen co tac
dung trir thap, Vo quyt cd tac dung kién ty, trir thap, hoa dam lam than cling
hd tro cho bai thudc tang tac dung trir thap hoa dam. Ngii vi tar 1i8m phé, ich
than , b6 ngii tang, Cam thao dat kién ty, nhuan phé, Tao méo cé tac dung
kién ty, cung lam ting chirc ning van hda tan dich trong co thé khi bé cac

tang phé, ty, than 1am ta va st. Ngoai ra, La sen, Ngil vi tar con ¢d tac dung
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an than, Cam thao dat loi tiéu, Ca mop giai doc 1am giam triéu chung 1am
sang theo YHCT trén nhiing bénh nhan dam thap.

Theo co ché tdc dung cua cdc vi thuoc trong bai thuoc HSN dbi véi viée
cai thién cac triéu ching 1am sang cua chimg dam am, cu thé d6 1a biéu hién
nhu: Co thé nang né, dau nang dau, chan tay t€ nang, mét moi vo luc, chong
mit,... O cac thé bénh theo YHCT: Pam troc @ tré, ty than duong hu, can than
am hu ma luan van lga chon vao nghién ctu.

Déi chiéu véi co ché bénh sinh sinh dam thdp c6 lién quan toi tang phi
cha yéu 1a ty, than, phé, can. Trong d6, lién quan téi cong ning thing thanh
giang troc, van héa thuy cdc va van hoa thiy thap cua ty; than duong hu
khong 6n am duoc ty, khong khi héa dugce tan dich; can than am hu, hu héa
chung bdc nung nau tan dich thanh dam; phé khi hu lam kha ning tic giang
thong diéu thuy dao bi tro ngai.

Khi phan tich dwa trén tinh vi quy kinh, cong nang chu tri ciia mot s6 vi
thudc trong bai thuéc HSN nhu: Cti mép ¢ vi ngot, tinh binh quy kinh tam,
phé bang quang c6 tdc dung thanh nhiét loi thép, lo1 ni€u, ti€u thiing tan w, tri
phu dinh dudng; La sen c6 vi déng, tinh binh, quy kinh can, ty, vi, c6 tac dung
kién ty, thang phat thanh duong; Vo quyt vi cay dang, tinh 6n quy kinh ty, vi,
phé ¢6 tac dung hanh khi, diéu trung, tao thap, hoa dam rat phu hop trong
truong hop ty vi khi tré, thip trd trung tiéu trong chimg thap dam va han dam;
Cam thao nam vi cam, hoi khé, hoi han quy kinh ty, vi, phé, can c6 tac dung
bo ty, sinh tin, nhuan phé, loi niéu. Tac dung kién ty, loi niéu rat phu hop vé
phap diéu trj dbi voi chimg ddm am, dam thap khén ty cia YHCT.

Phén tich theo co ché bénh sinh ciia YHCT : Ngil vi tir ¢6 vi chua, man,
tinh 6n quy kinh phé, than co tac dung liém phé, bd than dé gitp tang than,
phé thyc hién duoc cac chire nang 6n 4m ty duong, van hoa thuy thap va thiuy

cbe, khi hoa thity dich, thong diéu thily dao tir d6 gop phan trir dam thap.
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Xét vé tinh chat cta cac vi thude trong bai thuéc HSN theo han nhiét 6n
lwong thi ngoai ciit mép tinh binh (Theo Trung duoc dai tir dién nam 2001), vo
quyt, ngll vi tir, son tra déu tinh 6n, c6 14 sen tinh mat, cam thao dat tinh hoi
han ddng thoi tinh theo liéu luong cac vi thube trong bai thude thi bai thude
HSN thién 6n am. Xét vé nguyén tic dung thudc ctia YHCT thi tong hop céc
vi thude trong bai thuéc HSN quy kinh than, ty, phé c6 bd ¢6 ta kiém thi, tri
c tiéu ca ban, co thé dung 1au dai ma khong gay hai t6i ty vi.

Cac vi thudc don 1¢é trong bai thudc ciing di va dang dugc cic nha
nghién ciru trong nudc va quoc té khao sat da cho nhitng két qua tot vé tac
dung diéu chinh rdi loan lipid mau.

* Cu mop (Ray gai), Rhizoma Lasiae

Ray gai trong Trung duoc dai tir dién con co tén I1a Truc tir ¢d, c6 nhidu &
ving Quang Poéng, Quang Tay, Trung Quédc). Ray gai chta flavonoid,
polyphenol, acid hitu co, acid amin, duong. So bd thay than ré chira nhiing
chat cho thay nhitng vét twong tu voi rat nhiéu loai acid amin trén sac ky 16p
maéng. Toan cay con cd saponin triterpen. Than ré chira tinh bot [32], [34].

Nhu ching ta di thay, cac nhdm phenol c6 tinh acid, véi hydroxit kiém
dé tao mubi tan trong nude. BoNg thoi, su c6 mat caa nhdm chie ndy 1am cho
polyphenol c6 ai lyc manh véi cac ion kim loai nang héa tri I nhu Fe™, Zn™,
Cu* va c6 thé cho nhiing chat phicc bén véi nhiing nguyén té chuyén tiép
thuoc chu ky bon. Do dé, polyphenol ngin chin duoc day chuyén phan tng
peroxy hoa lipid trong co thé. Qua d6 lam giam duoc cholesterol va
Triglycerid. Ngoai ra, cac nghién ciru méi day con cho thay thanh phan
saponins triterpen va flavonoid c6 trong Ray gai. Saponin triterpen c6 thé oxy
hoa cac goc ty do lam ting sd lwong LDL-receptor, 1am giam sb luong
enzyme HMG-CoA reductase nhd d6 lam giam néng do cholesterol va

Triglycerid [32]. Flavonoid 1a mét chat c6 tac dung chong oxy hoa, 1am giam
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LDL-C bi oxy héa qua d6 lam giam LDL-C trong co thé gop phan lam giam

lipid mau.
Nhém C
OH\Q? Catechol
° _OH
OH
Nhom hydroxyl

OH Nhém Gallate

Hinh 4.1: Cac nhém c6 chire niing chdng oxy hoa cia cac polyphenol

Tuy nhién, ¢én nay chua c6 mot nghién ctu cu thé vé tac dung cua Cu
mop (Ray gai), Rhizoma Lasiae vé tac dung 1&n cac thanh phan lipid mau.

* La sen (Ha diép), Folium Nelumbilis Nucifera

L& sen chua 0,2 - 0,3% tanin, 0,77 - 0,84% alkcaloid, trong d6 cé
nuciferin 1a cha yéu, nor - nuciferin, roemerin, pro - nuciferin, vitamin C, céc
acid citric, tartric, succinic. Ngoai ra, con cé quercetin, isoquercitrin,
nelumbosid, leucocyanidin, leuco — delphinidin [32].

Chung tdi nhan thay, trong thanh phan L& sen c6 chira quercerin — mot
chat c6 kha ning tc ché tong hop cholesterol noi bao cé thé do tac dung tc
ché hoat dong cia HMG-CoA reductase. Ngoai ra, mot sé nghién ctu cho
rang 14 sen con c6 tac dung nhu an than, chdng co that co tron va 14 sen c6 tac
dung an than tot hon tdm sen. Nuciferin chiét xuat tir 14 sen cd tac dung kéo
dai giac ngu, thudc khdng gay tac dung phu. Vi thé, gop phan cai thién mot s6
triéu chiing co nang ciia chimg dam am theo Y hoc ¢ truyén.

* Tdo méo (Son tra nam), Fructus Docyniae

Son tra Viét Nam chuta 2,76% tanin, 16,4% chat duong, 2,7% acid hitu

co (tartric, citric tinh theo H,SO,). Méi day nguoi ta con thay céc acid hitu co
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thuoc loai tritecpen nhu acid oleanolic, ursonic va cratacgic va acid
chlorogenic. Trong s6 nay, acid chlorogenic va acid ursolic 1a cac thanh phan

héa hoc chinh [34].

HO, ,COOH
QL
HO' Y Yo7 N OH
OH o
axit chlorogenic axit ursolic

Hinh 4.2: Cong thirc hda hoc cia axit chlorogenic va axit ursolic

Acid oleanolic va acid ursonic cé tac dung lam giam nong d¢6 VLDL va
LDL Cholesterol bang cach uc ché enzyme acyl Co-Acholesretol acyl-
tranferase tai rudt (ACAT, enzyme c6 mat trong qua trinh chuyén hoa
mevalonata dé tong hop cholesterol). Mot nghién ciu vé acid ursolic caa Xue
J. va cong su (2006) da nhan thay acid ursonic c6 kha ning lam tang so luong
MRNA cta enzyme cholesterol 7a-hydroxylase (C7aH), thiic day qua trinh
van chuyén cholesterol thanh acid mat, 1am giam duoc cholesterol trong gan
cling nhu trong huyét tuong.

*\/g quyt (Tran bi), Pericarpium Citri Neticulatae Perenne

Thanh phan héa hoc: trin bi c6 chta tinh dau, carotenoid, limonoid,
coumarin, alkaloid va flavonoid, polysterol [5], [34].

Trong V6 quyt c6 chira thanh phan polysterol. C4c sterol thyuc vat c6 cau
tric twong tu cholesterol va cé thé thay thé cholesterol trong cac hat mixen.
Sy thay thé nay da 1am giam ndng d6 cac hat mixen c6 chira cholesterol va
lam giam hap thu cholesterol. Mot nghién ciru Meguro va cong su da dua ra
mot vai co ché vé kha ning ha cholesterol cua céc sterol thyuc vat (polysterol).

Nghién ctu thyc nghiém cia Yang G. va cong su con cho thdy san pham
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chiét con cua tran bi 1am giam cholesterol toan phan va LDL-C trén chudt gay
mo hinh ting lipid mau bang ché do an giau cholesterol. Ngoai ra, ching toi
con nhan thay trong vo quyt c6 chaa thanh phan 16n Coumarin, 1a mot 16p
chat thién nhién co tac dung duoc Iy cao, thé hién nhiéu hoat tinh hitu ich
trong d6 c6 ha huyét ap, chdng lodng xuong...

* Ngii vi tir, Fructus Schizandrae

Thit qua chira cac acid hitu co gdm acid citric (11%), acid malic (7-
8,5%), acid tactric (0,8%), duong (~1,5%), cac vitamin C, céc lignan, tanin va
chat mau. Hat ngii vi tir chira khoang 34% chat béo gom glycerit cua acid
oleic va linoleic [32].

Mot s6 nghién ctiu cho thay ngil vi tir ¢6 tac dung diéu hoa huyét ap,
kich thich hd hap, kich thich hé than kinh trung uong, giam mét moi tinh than
va thé luc. Qua d6 c6 thé thay, su két hop gitta Tran bi va Ngii vi tir phan nao
gilip cai thién céc triéu chung: dau dau, chong mat, mét moi... ciing nhu duy
tri huyét &p & cac bénh nhan c6 ting huyét 4p kém theo.

* Cam thdo dat (Cam thao nam), Herba Scopariae

Vé thanh phan hda hoc thi cam thao dat ciing chira cac thanh phan nhu:
diterpen, flavonoid va céc acid hitu co. Qua d6 gép phan 1am giam cholesterol
va triglycerid gop phan ciing cac vi thudc trong bai thuéc HSN tac dung diéu
chinh réi loan lipid mau. Ngoai ra, cam thao con c6 tac dung kién ty, qua d6

lam giam mot sé triéu ching cia dam thap gay nén [32].

4.2. LUA CHON THUOC POI CHUNG TRONG NGHIEN CUU

Trén m6 hinh thyc nghiém vai 2 moé hinh: mé hinh ndi sinh va mé hinh
ngoai sinh, nhdm nghién ctu di Iya chon thuéc ddi chang 14 vién nén
atorvastatin 10mg. Pay ciing duoc cho 1a mot loai thude duoc dung nhiéu
trong cac nghién ciru trong nudc va quoc té. CO thé ké dén nhu nghién ctu
cua Ta Thu Thay (2016), nghién ctu cta Vi Thi Thuan (2012)...
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Ngoai ra, dya vao thanh phan hoa hoc cua cac vi thudc trong bai thudc
HSN, két hop véi tac dung ha lipid mau cua statin chiing t6i nhan thay co ché
tdc dung tuong tu nhau gitra cao long HSN va Statin [74]. Trong Cu mép
(Ray gai) 1am “Quan duoc” ¢ chtra thanh phan Saponin triterpen c6 thé oxy
hoa cac goc ty do lam ting sé lwong LDL-receptor, 1am giam sé lugng
enzyme HMG-CoA reductase nhd d6 lam giam ndng do cholesterol va
triglycerid két hop véi thanh phan quercetin c6 trong La sen va Son tra ¢ kha
nang &c ché tong hop cholesterol noi bao cé thé do tac dung tc ché hoat dong
cia HMG-CoA reductase va c6 tac dung lam giam nong d¢6 VLDL va LDL
cholesterol bang cach @c ché enzyme acyl Co-Acholesretol acyl-tranferase tai
ruot (ACAT, enzyme c6 mat trong qua trinh chuyén hoa mevalonata dé tong
hop cholesterol) do ¢6 chira thanh phan acid oleanolic va acid ursonic.

T két qua trén thuc nghiém, nhom nghién ciu nhan thay rang, cao
long HSN ¢ tac dung diéu chinh réi loan lipid mau c6 chon loc trén mé hinh
noi sinh tic la lam giam TC, giam TG, tang HDL-C, giam LDL-C va trén m6
hinh ngoai sinh, cao long HSN ¢ ca 2 nhom da c6 tac dung lam giam ro rét
nong d6 TG. Chinh vi thé, nhdm nghién ciru da quyét dinh sir dung thube doi
chung trén 1am sang 1a fenofibrat - mot thude diéu tri RLLPM kinh dién thuoc
nhom Fibrat, tén chung qudc té l1a Fenofibrate [61]. Fenofibrat, dan chat cua
acid fibric, 1a thudc ha lipid mau. Thudc uc ché sinh tdng hop cholesterol &
gan, lam giam cac thanh phan gay vita xo (lipoprotein ty trong rat thap VLDL
va lipoprotein ty trong thadp LDL) lam ting san xuat lipoprotein ty trong cao
(HDL) va con lam giam triglycerid mau. Do dé, cai thién dang ké su phan b
cholesterol trong huyét twong. Fenofibrat dugc dung dé diéu tri ting
lipoprotein - huyét type Ila, type I1b, type 111, type IV va type V cing véi mot
ché d6 an rat han ché vé lipid. Fenofibtrat c6 thé Iam giam 20 - 25%

cholesterol toan phan va 40 - 50% triglycerid trong mau.
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4.3. NGHIEN CUU POC TINH

4.3.1. Nghién ciru doc tinh cap

Nhom nghién ctru da xac dinh duoc doc tinh cap LDs, cua cao long
HSN 1a 297,9 g duoc liéu/kg va chi sé diéu tri dy kién TI 1a 12,41 g dugc
licu/kg. Nhu vay pham vi an toan caa cao 1ong HSN 1a c6 thé chip nhan duoc
Vvéi lidu tac dung déu <1/10 LDso. Trong do, trén 1am sang chung t6i st dung
liu 2ml cao long HSN/kg/ngay = 2g dugc liéu/kg/ngay tuc 1a cao long HSN
an toan khi st dung bang duong udng. Tuy nhién theo huéng din cua To
chtc Y té thé gigi vé thude c6 ngudn gbc duoc lidu vai chi s6 10 < T1 <20,

day 1a nhitng duoc liéu c6 doc tinh cip muc trung binh.

4.3.2. Nghién ciru dde tinh ban truong dién

Trén ca hai 16 chudt, mot 16 udng cao long HSN liéu 12g duoc ligu/kg/ngay
(lidu trong duong 1am sang) va mot 16 udng liéu cao gap 3 lan (HSN liéu 36g
duoc lieu/kg/ngay) lién tuc trong 4 tuan, két qua cho thay: Ca hai liéu thuéc
thir khong 1am giam trong luong va tinh trang chung cua chudt ¢ thoi diém
sau 2 va 4 tuan uéng thudc so voi trude udng thude va so véi ching va khong
lam thay ddi két qua cac xét nghiém danh gia chtc nang tao méau (s6 luong
hong cau, ham luong huyét sic td, hematocrit, thé tich trung binh hdng cu,
s6 lwong bach cau, cong thic bach cau). Ngoai ra, cao long HSN khéng lam
thay doi két qua cac xét nghiém danh gia chtic nang gan (ndng do bilirubin
toan phan, albumin va cholesterol toan phan trong mau chuot) va khong gay
haty hoai té bao gan (hoat do AST, ALT trong mau). Khong 1am thay doi két
qua xét nghiém creatinin trong mau chudt sau 2 tuan va 4 tuan udng thuéc the
lién tuc va khdng gay ton thuong vé mat hinh théi khi quan sat dai thé cac co
quan caa chudt so véi chitng va khéng co ton thuong vé cau trlc vi thé gan,

than chuot sau 4 tuan uéng thudc so véi chiing. Nhu vay, mau thudc thi cao
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long HSN khong gay doc tinh ban truong dién trén chudt khi cho chudt udng
lieu 12g duoc lidu/kg/ngay (lidu cd tac dung tuwong duong liéu ding trén
ngudi) va lidu cao gap 3 1an (36g duoc lidu/kg/ngay) trong 4 tuan lién tyc.

Tat ca cac chi sd theo ddi vé tinh trang chung, can ning, chiic ning
ta0 mau, chic ning gan, mirc 6 huy hoai té bao gan, chirc nang than va mo
bénh hoc gan, than déu nam trong giGi han binh thuong, khong cé sy khac

biét rd rét so vai 16 ching va so véi trudce nghién ciu.

4.4. TAC DUNG PIEU CHINH LIPID MAU CUA CAO LONG
HSN TREN THUC NGHIEM

4.4.1.Tac dung diéu chinh lipid caa cao l6ng HSN trén md hinh gay roi
loan lipid mau ngi sinh

Trén md hinh gay rdi loan lipid mau noi sinh, ching toi da st dung
Poloxamer - 407 (Sigma — Singapore) 200mg/kg tiém mang bung dé thuc
hién nghién ctu. Véi nhoém ching, chudt nhat duoc tiém mang bung dung
dich P-407 2% liédu 200mg/kg (0,1ml/10g) va udng atorvastatin liéu
100mg/kg. Tur liéu cta Atorvastin, nhdm nghién ctru di chon liéu cao long
HSN 1a 24g duoc lidu/kg/ngay (liéu c6 tac dung tuong duong lidu dung trén
nguoi; tinh theo hé s6 12); va liéu cao hon gap 3 lan 1a 72g duoc liéu/kg/ngay
(liéu co tac dung gap 3 lan liéu dung trén ngudi; tinh theo hé s6 12) va chuot
nhit déu duoc udng nudc cat va thudc thr 7 ngay trudge khi tiém mang bung
dung dich P-407. Sau khi duoc tiém P-407, chudt dugc cho nhin d6i hoan
toan nhung van dugc udng nudc tu do. Sau 24 gio ké tir khi duoc tiém P-407,
tat ca cac chudt duoc lay mau dong mach canh 1am xét nghiém dinh luong
TG, TC, HDL-C. Non - HDL-C duoc tinh theo cong thuc:

Non-HDL-C=TC — HDL-C (mmol/l)
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Nhém nghién ciu s dung Non-LDL-C dé thuc hién nghién ctu mac du
chi s6 Non-LDL-C dugc xem 1a dich tht 2 diéu tri sau LDL-C; bai vi theo
chuong trinh gido duc Québc gia vé Cholesterol caia My (NCEP), cong thirc
Friedewald 1a twong ddi tin cay va duogc sir dung nhu mot phuong phap thong
thuong dé tinh LDL-C. Tuy nhién, cong thuac Friedewald khdng con tin cay
khi chi s6 TG > 400mg/dl hay TG> 4,52 mmol/l. Ma két qua nghién ctu cho
thay, sau khi s dung dung dich P-407 tiém mang bung cho chuét nhat thi
nong do TG & céc 16 chudt déu tang rat cao. Trong do, 16 sir dung atorvastatin
1a 7,56 + 2,57 (mmol/L); 16 str dung HSN liéu thap 12 7,8 + 2,08 (mmol/L) va
7,53 + 2,63 (mmol/L) & 16 sir dung HSN liéu cao. Do d6, chung toi d& khong
thé sir dung cbng thirc tinh Friedewald va Non-LDL-C 1a mét chi so thay thé
dang tin cay [83], [89], [90], [98], [99].

Sau khi str dung dung dich P-407 tiém mang bung, nhém nghién ctru da
gay duoc md hinh gay ri loan lipid mau noi sinh trén chuot nhat. Két qua
nghién cau cho thay, tit ca chudt & cac 16 sau khi tiém P-407 déu khéng cé
dau hiéu bat thuong, chudt van di lai binh thuong, nhanh nhen, mat sang, 16ng
muot, phan khd va khdng c6 con chudt nao chét. Két qua nay phu hop voi
danh gia vé tinh an toan cua P-407. Va sau khi st dung P-407 thi cac chi s6
lipid mau déu tang rd rét so véi 16 md hinh. Trong d6, néng d6 TG cua chudt
& tat ca cac 16 1a tang 1én rat cao; diéu d6 phu hop véi cac nghién cau trén
chuot chat vé st dung P-407 cho viéc gay réi loan lipid mau & chudt. Tuy
nhién, di nong do TG ting cao nhung & ca 2 nhdm sir dung cao long HSN
licu thap, cao long HSN liéu déu c6 xu hudng lam giam dugc nong 46 TG;
trong d6, cao long HSN liéu thap giam | 9,3% va cao 16ng HSN liéu cao giam
12,44%. Tuy nhién, su khac biét 1a khong c6 ¥ nghia théng ké vai p > 0,05.

L6 udng atorvastatin liéu 100mg/kg 1am giam rd nong do TC va non-

HDL-C so véi 16 mé hinh, su khéc biét c6 ¥ nghia théng ké (p < 0,001), thudc
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c¢6 xu huéng lam giam néng 6 TG nhung sy khac biét chua c6 ¥ nghia thdng
ké (p > 0,05).

Lo udng HSN lidu thap 24g duogc liéu/kg/ngay l1am giam cac chi s6 TC
(117,95 %), non-HDL-C (| 24,26%) so véi 16 mo hinh, su khac biét c6 ¥
nghia théng ké (p < 0,05). L& uéng HSN liéu cao 72g duoc liu/kg/ngay 1am
giam rd rét cac chi sb TC (18,46%) va non-HDL-C (24,26%) so véi 16 mo
hinh, su khac biét 1a c¢6 ¥ nghia thong ké ( p < 0,05 va p < 0,01). Tac dung
lam giam néng d6 TC, TG, non-HDL-C liéu cao twong duwong liéu thap, su
khé&c biét chua c6 y nghia thong ké (p > 0,05). Tuy nhién, tac dung lam giam
nong do TC, TG va non-HDL-C & ca 2 nhém sir dung HSN déu yéu hon
atorvastatin 100mg/kg nhung chua c6 su Khac biét rd rét co y nghia thong ké
(p > 0,05).

Dé giai thich cho diéu ndy, nhdm nghién ctru da tim hiéu va thuc hién
phan tich thanh phan hoa hoc cua cac vi thudc trong bai thude ciing nhu tim
hiéu co ché gay ha lipid mau theo YHHD va nhan thay céc vi thudc trong bai
thudc ¢6 chira cac thanh phan hda hoc c6 tac dong vao cac qua trinh chuyén
hoéa lipid mau; qua d6 gop phan 1am giam lipid mau. Trong d6 ké dén thanh
phan polyphenol cé cha yéu trong Ray gai giup ngin chian duoc day chuyén
phan mg peroxy hoa lipid trong co thé. Va cac nghién ctu méi day con cho
thay thanh phan Saponins triterpen c6 trong Ray Gai c6 thé oxy hda cac goc
tu do lam tang s6 luong LDL-receptor, 1am giam sb luong enzyme HMG-
CoA reductase nho d6 lam giam nong do cholesterol va triglycerid. Ngoai ra,
trong thanh phan hoa hoc ciia Son tra c6 xuét hién acid ursonic — méot chat co
kha nang lam ting s6 luong MRNA ciia enzyme cholesterol 7a-hydroxylase
(C7aH), thiic day qua trinh van chuyén cholesterol thanh acid mat, 1am giam
duogc cholesterol trong gan ciing nhu trong huyét trong hay trong vo quyt c6
chtra thanh phan polysterol. Cac sterol thuc vat cO ciu trac twong tu

cholesterol va c6 thé thay thé cholesterol trong cac hat mixen. Sy thay thé nay
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d3 1am giam ndng d6 céc hat mixen cé chira cholesterol va lam giam hap thu
cholesterol [70].

4.4.2. T4c dung diéu chinh lipid mau cia cao léng HSN trén mé hinh gay
réi loan lipid mau ngoai sinh

Tir biéu @6 3.2 cho thay: chudt & cac 16 déu co sy gia ting trong luong
theo thoi gian. L6 mo hinh c6 xu hudéng ting trong luong co thé it hon 16
chuing sinh hoc, tuy nhién sy khac biét khong c6 y nghia thong ké véi p >
0,05. Cac 16 udng thudc atorvastatin 10 mg/kg, cao long HSN liéu thap va liéu
cao déu cd su tang trong luong theo thoi gian nhung khong co su khéc biét
véi 16 mo hinh [88], [93].

Két qua bang 3.8 cho thay, sau 4 tuan udng hdn hgp dau cholesterol da
gay duoc tinh trang RLLPM trén chudt céng trang, thé hién & muc tang rd rét
nong d6 TC, HDL-C, LDL-C bat dau xuat hién sau 2 tuan nghién ctu. Trong
d6, nong do TC tang 81% sau 2 tuan dung thudc va ting 129% sau 4 tuan
ding thude, dac biét 1a LDL-C ting 299% sau 2 tuan ding thudc va >400%
sau 4 tuan dung thudc. Su khac biét 1a c¢6 ¥ nghia théng ké véi ca 3 chisb (p <
0,001). Tuy nhién thi khdng c6 su thay doi nong do TG sau 4 tuan diéu trj so
Vvéi trude khi nghién ciru va so véi 16 ching sinh hoc (p > 0,05). Két qua trén
cho thay su pht hop véi nghién ciu caa Ta Thu Thuy ndm 2016 véi ting chi
s6 cac nhom TC, LDL-C, HDL-C va khong thay doi chi sé TG trén chuot thi
nghiém [64].

Theo két qua nghién cau tac dung diéu chinh RLLPM cua cao long HSN
trén md hinh gy RLLPM noi sinh cho thay, cao long HSN ¢ liéu thap (liéu
c6 tac dung tuong dwong lidu dung trén ngudi) va cao long HSN & lidu cao
(gap 3 lan) thi c6 tac dung diéu chinh rdi loan chuyén héa lipid mau co tinh
chat chon loc trén md hinh noi sinh. Cu thé, cao long HSN lam giam nong do

cholesterol toan phan, triglycerid, LDL-C va lam ting chi s6 HDL-C trong d6
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TC giam 17,95% & nhom ding cao long HSN liéu thap va 18,46% & nhom
ding cao 1ong HSN liéu cao. Qua d6, ching t6i di dung 2 lidu: 9,6ml cao
long/kg/ngay = 12g duoc lieu/kg/ngay (lidu co tac dung tuong duong lidu ding
trén nguoi, tinh theo hé sé 6) va lieu 28,8ml cao long/kg/ngay = 36g dugc
liu/kg/ngay trong 4 tuan lién tiép dé danh gia tic dung diéu chinh rdi loan
lipid mau trén md hinh ngoai sinh cua cao long HSN va so sanh véi nhom st
dung liéu atorvastatin 10mg/kg/ngay trén chuét cong trang chung Wistar, 16ng
tring, can nang 200 + 20g. Pay 1a nhom thude duoc nhiéu nha nghién ctu
trong nudc va qudc té sir dung 1am thudc chuan dé so sanh trong d6 c6 nghién
ctu cua Ta Thu Thay nam 2016.

Theo biéu do 3.3 va 3.4 cho thay, sau 2 tuan nghién cau nong d6 TG &
cac 16 udng atorvastatin va cao long HSN chua c6 su thay doi c¢6 ¥ nghia
théng ké vai 16 mé hinh (p > 0,05). Tuy nhién, sau 4 tuan diéu tri thi cao léng
HSN & ca 2 liéu déu lam giam rd rét nong do TG so vai 16 mo hinh va su khéc
biét 1a co y nghia théng ké (p < 0,01). DPdi véi céc chi s6 TC va LDL-C thi
sau 4 tuan diéu tri, atorvastatin lam giam ré rét nong @6 TC va LDL-C so voi
16 md hinh(p < 0,05) va cao long HSN & ca 2 lidu déu c6 xu huéng lam giam
nong d6 TC va LDL-C so véi 16 md hinh va nhém ding cao long HSN liéu
thap 9,6ml cao long/kg/ngay = 12g duogc lidu/kg/ngay (lieu cé tac dung tuong
duong liéu dung trén nguoi, tinh theo hé sé 6) c6 tac dung lam giam TC va
LDL-C tét hon so vai nhém ding cao long HSN liéu cao. Tuy nhién, sy khéc
biét 1a chua c6 ¥ nghia thong ké vai p > 0,05.

Dua trén cac phan tich vé thanh phan héa hoc ciia mot sé dugc liéu thanh
phan cua cao long HSN cling mot sé co ché ha lipid méu, ching tdi ¢ thé
giai thich phan nao tac dung diéu chinh RLLPM cuia thudc. Pau tién ké dén 1a
thanh phan acid oleanolic va acid ursonic ¢6 trong Son tra c6 tac dung lam
giam nong d6 VLDL va LDL cholesterol bang cach tc ché enzyme acyl Co-

Acholesretol acyl-tranferase tai ruot (ACAT, enzyme cO mat trong qué trinh
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chuyén héa mevalonata dé tong hop cholesterol). Chidng t6i con nhan thay
thanh phan thanh phan quercetin c6 trong L4 sen va Son tra ¢6 kha ning uc
ché tong hop cholesterol noi bao c6 thé do tac dung @c ché hoat dong cua
HMG-CoA reductase [33]. Ngoai ra, hiéu qua bai thudc trong diéu chinh
RLLPM con duoc b sung boi cac vi thuéc Cam thao dat, Tran bi déu chua
phan 16n thanh phan flavonoid — 1 chét cd tac dung chdng oxy héa, lam giam
LDL-C bi oxy hoa qua d6 1am giam LDL-C trong co thé gép phan lam giam
lipid mau.

T bang 3.9 cho thay, sau 4 tuan diéu tri, nhdm cao long HSN va
atorvastatin 10mg/kg/ngay déu khong lam thay d6i nong d6 AST. Tuy nhién,
nhém cao long HSN liéu thap lai c6 xu huéng lam giam nong d6 ALT sau 4
tuan diéu tri. Tuy nhién, su thay doi la khong co y nghia théng ké véi p >
0,05. O nhdm atorvastatin 10mg/kg/ngay lam ting rd rét nong do ALT so véi
16 chang sinh hoc va 16 mo hinh, su khéac biét 1a c6 ¥ nghia théng ké véi p <
0,05. Nhu vay, cao long HSN ¢ ca 2 lidu déu khong lam ting hoat d6 enzym
gan AST, ALT trong méau chuét sau khi ubng lién tuc 4 tuan.

4.5. TAC DUNG PIEU TRI LIPID MAU CUA CAO LONG HSN
TREN LAM SANG

4.5.1.Tudi va giéi

4.5.1.1. Pic diém vé tudi

Qua bang 3.10 nhan thay trung binh tudi cua cac bénh nhan 1a 62,98 +
9,98 tudi. Phan I6n bénh nhan 13 nguoi trong do tudi tir 50-70 tudi (73.3%).
Cu thé, nhém dung cao long HSN ¢ 80%, nhém Fibrat c6 80% va nhém phdi
hop 1a 70%. Phan b4 do tudi caa cac bénh nhan nhoém nghién ciu khéc biét 1a

khong ¢ ¥ nghia thdng ké véi p > 0,05,
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Két qua nay tuong tu véi két qua nghién ctu caa Nguyén Vinh Thanh
(2016) [59]: tudi trung binh caa nhém bénh nhan nghién ctu 1a 61,87+8,22;
trong d6 nhom tudi thuong gap & ca 2 gidi 1a 50 dén 69 tudi chiém ty 18
Nam/Nit = 72,2%/81,4%. Tudi tir 40 — 49 chiém ty I& lan lugt Nam/Ni =
22,2/11,1%. Tudi > 70 chiém ty 16 Nam/Nit 5,6%/7,5%.

Nguyén Vin Khiém (2016) [22]: Do tudi trung binh caa nhém bénh
nhan RLLPM 1 62,1+9,3. Trong d6, hau hét bénh nhan trong nhém nghién
ciru & d6 tudi 60-69 chiém 56,67%; trong khi ty 16 & nhom dbi chung la
50,00% véi nhom tuoi 60 - 69,

Theo 1y luan caa YHCT, phu nit 7 tudi thién quy dén, 49 tudi thién
quy Kiét, cong ning cua cac tang phu bat dau suy giam, dac biét 1 tang ty
(cht van hoéa) 1am céng nang van hda thuy thap dé bi dinh tré tir 46 gay ra
chimg dam thap. Nam giéi 8 tudi than khi sung tic, 16ng toc dai ra, ring
thay; .... 48 tudi duong khi & phan trén suy kiét, sic mat kho réo tiéu tuy,
toc diém bac, 64 tudi rang rung dan, téc ciing rung thua. Theo “Té Van —
Thuong co thién chan luan” cé viét:* Nir 49 tudi, nam 64 tudi manh nham
hu, mach xung suy, thién quy suy kiét, cong nang tang phu suy giam”. Nhu
vdy, con ngudi bat dau do tudi trung nién ¢ ca 2 gisi cong ning tang phu
déu co su suy giam, su van hda cua ty vi ciing kém di. Lac nay co thé
chuyén tur thinh sang suy, cong nang tang phu bi suy giam, khi hu huyét &
[48].

Theo Y hoc hién dai, lra tudi ngoai 40 tudi, ldc nay nit gidi budc vao
giai doan tién man kinh, nam gidi ciing c6 nhiéu thay doi trong chu ki sinh
hoc, 1am cho sirc dé khang cua co thé yéu di dan dén giam hoat dong, chirc
nang chuyén hoda cia cac co quan trong co thé giam sit, sitc d& khang suy
giam dan t6i sy phat sinh caa nhiéu bénh tat anh huong bai qué trinh 140 hoa.
Piéu nay da ching to dugc phan ndo mdi quan hé mat thiét gitra do tudi mac
bénh cua ching dam thap theo YHCT va RLLPM theo YHHD.
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4.5.1.2. Pic diém veé gi6i

Két qua nghién ctu tir biéu dd 3.5 cho thay ty 16 RLLPM & nit gigi
cao hon nam gidi ¢ ca 3 nhom NC. Trong d6, vai nhom dung cao long
HSN thi ty I& Ni/Nam 12 64%/36%, nhom phdi hop 1a 62%/38%; trong khi
ty 16 ndy ¢ nhom Fibrat 12 58%/42%. Tuy nhién, su phan bé gigi tinh cua
cac nhom 1a khong c6 sy khéc biét c6 ¥ nghia thong ké (p > 0,05).

Két qua nghién cau ndy c6 su tuong dong véi nghién ciu caa Trinh
Vil Lam (2015) [30] véi ty 1€ nir gidi cao hon nam giodi; trong d6 nit gidi
chiém 66,67% & nhdm NC va 56,67% & nhom DC.

Ngoai ra, mot so nghién ciru gan day cho thay vé ty 1é bénh nhan nam
gigi nhiéu hon nir gigi nhu nghién cau cuia Nguyén Trung Xin (2015) [76]:
ty 1¢ nam giéi la 66,67% ¢ nhom NC va 53,33% & nhom DC. Tuy nhién
déu khong co su khac biét vé su phan bd gisi tinh vé ty 1é nam gigi va nix

gidi cua cdc nhom NC.

4.5.2. Pic diém veé nghé nghiép

Qua biéu d6 3.6 cho thiy, nhém dbi tugng bénh nhan RLLPM cua
chidng tdi chu yéu 1a can bd huu tri, chiém ty 18 62%, can b cdng chic
chiém 28%, con lai s6 bénh nhan lao dong chan tay chiém ty I& thap nhat
véi 10%. Két qua ndy phu hop véi mot sé nghién cau cua Cac tac gia
Nguyén Thiy Huwong (2001) [43], Trwong Qudc Chinh (2014) [3] va
Nguyén Vin Khiém (2016) [22].

Két qua nay phu hop boi nhitng nguoi can bo huu tri thuong co6 16i
séng tinh tai, it van dong tay chan. Van dong luyén tap hoic hoat dong thé
luc gilp than thé déo dai, ting cuong chuyén hoa tiéu ning luong.

Ngoai ra, nghién ctu cia Pham Thanh Tang (2013) [72] cho thay, ty
Ié bénh nhan lao dong tri 6c nhu céng chuc, vién chire, van phong chiém da

sd chiém 63,3%. Nhirng nguoi nay lam viéc van phong nhiéu, ngéi nhiéu,
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it hoat dong thé luc, an udng khong diéu do, khong dung gid, chiu nhiéu ap
lwc ma dan téi stress lam cho bénh dé phat sinh.

Theo Y hoc ¢6 truyén va mot sb sach c6 nhu T6 Van — “Tuyén minh
ngli khi luan” da viét :“ Cuu ngoa thuong khi, ciru toa thuong nhuc” co
nghia 1 thuong khi din dén ty hu, ty khi hu suy ma gay bénh [48]. Ngoai
ra, theo y hoc cb truyén, ty 1a ngudn gdc sinh ra dam, ty hu c6 thé do tinh
chi: vui, gian, budn, lo, kinh, sg 1dam anh huéng dén céng ning tang phu
trong d6 c6 can ty. Can moc khic ty thd 1am ton thuwong ty vi, 1am ty giam
hoic mat kha ning van hda thay céc, tan dich tich tu lai gy ra dam am.
Qué trinh luyén tap va tang cudng van dong khong chi lam cho co thé
khang kién ma con gilp cho tinh than thoai mai, giai téa dugc cang thang,
han ché stress vi thé nén nhém bénh nhéan lao dong chan tay chiém ty 1&

mac bénh thap nhat.
4.5.3. Mt s6 yéu té nguy co' ¢ bénh nhan réi loan lipid mau

4.5.3.1. Thira can, béo phi

Chi s& BMI trung binh cua bénh nhéan trong nghién ctru la 22,0 £ 2,59,
thudc nhom binh thuong theo tiéu chuan cua T6 chac Y té thé gigi danh cho
nguoi Chau A [105]. Bénh nhén c6 chi s6 BMI trong gigi han binh thuong
chiém ty I& cao nhat véi 52,7%; ty 16 thira can, béo phi 1a 40,1%. Trong do, ty
1& bénh nhan thira can, béo phi caa cac bénh nhan & nhém udong cao long HSN
1a 38% so v&i 48% va 34% & 2 nhom st dung Fibrat va nhém st dung thuée
phdi hop. Tuy nhién, kiém dinh thdng ké cho thiy khong c6 su khac biét co y
nghia théng ké vé ty Ié cac nhom BMI giira 3 nhom véi p > 0,05.

Ty Ié thira can béo phi trong nghién cau cta ching toi twong tu véi két
qua nghién cau cta Ta Thu Thuay (2016) [64]: ty I¢ bénh nhan thtra cén, béo
phi & bénh nhan RLLPM 1 45%; caa Nguyén Vinh Thanh (2016) [59]: ty 1¢

bénh nhan thura can, béo phi la 53%.
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Ly giai phan ndo nguyén nhan khién bénh nhan thtra can, béo phi chiém
ty 1& cao c6 thé 1a do ngay nay su phat trién caa nén kinh té xa hoi kém theo
thu nhap c4 nhan ting cao di anh huéng ti ché do sinh hoat trong d6 ¢6 nhu
cau an udng. Ché do an udng giau protein, nhiéu acid béo bao hoa, it chat xo
kém theo 16i sdng tinh tai lam cho lugng calo dua vao co thé nhiéu hon muc
tiéu thu vi thé da gay nén tinh trang béo phi hién nay. Tuy nhién trong nghién
Clru ctia chung t6i do ddi twong cha yéu 1a do tudi tir 50-69, b thoi gian mac
bénh 1au ngay, chiic ning chuyén hda va hap thu ning lwong tir dd dn khong
duoc nhiéu, du luong thire an dua vao it nhung qué trinh chuyén hda dién ra
cham gay ra tinh trang réi loan cac thanh phan lipid, glucose trong mau nhung
can nang thi it thay doi nén ty Ié bénh nhan c6 chi s6 BMI trong giéi han binh

thuong chiém ty Ié cao nhat vai 52,7%.

4.5.3.2. Méi lién quan giira thoi quen sinh hoat va réi loan chuyén héa
lipid

* Ché d¢ dn udng

Tur biéu do 3.8 cho thay ty I& bénh nhan ubng ruou, bia chiém ty 18 cao
nhat (37,33%), sau d6 1a an duong, sira, chat ngot (31,33%) va an trang thit,
m& dong vat 1a 26,67%. Két qua nay cho ty Ié bénh nhan sir dung bia ruou,
m& dong vat cao hon nhém bénh nhan caa nghién ciru Ta Thu Thuy (2016)
[64]: Ty 1& bénh nhan uéng ruou, bia (16,7%), in m& dong vat ( 14.2%).

Theo Hai Thuong Lan Ong “Con ngudi pha quy nhan cu, ngay dém yén
tiéc an no lai nam thi khoi sao tich tré d& bé chét non” [50], [51]. Vi thé, ché
d6 an udng la rat quan trong trong diéu tri rdi loan chuyén héa lipid mau. Tuy
nhién viéc thay d6i nhitng thoi quen an udng can doi hoi thoi gian lau dai, vi
phu thudc nhiéu yéu td trong dé co yéu to xa hoi va van héa cua ting ving
mién nén linh hoat &p dung ché do an kiéng phu hop véi diéu kién thac an

ting viing, sao cho van dam bao dwgc khau phan calo can thiét véi bénh nhan.
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Do d6, cac bénh nhan nghién ciru déu duoc khuyén va hudng dan ché do an
kiéng theo hudng dan cua Vién dinh dudng qudc gia. Va nhin chung, cac
bénh nhan déu cb ging tuan tha va thuc hién trong thai gian nghién cau.

* Ché @6 van dong

Luyén tap thé duc 1a phuong phap diéu tri bénh, rén luyén thé luc nhu: di
bo, khi cong dudng sinh.... khdng nhitng 1am giam nguy co mac bénh tim
mach, bénh VXDM, tinh than thoai mai ma con lam ting HDL-C va giam
LDL-C. Tuy nhién, qua trinh luyén tap phai tuan tha thoi gian tap luyén hang
ngay, mdi ngay toi thiéu 30 phut, tap déu hang thang hoic it nhat 3 lan/tuan.

Qua bang nghién ctiu chling t6i nhan thay, ty 1& bénh nhan rdi loan lipid
mau c6 thoi quen tap thé duc thé thao 1a 35,33%. Qua d6 cho thiy, da s6 bénh
nhan RLLPM c6 thoi quen luoi van dong (64,67%). Ty 1€ nay tuong duong
vai nghién ciu cua Ta Thu Thay (2016) [64]: 60,8% bénh nhan ludi van dong
va cao hon so vai nghién ctru cua Pham Thanh Tung (2013): 53,3% véi bénh

nhan it rén luyén thé luc.

4.5.3.3. Mdi lién quan giira thong so lipid va huyét ap

Theo YHHD, ting huyét ap, rdi loan lipid mau va ting huyét ap c6 moi
quan hé tac dong véi nhau, va tang huyét ap la yéu té nguy co ding tha hai
sau roi loan lipid mau gay xo vita dong mach. Vay khi ting huyét p va roi
loan lipid mau cting xay trén mot bénh nhan s& lam tang dang ké céc bién ¢
tim mach gay anh hudong rat 16n téi sicc khoe bénh nhan. Loi ich cua viéc ha
huyét ap da qua rd rang trong d6 c6 loi ich caa viéc kiém soét yéu td nay trén
yéu t6 kia va dic biét 1a loi ich caa viéc diéu chinh cuing lic céc yéu td can
nang, huyét &p va ri loan lipid méau [35].

Két qua nghién ctiu cho thay, bénh nhan cd biéu hién ting huyét ap 1a 49
ngudi chiém 32,7% so véi 67,3% nhiing bénh nhan khéng cé biéu hién ting

huyét ap. Két qua nay twong duong vai két qua nghién ciu cia Ta Thu Thuy
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(2016) [64] vai ty Ié s6 ngudi mic bénh ting huyét ap 1a 32,5% nhung lai
thap hon nghién ctru cua Trinh Vil Lam [30] 1a 43,3%.

Vé céc chi sb lipid mau thi chling tdi nhan thay, & nhitng bénh nhan c6
tang huyét ap thi cac tri s6 TC, TG, LDL-C, TC/HDL-C c6 xu huéng ting
hon so véi nhitng bénh nhan khong mac tang huyét ap. Tuy nhién su khéc biét
1a khong c6 ¥ nghia théng ké & 2 nhdm véi p > 0,05. Két qua cua ching toi
phu hop véi nghién ctu caa cac tac gia: Ta Thu Thiy cling nhu cac nghién
ctru khac vé su ting chi s6 TC, TG, TC/HDL-C & c&c bénh nhan co ting

huyét 4p méc rdi loan chuyén hda lipid mau.

4.5.4. Pic diém rdi loan lipid mau theo YHHD

Duwa vao cac bang 3.11, 3.12 cho thay:

- Phan loai theo De Gennes: S6 bénh nhan ting TG don thuan chiém ty
1& cao nhat vai 49,3%, tiép dén la ty 18 tang lipid mau hon hop véi 34,7% va
taing TC don thuan 1a 16%. Ty ¢ ting TG don thuan ¢ nhém Fibrat 1a cao
nhat trong 3 nhdm NC véi 60% so voi 42% va 46% & nhém sir dung cao long
HSN va 46% nhom thubc phéi hop.

- Phan loai theo ESA: Theo phan loai cia ESA thi s6 bénh nhan RLLPM
type D chiém ty 1& cao nhat véi 56,7% va chiém ty 1é cao nhat trong ca 3
nhém NC. 50% & nhom cao long HSN, cung 58% ¢ 2 nhom Fibrat va 62%
nhom thudc phdi hop va sé bénh nhan type E chiém ty 18 thap nhat vai 7,3%.

Két qua trén cho thay, ty & bénh nhan ting TG don thuan trong nghién
ctru ndy cao hon so véi két qua cua Ta Thu Thay (2016) [64] vai 29,2% bénh
nhan ting TG don thuan va 45% bénh nhén tang lipid mau hdon hop.

4.5.5. Pic diém rdi loan lipid mau theo YHCT
Két qua nghién cau cho thay, sé bénh nhan RLLPM thé Pam troc & tré

chiém ty Ié cao nhat véi 63,3%, tiép dén 1a nhém can than am hu véi 19,4%
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va 17,3% la thé ty than dwong hu. Tai nhém sir dung HSN, sb bénh nhan thé
dam troc & tré cao nhét trong 3 nhdm NC vai ty 1& 68% so véi 62% nhom
Fibrat va 60% nhém phdi hop. Phan b cac thé theo YHCT ¢ 3 nhdm 1a khéc
biét khong c6 ¥ nghia théng ké véi p > 0,05

Thé Pam troc « tré chiém ty Ié cao nhat & cac bénh nhan RLLPM vi dam
troc 1a san pham bénh ly cha yéu cua chimg RLLPM, duoc tao ra cha yéu do
ty khi hu yéu mat chirc nang van hoa va phan thanh giang troc, biéu hién bang
giam tiét chat cin ba, giam chtrc ning van hoa dé sinh ra cc chat tinh vi cua
ngil coc dua vao van hanh trong huyét mach. Do su rdi loan van hanh cua chét
tinh vi thuy coc ndy ma gay ra su mat can bang trong ty 1¢ binh thuong cua

dinh huyét, dan dén hién tugng Pam troc @ tré [49].

Thé Ty than duong hu va Can than 4m hu c6 ty Ié twong dwong nhau;
trong d6 17,3% la ty 1¢ bénh nhan thé Ty than duong hu so véi 19,4% thé Can
than am hu, c6 thé do chung dam thap phat sinh tir méi quan hé khing khit
cua than &m, than duong, can va ty duong trong qua trinh sinh bénh. Than la
goc cua su tang bé, 1a noi tich luy cua tinh (tinh tién thién va tinh hau thién).
Néu bam t6 tién thién hu kém, hau thién khong duoc dinh dudng dy da hoac
bénh 1au ngdy va ngudi cao tudi thién quy da suy kiét c6 thé gay nén than tinh
hu ton, than duong suy yéu, than 4m hu khéng nudi dudng duoc can huyét
hoac can huyét hu khong dudng dugc than am déu dan dén Can than am hu.
Sach co viét: “Than la gbc cua dam, than duong suy khong 6n am duoc ty
thd, thuy thap va tan dich khéng hoa khi dugc tran 1én thanh dam. Than am
suy ton, hu hoa & ha tiéu chung bdc hun nau tan dich ciing tao thanh dam”
[48]. Can ciing c6 thé sinh c4c ching uat dam, khi dam, phong dam... ma cd

nhan da ndi khong loai nao ma khéng quan hé tai can.
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4.5.6. Hiéu qua cia cao léng HSN trong diéu tri roi loan chuyén hoa lipid
mau
4.5.6.1. Tac dung cai thién cac triéu chirng trén Iam sang

Tu bang 3.16, 3.17, 3.18 nhan thay trudc diéu tri, & ca 3 nhoém cho thay
nhiéu bénh nhan c6 cac biéu hién cua chimg dam tré nhu: dau dau ning, an
kém, bung day chudng, mét moi va dic biét s6 bénh nhan c6 mach huyén hoat
la chung dién hinh cua dam tré chiém ty 1 cao.

Tuy nhién, sau 30 ngay diéu tri, cac biéu hién nay da giam rd rét o ca 3
nhoém bénh nhan. Trong d6, ddi véi cac bénh nhan nhom Pam troc w tré ty 16
hét va giam cua dau dau 1a 91,7% & nhém HSN, 78,6% o nhom Fibrat va
84,4% & nhom phdi hop, an kém 1a 93,8%% & nhom HSN, 86,7% & nhom
Fibrat va 87,5% & nhom phdi hop va 81% bénh nhan c6 mach tré vé binh
thuong (mach nhu ho&n) trong nhém sir dung HSN trong khi con sé nay ¢ 2
nhém Fibrat va phdi hop lan luot 14 71,4% va 57,9%. Dbi véi cac bénh nhan
nhom Ty than dwong hu va Can than 4m hu cac biéu hién cua ty hu nhu mét
moi, dn kém, chong mit da giam dang ké. Trong do, ty 16 hét va giam mét
moi la 100% & nhom HSN so véi 75% & ca 2 nhdm con lal.

So sanh véi cac nghién ciu gan day, ching tdi nhan thay hiéu qua cai
thién cac triéu chung 1dm sang caa cao long HSN c¢6 tac dung twong duong
véi cao long Pai An cua Ta Thu Thay (2016) [64], v6i com tan “Tiéu phi
linh” cta Ha Thi Thanh Huong va ¢6 hiéu qua lam giam cac triéu chung hoa
mét, chéng mit, dau dau cao hon so véi vién “Ha m&” cta Nguyén Thuy
Huong [43], Nguyén Thi Bay va cong su [1].

C4c triéu chiing nhu dau dau, hoa mat chdng mit ching toi ¢ thé nhan
thay 1a biéu hién caa huyén vung (ting huyét 4p) ¢ cac bénh nhan dam thap.

Mot s6 triéu chiung khac nhu mét mai, té niang tay chan, day bung kho tiéu 1a
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nhiing triéu ching do ty hu gdy nén nguyén nhan 1a do céng nang van hda ciaa
tang ty suy giam dan téi thay thap bi dinh tré dan toi dam.

Cao long HSN duoc bao ché dua trén sy thira ké tir bai thudc nghiém
phuong HSN tao thanh boi sy phéi ngii cia 6 vi thuéc Nam c6 tac dung trir
thap, hoa dam bao gdm: Ci mop, L4 sen, V6 quyt, Tao méo, Ngii vi tir, Cam
thao dat va di duoc cac thay thudc YHCT sir dung trong cac trudng hop ting
lipid mau, ting huyét &p, béo béu... Do bai thubc chira vao gbc cua bénh
(ban) nén da giam dugc phan 16n céc triéu chitng 1am sang (tiéu) gay ra bai

chtmg dam thap: dau dau, an kém, ludi béu, mach huyén hoat.

4.5.6.2. Tac dung ciia cao long HSN trén cac chi sé can 1am sang

Theo YHHD: Réi loan lipid mau duoc coi 1a mot nguy co quan trong
cho sy hinh thanh, phat trién caa bénh xo vira dong manh. Vita xo dong mach
da gay ra nhiéu bién ching nghiém trong de doa dén tinh mang con ngudi:
bénh mach vanh, nhdi mau co tim, tai bién mach mau ndo.... Vi thé, viéc l1am
giam céc chi so lipid trong méau c6 tac dung lam giam ty Ié mac cling nhu
giam ty Ié tr vong cho cac bénh nhan.

Két qua nghién ctiu cho thay: Cao long HSN ¢6 hiéu luc diéu chinh lipid
mau ¢ nhitng bénh nhan cé hoi chung RLLPM. Thude duoc dung dudi dang
thudc sac, dong tai, voi lidu lugng 100ml/ngay trong 30 ngay lién tuc cho két
qua nhu sau:

* Nong d6 Cholesterol:

Sau 30 ngay diéu trj, ca 3 nhém NC déu 1am giam rd rét ndong do TC so
Véi trude diéu tri véi p < 0,001. Trong d6, nhém HSN lam giam TC nhiéu
nhét véi 16,6% va 16,5% ¢ nhém phdi hop va 14,6% nhom Fibrat. Su khac
biét 1a khong ¢ y nghia théng ké ¢ ca 3 nhém véi p > 0,05.

Mot s6 nghién ciu trén thé gioi da chi ra rang, TC mau cao la mot trong

cac nguyén nhan dan dén tinh trang xo vira dong manh va bénh mach vanh. . ..
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Vi thé, giam dugc nong do TC mau 1a giam nguy co din t&i cac bénh néu
trén. Theo nghién cttu LRC ( Lipid Research Clinic Coronary Primary
Prevention Trial, 1984) [84] trén 3806 nam gi&i theo d6i trong 7 — 10 nam da
cho thay: Néu giam dugc 1% Cholesterol thi giam dugc 2% nguy co bénh
manh vanh; néu giam duoc 20,0% cholesterol thi giam duoc 40,0%; va véi
cholesterol > 1,8g/l thi cuir tang 0,1g/l thi s€ tang 5% t&r vong chung va 9%
nguy co tir vong do tim mach. Nghién ctu cua Kannel va cong su chi ra rang:
khi TC ting trén 2,5g/1 thi nguy co BMV ting 1én 2,25 - 3,25 lan; khi TC ting
tir 5,2 — 6,5 mmol/I thi tir vong do BMV tang gap dbi; TC tir 6,5 — 7,8 mmol/l
thi tir vong do BMV tang 1én gap bén lan [77].

So sanh két qua voi mot sb cac nghién ciu khéc, ching t6i nhan thay tac
dung giam cholesterol toan phan caa cao long HSN 1 twong duong so véi:

- Vién ha m& NK cta Truong Qudc Chinh (2014): Lam giam 16,5%
Cholesterol sau 30 ngay diéu tri [3].

- Bai thudc “Tiéu thyc hanh khi trir thap thang” ctia Nguyén Vinh Thanh
(2016): Lam giam 18,4% sau 30 ngay diéu trj [59].

- Va bai thudc HSN cho hiéu qua diéu tri cao hon so véi Thudc TMP1
cta L& Thi En (2010) [10]: Lam giam TC toan phan duoc 9,95% sau 30 ngay
diéu tri va vién “Ha m&” ctia Nguyén Thuy Huong (2001): Lam giam TC toan
phan 13% sau diéu tri [43].

* Nong do triglycerid:

Theo khuyén céo cua hoi tim mach hoc Viét Nam 2015 chi ra; Mét trong
cac nguy co cao trén 1am sang 1a khi TG ting qua cao c6 thé gay viém tuy
cap. TG cao chiém toi 10% trong cac nguyén nhan gay viém tuy, dic biét khi
TG ting cao trén 10 mmol/l (880mg/dl). Nhiéu truong hop xay ra viém tuy
ngay ca khi TG chi 5-10 mmol/I (440-880mg/dI).Vi thé, diéu trj ha triglycerid

cling 1a mot trong nhitng muc tiéu quan trong trong diéu tri roi loan lipid mau.
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Sau 30 ngay diéu tri, ca 3 nhom NC déu 1am giam rd rét nong do TG so
Véi trude diéu tri; su khac biét 1a co y nghia thong ké khi p<0,01. Trong do,
nhém Fibrat 1am giam 28,1% so v&i 26,5% & nhém phdi hop va 24,6% &
nhém HSN. Tuy nhién su khéc biét 1a khong c6 v nghia thong ké vai p > 0,05
& ca 3 nhém.

C4c bénh nhan ting TG méu ting c6 ty 1& mac viém tuy cap ting va
trong hau hét cac nghién cau c6 lién quan véi dic diém chuyén hoa sinh xo
vira dong mach va tang nguy co tim mach.

So sanh véi mot s6 két qua nghién ctu, ching t6i nhan thay cao long
HSN c6 hiéu qua lam giam TG tuong duong vai cac nghién cuu:

- Cao long bai An cta Ta Thu Thuy (2016): Lam giam 25% va 20,0%
triglycerid sau 30 ngay va 60 ngay st dung thubc [64].

- Cém GCL cua Vil Viét Hiang: Lam giam 26,65% triglycerid sau khi sir
dung thuéc [17], [18].

Va HSN ¢ tac dung giam TG tét hon so véi nghién ctu caa Ly Thi Lan
Huong(2013) voi bai thuéc “Trir dam tiéu thap thang” lam giam 6,3%
triglycerid sau 30 ngay diéu tri.

* Nong do HDL-C:

Sau 30 ngay diéu tri, nhém udong cao long HSN va phdi hop c6 xu huéng
tang 1én voi 7,3% & nhdm HSN va 7,9% & nhém phéi hop. G nhom Fibrat
nong d6 HDL-C trung binh & thoi diém sau 30 ngay 1a c6 xu hudng thay doi
khong dang ké. Tuy nhién su khéac biét gitta cac nhom 1a khong cé y nghia
théng ké véi p > 0,05.

HDL-C la mot lipid c6 tac dung loai trir Cholesterol thira, va don dep
mang xo vita. Cho nén HDL-C con duoc goi 1a “Cholesterol tét cho co thé”
va dong vai trd quan trong trong viéc ngan ngira va phong chéng VXPM. Vi

thé, viéc 1am ting nong do HDL-C chang to viéc chuyén hoa trong co thé tét
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va su dao thai tét luong Cholesterol du thira gop phan lam giam ty 1é méac cac
bénh VXDM.

Tir két qua nghién cau, ching tdi nhan thay cao long HSN da c6 tac
dung 1am ting chi s6 HDL-C tuy khdng nhiéu nhung cao hon vai cac nghién
ctru caa Ta Thu Thay(2016) véi ting 6,5% HDL-C sau 30 ngay diéu tri va
tuong dwong so véi Com GCL cua Vil Viét Hang (ting 7,14% sau khi dung
thudc) [18], [64].

* Nong d6 LDL-C:

Theo khuyén céo cua Hoi tim mach hoc Viét Nam 2015 [38], LDL-C
duoc khuyén cdo nhu muc tiéu thi nhat dé diéu tri, Cholesterol dugc xem 12
muc tiéu diéu tri néu cac chi sé xét nghiém lipid khac khong c6 san va Non
HDL-C nén dugc xem 1a mot muc tiéu tht hai trong diéu tri réi loan lipid
mau.

Theo bang nghién cau nhan thay sau 30 ngay diéu tri, nong do LDL-C &
ca 3 nhom déu co6 xu hudng giam. Sy thay doi 1a c6 ¥ nghia thong ké (p <
0,01) véi giam 16,5% & nhom cao long HSN so voi 15,3% va 17,4% & 2
nhoém Fibrat va nhém phdi hop. Su khac biét gitra 3 nhém nghién cau 1a
khong co y nghia thdng ké sau 30 ngay diéu tri véi p > 0,05. Két qua nay cao
hon so véi nghién ctru “Cém GCL” ciia Vii Viét Hang [17] giam 10,49%
LDL-c va “Thubc TMP1” cua L& Thi En (2010) [10] giam 11,49% LDL-C
sau khi diéu tri.

* Chi s6 TC/HDL-C va LDL-C/HDL-C:

- Sau 30 ngay diéu tri, ty 16 TC/HDL-C & ca 2 nhom sir dung cao long
HSN va phdi hop déu c6 xu thé giam rd rét so voi trude khi diéu tri véi 19,6%
va 17,9% va c6 y nghia théng ké voi p < 0,001. O nhém Fibrat, ty 1&
TC/HDL-C giam 14,3% va su khac biét gitra cac nhom 1a khong cé ¥ nghia
thdng ké véi p > 0,05.
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- Sau 30 ngay diéu trj, ty 16 LDL-C/HDL-C & nhém str dung cao long

HSN c6 xu thé giam r6 rét so véi trude khi didu tri véi ty 1¢ 18%va ¢ ¥ nghia
thdng ké véi p < 0,01. G nhém phdi hop va nhém Fibrat, ty 18 LDL-C/HDL-C
giam vai ty 1€ 15,4% so vai véi 14,5%. Su khac biét 1a khong c6 v nghia

théng ké véi p > 0,05 ¢ ca 3 nhém nghién cuu.

- Hién nay, trén 1am sang ngudi ta sir dung chi s6 LDL-C/HDL-C dé

danh gia nguy co xo vita dong mach. Néu LDL-C/HDL-C > 5 thi nguy co xo

vita dong mach tang. Vi thé, ty 16 LDL-C/HDL-C giam ciing 1a gop phan vao

Viéc giam nguy co xo vira mach. Va nghién ctu nay lam giam ty 1¢ LDL-
C/HDL-C tuong duong véi cao long Dai An cta Ta Thu Thay (2016) [64] véi

giam 13,3% sau 60 ngay diéu tri.
Bang 4. 1. So sanh higu lwe diéu chinh RLLPM ciia mét s6 thuéc YHCT

Hiéu luc %

STT| Tén thudc Téc gia nghién ciu

|TC | |TG | fHDL | |LDL
1 | Cao long Pai An | Ta Thu Thay 17,7% | 20,0% | 8,4% | 14,1%
2 | Thuéc TMP1 L& Thi En 9,9% | 32,8% | 11,5% | 5,9%
3 | Hamd NK Truong Qudc Chinh | 16,5% | 32,1% | 9,0% | 15.2%
4 | Giangchiam | Phan Viét Ha 13,5% | 32,7% | 15,2% | 17,0%
5 |Nhitrangiavi | Tran Thi Hién 13,0% | 17,0% | 19,0% | 20,0%
6 | Vién“Hamd” | Nguyén Thuy Huong | 13,0% | 0,4% | 20,7% | 0,7%
7 | Cém GCL Vii Viét Hang 16,2% | 26,6% | 10,5% | 7,1%
9 |Caolong HSN | Tran Thi Hong Ngéi 16,6% | 24,6% | 7,3% | 16,5%
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4.5.6.3. Hig¢u qua diéu tri réi loan lipid mau ciia cao léng HSN theo tiéu
chuan ciia YHHD va YHCT
* Theo YHHD:

Theo két qua nghién cau, biéu d6 3.14 sau 30 ngay diéu tri Cao long
HSN, dwa theo tiéu chuin danh gia hiéu qua cia YHHD, chung toi nhan thay
c6 29 bénh nhan dat két qua tét; chiém ty & 58% va 13 bénh nhan dat két qua
kha, chiém 26%. Nhu vay, sau 30 ngay, cao long HSN cho 84% bénh nhan
dat két qua diéu tri tot va kha. Két qua nay cao hon so véi nhom su dung
Fibrat 12 76% va nhom phdi hop thudc 12 70% sé bénh nhan dat két qua tét va
khé. Tuy nhién, sy khéc biét giira cac nhom 1a khong co y nghia thdng ke.

Ngoai ra, voi nhitng bénh nhan ting TG don thuan (phan do theo De
Gennes), thi nhitng bénh nhan ¢ nhém cao long HSN cho hiéu qua diéu tri tot
va kha Ién toi 90,4%, ting TC don thuan hiéu qua tot va kha 1a 91%. Nhu
vay, cao long HSN c6 thé st dung rat tét cho nhitng bénh nhan tang TG don
thuan, tang cholesterol hodc ting lipid mau hdn hop.

Bang 4. 2. Mt s6 so sanh véi cac nghién ciru cia cac tac gia trong nuéc

vé hiéu qua diéu tri réi loan lipid mau

Hiéu qua %
STT Tén thuoc Téc gia nghién ciu , Khong
Tét Kh

HQ
1 | Cao long Bai An Ta Thu Thuy 35% 36,7% | 28,3%
2 | Trach ta thang Nguyén Trung Xin 20,6% | 52,9% | 26,5%
3 | HamdNK Trwong Qudc Chinh | 80,6% 19,4%

4 | Cao long HSN Tran Thi Hong Ng&i | 58% 26% 16%
5 | Phéi hop HSN + Fibrat | Tran Thi Hong Ngéi 48% | 22% 26%
6 | Nhom Fibrat Tran Thi Hong Ngéi 56% | 20,0% | 24%
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* Theo YHCT:

Theo két qua nghién cau, biéu d6 3.15 sau 30 ngay diéu tri Cao long
HSN, dua theo tiéu chuan danh gia hiéu qua cua YHCT, ching tdi nhan thiy
c6 19 bénh nhan dat hiéu qua tét; chiém 38% va 23 bénh nhan dat hiéu qua
khé, chiém 46% va 8 bénh nhan khong dat hiéu qua chiém 16%. Két qua nay
t6t hon két qua nhém sir dung Fibrat véi 30% bénh nhan dat két qua tdt, 42%
bénh nhan dat két qua kha. D4i voi nhitng bénh nhén c6 tang huyét 4p, thi sau
30 ngay sur dung cao l6ng HSN, ching t6i nhan thay c6 13/17 bénh nhan dat
két qua diéu trj tot va kha; chiém ty 1¢ 81,3% va 18,7% bénh nhan khong dat
hiéu qua.

Nhu vay, so véi ca 3 nhom thuéc nghién ciu thi nhém thube sir dung
don doc HSN ¢6 uvu thé hon trong viéc diéu tri cling nhu lam giam céac triéu
chtng co ning trén bénh nhan cé ching dam thap: dau dau, in kém, hoa mat,
chéng mat... cling nhu co tac dung tét cho cac bénh nhan c6 tang huyét &p
kém theo réi loan lipid mau. Qua d6 cho thay, bai thuéc HSN véi su phdi ngii
cua 6 vi thubc Nam co tac dung ciing nhu hd tro trong viéc diéu tri va cho

hiéu qua tt.

4.5.7. Tac dung khéng mong muén cia cao léng HSN

Pé danh gia tac dung khéng mong mudn cuaa cao long HSN, ching toi
tién hanh theo dbi su xuat hién cua mét sé triéu chang khéng mong muén trén
1am sang ciing nhu mot sb tac dung khéng mong mudn trén can 1am sang.

* V& |am sang:

Tur bang 3.27 nhan thay,trong qué trinh diéu tri, c6 3 bénh nhan ¢ nhom
cao long HSN c6 biéu hién rdi loan tiéu hoa chiém 6% va 1 bénh nhan cé biéu
hién mét moi chiém ty 1 2%. Céc triéu chitng & mtc do nhe va tu khoi sau
vai ngdy ma khéng can diéu tri. O 2 nhém Fibrat va nhém phéi hop mdi

nhém c6 4 bénh nhan xuit hién cac tac dung phu nhu: mét moi, dau co, kho
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tiéu, ia chay. Ngoai ra chung t6i chua nhan thdy cac tac dung khdng mong
mudbn khac trén 1am sang.

* \/& can lam sang:

Theo bang két qua 3.26 dé danh gia tac dung khdng mong mudn cua cao
long HSN trén can 1am sang, ching t6i da tién hanh 1am céc xét nghiém danh
gia chirc nang nhu cong thc méau (chi s hdng cau, bach cau, tiéu cau va
hemoglobin) ciing nhu cac xét nghiém vé Glusose, Ure, Creatinin, AST, ALT.
Sau 30 ngay dung cao long HSN, ching tdi nhan thay khéng c6 su thay doi
nhiéu vé céc chi so trén. Sy khéc biét 1a khong co y nghia thong ké véi p >
0,05 dbi vai tat ca céc chi sd.

Tuy nhién, day la nhitng triéu ching chu quan cua nguoi bénh va la
nhitng triéu ching co thé bi anh huong boi ché d6 an ciing nhu ché d6 luyén
tap, co dia va hoan canh ty nhién; vi thé can cé nhiing nghién ctu véi c& mau
lén dé khao sat duge day du va toan dién nhitng triéu chiing khong mong

mudn cua thudc.
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KET LUAN

Thuc hién dé tai luan an “Nghién cizu tinh an toan, két qud diéu tri réi
logn chuyén hoa lipid méu cia bai thusc HSN trén thgc nghiém va l1am
sang”, chling t6i cd cac két luan sau:

1. V@ dgc tinh cap va déc tinh ban trwong dién

* Pc tinh cap

Xéc dinh duoc doc tinh cap va chi sé diéu tri du kién:

- LD5o=59,58 (63,11 — 55,76)ml/kg = 297,9 g duoc liéu/kg

-TI=(297,9/2) : 12=12,41

* Poc tinh ban trueong dién

Mau thudc thir cao long HSN khong gay doc tinh ban truong dién trén
chuot khi cho chuot udng liéu 12g dugc lisu/kg/ngay (liéu co tac dung tuong
duong liéu ding trén nguoi) va lieu cao gap 3 lan (liéu 36g duogc
licu/kg/ngay) trong 4 tuan lién tuc.

2. Vé tac dung diéu chinh réi loan lipid mau cia cao léng HSN trén
thwc nghiém

* Trén mo hinh ngi sinh

- Cao léng HSN c6 tac dung diéu chinh rdi loan lipid mau c6 chon loc:
giam 17,79% CT, giam 12,09% TG, giam 24,26 LDL-C, tang 92,52% HDL-C
& nhom su dung HSN liéu thap (24g/kg/ngay) va giam 18,64% CT, giam
12,44% TG, giam 24,26 LDL-C, tang 88,78% HDL-C & nhom st dung HSN
licu cao gap 3 lan (72g/kg/ngay).

* Trén mo hinh ngoai sinh:
- Cao 1ong HSN ¢ lidu twong duong 1am sang lam giam rd rét nong do

triglycerid so v&i 16 mé hinh. Cao léng HSN & liéu cao gap 3 1am sang lam
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giam rd rét ndng do triglycerid, lam ting rd rét ndng d6 HDL-C so véi 16 mo
hinh. Khéng 1am giam nong d¢6 TC va LDL-C.

- Cao léng HSN ¢ ca 2 liéu khong lam ting hoat do enzym gan AST va
ALT trong méu chudt sau khi udng lién tuc 4 tuan.

3. Vé két qua diéu trij roi loan lipid mau cia cao léng HSN trén 1am
sang

- Sau 30 ngay dung thudc cao 16ng HSN liéu 100ml/ngay ¢ tac dung
diéu chinh réi loan lipid méu & nhitng bénh nhan RLLPM: giam 16,6% TC,
giam 24,6% TG, giam 16,5% LDL-C, ting 7,3% HDL-C, giam19,6%
TC/HDL-C va giam 18,0% LDL-C/HDL-C.

- Hiéu qua diéu tri RLLPM cua cao long HSN theo tiéu chuan YHHD:
dat két qua tot 58%, kha 1a 26%, khong hiéu qua 1a 10% va hiéu qua xau la
6%.

- Hiéu qua diéu trji caa cao long HSN theo thé bénh cua YHCT, nhom
st dung cao long HSN cho ty 18 bénh nhan dat hiéu qua tot va kha ¢ thé bénh
Pam troc @ tré tét hon & thé bénh Ty than duwong hu va Can than am hu.
Trong d6, nhom sir dung cao long HSN dat hiéu qua tt va kha chiém 88,2%
& thé bénh Pam troc  tré

- Sau 30 ngay str dung thuéc, cao long HSN khéng gay cac tac dung
phu trén 1am sang ciing nhu can 1am sang: nhu thay d6i chirc ning hé thdng

ta0 mau, chirc niang gan, than ¢ cac bénh nhan rdi loan chuyén hoa lipid mau.
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KIEN NGHI

- Tur két qua nghién ctu doc tinh cap cho thiy LDsy = 297,9¢ duoc
liswkg va TI= (297,9/2) : 12 = 12,41, ching t6i dua ra kién nghi can nghién
ctru 16 thém doc do vi thude nao?

- Puoc 1am ddc tinh ban truong dién 2, 3 thang vi bénh nhan RLLPM
thuong phai dung thudc kéo dai 1-3 thang lién tuc.

- Nghién cuu tac dung giam xo vita mach mau vai cao long HSN trén
thuc nghiém va lam sang.

- Luan &n con nhiéu han ché vé sb lugng bénh nhan nghién ctu va dia
diém nghién cau, nén tiép tuc nghién ctu trén 1am sang véi sé luong bénh
nhan 16n hon, tai nhiéu bénh vién va trén moi ving mién dé cho ra két qua
thuyét phuc hon nira.

- Nghién ctu chuyén dang vién nang dé bénh nhan dé sir dung va thoi

han sir dung kéo dai.
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