PAT VAN PE

Réi loan lipid mau (RLLPM) 14 yéu t6 quan trong cho viéc hinh thanh
va phat trién cta bénh vita xo dong mach (VXDPM), bénh dong mach vanh
(PMV), dong mach ndo... Vita xo dong mach gdy ra nhidu bién chimg
nghiém trong, de doa tinh mang nhu: ting huyét ap, nhdi mau co tim, tai bién
mach mau ndo... [1], [2], [3]. Bénh vita xo dong mach va dong mach vanh la
nguyén nhan chinh giy tir vong & cac nudc phat trién va ty 18 tr vong ngay
mot gia tang [1].

O My, hang nam c6 khoang 1 triéu nguoi chét vé bénh 1y tim mach,
trong do tir vong lién quan téi VXPM chiém 42,6%. O Phap, mdi nim c6
khoang 10.000 ca nhdi mau co tim va 50.000 ca tir vong lién quan dén
VXPM. Theo sb lidu ctia T6 chic Y té thé gidi, ndm 2010, Viét Nam co
100.000 nguoi t¢r vong do bénh BPMV (khoang 300 nguoi tir vong do bénh
nay mdi ngay) va du bao dén nam 2020, cac bénh tim mach, dic biét 1a
VXDPM sé tro thanh nguyén nhan hang dau ganh ning bénh tat trén toan thé
gioi [1], [4], [5], [6], [7], [8].

Y hoc hién dai (YHHD) da 4p dung nhiéu bién phép dé diéu tri RLLPM:
ché d6 an udng, sinh hoat diéu do, rén luyén thé Iyc va ding thude. C6 nhiéu
nhém thudc co tac dung diéu chinh RLLPM nhu cac dan xuét statin, nhom
fibrat, acid nicotinic, cac chat gan acid mat,... [6], [9]. Cac thudc trén déu dat
hiéu qua diéu tri t6t nhung c6 nhiéu tic dung khong mong mudn nhu gay réi
loan tiéu hoa, dau dau, chong mit, mat ngu, suy giam nhan thirc, phan tng
ngoai da..., dac biét 1a gy tang enzym gan, viém co, tiéu co van va cd mot ty
1& gdy dot bién anh huong dén qué trinh phat trién thai nhi [6], [9], [10]. Bén
canh do, chi phi diéu tri bﬁng cac thude nay con kha cao, trong khi bénh
thuong phai diéu tri dai ngay. Vi thé, mot trong nhitng xu huéng hién nay 1a

hudng vé cac thudc c6 ngudn goc tu nhién, vira mang lai hi€u qua di€u tri,



vira han ché cac tic dung khong mong muén va giam chi phi diéu tri cho
nguoi bénh [11].

Nhiéu nha khoa hoc trén thé gidi dd va dang nghién ctiru dé tim ra céc loai
thudc c6 ngudn gde tir thao duge dé phong va diéu tri RLLPM [11], [12]. Tuy
nhién, trong xa hoi hién dai, do cudc séng ban ron, viéc sir dung cac thube Y
hoc ¢6 truyén (YHCT) dudi dang thudc sic truyén thong khong mang lai sy
thuan tién cho ngudi bénh. Viéc phai ton nhiéu thoi gian ciing nhu cong stc
trong qua trinh st dung d khién nhiéu nguodi bénh du mudn dung thudc
YHCT ciing khong thé lya chon. Pé viée str dung thuoc YHCT tro nén don
gian, thuan lgi hon, nhiéu nghién ctru da thanh cong trong viéc chuyén tur
dang thudc sic sang cac dang bao ché khac nhu dang vién, ché ... va da duoc
nguoi bénh don nhan.

Bai thudc diéu tri RLLPM gém: Tran bi, Bach linh, Mdc huong nam, Ngii
gia bi, Xa tién tr, Ban ha ché, Hau phac nam, Son tra va Sinh khuong, do
luong y Nguyén Dinh Tich xay dung dua trén co so 1y luan cia YHCT dé
diéu tri cho bénh nhan mic ching dam thap theo YHCT va rdi loan lipid mau
theo YHHD [13], [12]. Bai thubc duoc dung dudi dang thude sac, da diéu tri
cho nguoi bénh tir nam 2005 va dat két qua kha quan. Gop phan hién dai hoa,
mang lai su thudn tién cho nguoi st dung, bai thudc duoc san xuat dudi dang
vién nang va dit tén 1a “Lipidan”. Va dé danh gia day du tac dung ciing nhu
doc tinh cua bai thudc, chung toi tién hanh nghién ciu dé tai “Nghién ciru
doc tinh va hiéu qua ciia vién nang Lipidan trong diéu tri hdi ching rdi
loan lipid mau” nham 3 muc tiéu sau:

1. Xdc dinh doc tinh cdp va doc tinh ban treong dién ciia vién nang Lipidan.

2. Ddnh gid tc dung cia vién nang Lipidan trén mé hinh gdy réi loan
lipid mau thuc nghiém.

3. DPdnh gid tac dung ciia vién nang Lipidan trong diéu tri réi loan lipid

mau ¢ nguoi bénh.



Chuong 1
TONG QUAN

1.1. Réi loan lipid mau theo Y hoc hién dai
1.1.1. Diic tinh va cdu tao ciia lipid
- Lipid 1a thanh phan quan trong cia mang té bao. Lipid khdng tan trong
nude nén dé tuan hoan duoc trong huyét twong va hé bach huyét, chung phai két
hop véi protein dac hi€u tao thanh phirc hop lipoprotein (LP) [14], [15], [16].
- Lipid 14 nhiing san pham ngung tu cua cac acid béo vai alcol. Ngoai ra,
lipid 1a danh ttr chi dung cho acid béo, cholesterol tu do va cholesterol este.
- Trong co thé, lipid ton tai duéi 3 dang:
+ Cau trac: ¢ trong tat ca cic md, tham gia cAu tao mang té bao,
thanh phan 1 cac loai lipid phurc tap, pho bién 1a phospholipid.
+ Du tril: tao nén 16p m& dudi da thanh phan chi yéu 1a triglycerid (TG).
+ Luu hanh: gom phospholipid (PL), triglycerid (TG), cholesterol tu
do (FC), cholesterol este (CE) va acid béo tu do.
1.1.2. Thanh phan va céu triic ciia lipoprotein
- Lipoprotein 14 nhitng phéan tir hinh ciu gdm 2 phan: nhan va vo [16], [17].
+ Phan vo duoc cau tao boi cac phan tir lipid phan cue gdm phospholipid,
cholesterol tu do va cac apoprotein. Phan vé dam bao tinh tan ctia LP trong
huyét twong, co tac dung van chuyén cac lipid khong tan.

+ Phan nhan: chira triglycerid va cholesterol este hoa khong phan cuc.
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Hinh 1.1. Hinh anh ciu tric lipoprotein [18]



1.1.3. Phén logi lipoprotein

Khi st dung phuong phap siéu ly tam, dua vao ty trong, lipoprotein
(LP) duoc phan chia thanh 5 dang chinh (bang 1.1). D¢ ling cua céac loai LP

khi siéu ly tam ty 1€ nghich véi trir lwong lipid [16], [17].

Bang 1.1. Pic diém ciia cac lipoprotein chinh trong huyét twong [16], [17]
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1.1.4. Chuyén héa lipoprotein
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Hinh 1.2. Qua trinh chuyén hoa lipoprotein binh thuong [19]

LDLR: low-density lipoprotein receptor; SRB1: scavenger receptor class B type 1;
LRP: LDL receptor-like protein; LPL: lipoprotein lipase; HL: hepatic lipase; oxid:
oxidation; CD-36: conjugated diene lipid hydroperoxide; ABCI: ATP binding
cassette 1; LCAT : lecithin-cholesterol acyltransferase; HDLR: HDL receptor;
B48,E,ClII, B100, Al, apoprotein (apo).(From: Joslin Diabetes center - 2005)

1.1.4.1. Chuyén héa lipid méu ngoai sinh

Sau khi thtrc dn chat béo, triglycerid va cholesterol duoc hap thu vao té
bao rudt dudi dang accid béo va cholesterol tu do... Qué trinh nay lién quan
dén lipid thirc 4n va xdy ra sau bita an tiéu thu nhiéu m& [16], [20].

Té bao niém mac rudt sé& tai tong hop triglycerid dong thoi ciing tong
hop apoprotein dé tao chylomicron. Chylomicron dugc hap thu qua mang day
vao mach bach huyét, qua 6ng nguc vao h¢ tuan hoan, rdi theo duong mau
dén cac mo khac nhau cua co thé [16], [20].

Trong mau, chylomicron c6 thoi gian ban huy nhanh khoang vai phut.

Qua trinh thanh loc chylomicron ra khoi mau xay ra qua nhiéu giai doan:



- Enzym LPL c6 & bé mit cac té bao ndi md mao mach cua md md, co,
xuong, co tim, tuyén vi duoc hoat hoa bai apo CII s& thuy phan triglycerid,
giai phong acid béo tyr do cho nhiing to chirc nay. Acid béo dugc sir dung dé
sinh nang lugng hoac lai dugc este hoa thanh triglycerid du trir [16], [20].

- Do chylomicron bi rat dan triglycerid tao thanh chylomicron tan dur.
Thanh phan bé mit cia chylomicron tan du c¢6 chira cholesterol, phospholipid;
apo A va apo CII s& duoc chuyén giao cho HDL- C dong thoi chylomicron tan
du nhan cholesterol este tir HDL- C duoc van chuyén vé gan [16], [20].
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Hinh 1.3. Chuyén hoa lipoprotein ndi va ngoai sinh [18]

LPL: lipoprotein lipase; FFA: free fatty acid; VLDL: very low density
lipoprotein; IDL: intermediate-density lipoprotein; LDL: low-density
lipoprotein; LDLR: low-density lipoprotein receptor.(Nguon: Harisson -2005)

- Tai gan, apoE cta chylomicron tan du s& gan vao receptor E cia té
bao gan va phan tir tan du nay duoc van chuyén vao trong té bao dén tiéu thy
& lysosom. Mot phﬁn cholesterol duogc st dung dé téng hop acid mat, mot

phan cing véi triglycerid tao thanh VLDL [16], [20].



1.1.4.2. Chuyén héa lipid mau néi sinh

Céc lipoprotein mang apo 100 sinh ra trong qua trinh tong hgp VLDL -
C tai gan. Apo 100 gan vao triglycerid va cholesterol vira dugc téng hop theo
con duong ndi sinh két hop véi phospholipid rdi duoc bai tiét nhu moét VLDL
- C méi sinh. DAy la con dudng van chuyén triglycerid va cholesterol tir gan
dén cac mo khac nhau cua co thé va nguoc lai [16], [20].

VLDL - C giau triglycerid dugc tao thanh & gan chiém 90%, con lai
10% tir rudt s€ duoc chuyén dén cac mod ngoai vi. VLDL - C & cdc md ngoai vi
c6 sO phan giéng nhu chylomycron, hau hét triglycerid duoc thuy phan boi
enzym LPL giai phong céc acid béo cho t6 chirc. Trén bé mat con lai cia VLDL-
C ¢6 chua cholesterol tir do, phospholipid, apo C va mot phan apo E s& duoc
chuyén giao cho HDL- C, VLDL- C trd nén nho hon tao thanh IDL- C. Tai day,
cholesterol ty do dugc chuyén cho HDL- C ching sé& dugc este hoa va duogc dua
nguoc trd lai IDL bang cach trao d6i véi triglycerid ciia IDL- C [16], [20].

Khi IDL - C tr¢ lai gan, mot phan nho gian vao receptor dic hiéu cia
LDL- C (receptor B va E) cua té bao gan, sau d6 duoc hép thu vao té bao va
tiéu thy trong lysosom. Trong khi d6, mot phan 16n IDL- C bi lay di
triglycerid do tac dung cua lipase gan HTGL sé& chuyén thanh LDL - C.

Piéu hoa LDL- C bang con dudng thu thé LDL - C ciia gan va d6 1a co
ché noi bat trong viéc kiém soat lugng LDL - C trong huyét tuong ngudi. Co
s& clia cac bién phap méi nhat dé 1am ha LDL - C dua trén kha ning lam thay
d6i s6 luong thy thé LDL - C clia gan bang ché d6 an va thudc [16], [20].

HDL- C dugc tong hop ban ddu & gan va mot phan nho ¢ rudt dudi
dang nhimg phan tir tién chat. HDL- C c6 hai vai trd quan trong cung cap
apoprotein cho CM, VLDL- C va tham gia van chuyén CT "trd v&" gan
(cholesterol revers) [16], [20].
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Hinh 1.4. Chuyén hoa HDL va van chuyén cholesterol [21]

LCAT: lecithin cholesterol acyltransferase; CETP: cholesteryl ester transfer

protein; LDLR: low-density lipoprotein receptor; TG: triglycerid.

Binh thudng, qua trinh tong hop va thoai hoa lipoprotein 1a can bang.
Quaé trinh nay bat thuong s& dan dén rdi loan lipid mau.
1.2. Rdi loan lipid mau

Réi loan lipid mau 12 tinh trang rdi loan va/hodc ting ndng do cac thanh

phan lipid trong mau, hau qua 1am ting nguy co bénh tim mach, dot qui [22].
C6 2 loai tang lipid mau: tang lipid mau tién phat (thuong gap hon) va tang
lipid mau thtr phat [16], [20], [23].
1.2.1. Réi loan lipid mdu tién phit

Nam 1965, Fredrickson dua vao k¥ thuat dién di va siéu ly tdm cac
thanh phan lipoprotein da chia hoi chung réi loan lipid mau thanh 5 typ. Tur
nam 1970, cach phan loai nay da trd thanh phan loai qubc té [23], [24], [25].



Bang 1.2. Phén loai roi loan lipid, lipoprotein mau theo Fredrickson [25]

e R A& Murc do
.. R61 loan D0 trong Tan so "
Typ |Roiloan LP | . . ) Lo v o nguy hiém
lipid mau | huyét twong | xuat hién -
vo1 VDM
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lla | LDL-CTT cT™ Trong | Thuong gip | ++++
b VLDL-CT, | CTTTT, 5 Thudne o s
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LoL-ctM | TG - S8
BVLDL, ,
1l cTT, TGTT b ft g3 +++
IDL-C? e =P
v | vipLct | CTTheze P Thuong ga -+
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BT, TGTT ' S &8P
v cMT CTT, 5 Hibm o .
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- Typ I: tang chylomicron mau.
- Typ 11: tang lipoprotein beta mau, dugc phan lam 2 typ nho 1a: I1a va IIb.

+ Typ lla: tang cholesterol mau nguyén phat (chi tang cholesterol va
LDL - C) gom thé da gen va don gen. Thé da gen do khuyét tat thy thé LDL
gdm hinh thai dong hop tir va di hop tir [26], [27]. Thé don gen la ting
cholesterol mau don gen gom ting cholesterol mau thé gia dinh di truyén troi
nhiém sic thé thuong hoic di truyén lin [26], [27].

+ Typ lIb: ting lipid mau hdn hop gia dinh (cholesterol va LDL- C ting
rat cao, triglycerid va VLDL- C ciing ting) [26]. Thé nay thudng kém theo réi
loan chuyén hoa glucid, ting acid uric mau, ting huyét ap [26], [27], [28].

- Typ NI (rdi loan lipoprotein mau - ting IDL- C): thé nay hiém gip (1/10.000).
Cholesterol toan phan, triglycerid mau va IDL- C ting 1a diém dic trung. Bénh
thuong duge phat hién sau tudi 20. O tré em, bénh thudng rat ning [26], [27].

- Typ IV (tang triglycerid): typ nay thuong khong cé triéu chimg 1am sang,

duogc phat hién trong diéu tra vé di truyén, nhay cam véi ruou, cac loai glucid,
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cac chit béo va tinh trang béo phi. M ting cholesterol luén thap hon so véi
muc tang triglycerid mau. Tang triglycerid méau ndi sinh c6 dac tinh sinh vira
yéu, do ¢ triglycerid méu cao va HDL- C thap [26], [27].
- Typ 1V: tang lipid mau c6 thé 12 bénh di truyén don gen trdi (khoang 10% sb
bénh nhén) hoic thiéu gen. Trong thé nay, ngudi ta da hiéu rd vai tro cia cac
yéu tb moi trudng nhung vai trd cta gen van chua duge sang to [26], [27].
- Typ V: ting triglycerid mau hon hop (ting chylomicron va VLDL- C). Ting
triglycerid mau typ I rit nhay cam v6i md ngoai sinh va di truyén lan trén
nhiém sic thé thuong [26], [27].
1.2.2. Réi logn lipid mdu thir phdt

Bang 1.3. Réi loan lipid mau thir phat [16], [23]

Bénh ly Roi loan lipid mau | Roi loan lipoprotein mau
Dai thao duong TGT CM T, VLDL T, HDL-C{
Hoi chimg than hu cT T, 1TGT LDLT, vLDL-CT
Tang uré mau TGT VLDL-CT, HDL-C{
Suy than man TG?T LDL-CT hodc BT, VLDL-CT
Bénh gan tic nghén cT? LpXT
Tac méat cTt
Suy giap trang cTT, TGT LDL-CT, VLDL-CT
Béo phi TGT cM T, vLDL-C T
Chtng an vo do TGT cM T, vLDL-C T
Nghién thudc 1a TGT va/ hoic CT T
Nghién rugu TGT va/ hoac CT T
Dung thudc tranh thai TGT T VLDL-C, JHDL-C
T_huécq fic ché béta - TGT T VLDL-C, JHDL-C
g1a0 cam
IZ?S;::LOZCI(;:’ - TGh T VLDL-C, T CM, { HDL-C
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Yéu t6 anh huong dén hinh thanh lipid gdm béo phi, dn qua nhiéu thirc

an chira cholesterol nhu m& va pht tang dong vat, trimg, bo, sita toan phan...,

it van dong thé luc, hat thudc, uong nhi€u ruou, roi loan ndi tiét, bénh gan va

than. Nguyén nhan quan trong khéac la st dung thudc 1gi tiéu, chen beta,

glucocorticoid, cac gdc acid retinoic... kéo dai [17].

Bang 1.4. Tang lipid mau tién phat [17]

Nguy co
CT TG |LDL-C|VLDL-C| HDL-C | Typ .
Tan so Viém
(mg/dl) | (mg/dl) | mg/dl | (mg/dl) | (mg/dl) | RLLP bMV
tuy
CT ,
>300 | <200 | >185 <35 |Thaydoi|lla/llb| 1/500 | +++ | +
gia dinh
300 - <35 | Thuong
RLLP |300 -800 <130 i 1/5000 | +++
800 VLDL++| <40
LP méau
N Thuong | Thuong Thuong | Thuong | I1b,lla
hon hop <185 1/300 ++
> 260 >200 >35 >35 v
gia dinh
1/100.000
Hoi
< 260 > <60 ()]
chung <140 <40 |IVIV + +++
>260 | 10.000 > 60 1/5000
CM
V)
TG Thuong | 200- Thuong
80-185| =>35 IV/V | 1/300
giadinh | > 260 1000 <40
Thay doi
Thay | Thay i Hypo
LP mau| thuong i i Thay doéi| >90 > 1/1000
doi doi LP
> 260
CT > 155
. | Thuong | Thay , , 20- 25/
do nhiéu i Thuong | Thay d6i | Thay doi| la/llb +
. > 260 doi 100
yeu to > 185
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1.2.3. Cdc roi loan lipid mdu khdc
1.2.3.1. Tang alpha - lipoprotein huyét tirong

Nguyén nhan co thé do tic nghén qua trinh thoai hoa cia HDL- C gy
ting HDL- C huyét twong.

1.2.3.2. Giam lipid m&u nguyén phat

- Ha alphalipoprotein mau (FHA) gia dinh: giam FHA gia dinh do 3 gen
chinh diéu khién chuyén hoa lipoprotein trong luong phén tir cao (HDL) dot bién
(polipoprotein Al, ATP gan hop A1l va Lecithin cholesterol acyltransferase) [27].
Trén 50 bién thé ciu truc dd duoc nhan biét do thiéu hut dong hop tir dan dén
bénh Tangier c6 dic trung 1a tich tu nhitng dai thuc bao chat day lipid ¢ hé
théng ludi ndi mo. Hinh thai 1am sang gom: gan mau vang ; gan lach phi dai,
bénh than kinh ngoai vi va LDL- C thap (5 mg/ d] & nhitng nguoi dong hop tix
va 25 mg/dl & nhitng nguoi di hop tir), cholesterol < 100 mg/dl, siéu li tam
hoan toan khéng c6 HDL. Vi thé, ngudi c6 néng d6 HDL < 25 mg/dl can
kham cac thanh vién khac trong gia dinh [27].

- Khdng c6 betalipoprotein mau: dau hiéu 1am sang 1a di ngoai phan mg,
rung giat nhan cau, viém vong mac sic t6. Xét nghiém thay nong do cholesterol
rat thap < 20mg/dl, dién di khéng c6 lipoprotein va siéu li tim hoan toan khéng c6
LDL, phét mau ngoai bién thay 50- 70 % hong cau c6 gai. Nguyén nhan khong co
LDL 1a do co thé khong tong hop duge LDL apo B48 va apo B100 [27].
1.2.3.3. Giam lipid mau thw phat

Giam lipid mau tht phét thuong gip trong mot sé bénh [16],[27]:

- Réi loan tiéu hoa va hap thu lipid thic an gip trong cac bénh vé tuy,

viém rudt, loét mi€ng, ti€éu chay phan ma.

- Cuong nang tuyén giap: giam cholesterol huyét do tang thoai hoa LDL.
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- Suy gan: giam tong hop cholesterol dic biét 1a cholesterol este do rdi

loan tong hop enzym LCAT.

- Nhiém trung, ung thur, nhiéu vét thuong hodc sau phau thuat 16m, mét

méu nhiéu hodc méu bj hoa loang do truyén dich.
- Bénh mat protein theo dudng tiéu hoa.
1.2.4. Réi logn lipid mdu va cdc bénh tim mach

Nghién ctru diéu tra dich té vé cholesterol méu trong bénh vira xo dong
mach tién hanh ¢ Framingham cho thay c6 mdi twong quan thuan gitta nong
do cholesterol mau va ty 1€ tir vong do vira xo dong mach [29], [30], [31].
Vita xo dong mach 1a su phéi hop nhitng bién d6i cua 16p ndi mac dong mach
bao gbém su tich tu tai chd cac lipid phirc hop, cac glucid, mau va cac san
pham cta mau, t6 chiic xo va canxi kém theo nhiing bién d6i ¢ 16p trung mac
[32], [33]. Vita xo dong mach 1a bénh ctia dong mach 16n va vira thé hién
bang 2 loai ton thuong co ban, dic trung 13 mang vita giau cholesterol va to
chtrc xo. No 1am hep dan long dong mach va can tré dong mau dén nudi

dudng cac t6 chuc [2], [16], [27].

Co ché giy vira xo dong mach cia LDL- C dén nay chua 6 rang nhung
s oxy hoa LDL- C trong thanh dong mach rat quan trong trong bénh sinh ctia
x0 vita. Khi LDL- C tang qua muc, dai thuc bao va té bao co tron c6 cic thy
thé tiép nhan LDL- C nhung lai khong c6 kha ning ty diéu hoa cholesterol
nén thu nhan tat ca LDL- C oxy hoa va bi bién ddi thanh cac té bao bot. Day
1a ton thuong sém cia vita xo dong mach va la diém bao trudc nhitng ton
thuong cdp dién hon. Cholesterol tich tu trong té bao qua mirc lam cing v& té
bao. Cac té bao v duoc don dep boi cac dai thuc bao nhung dé lai sy nham nho
trong long dong mach dan tdi ting két ty ticu cau gay day, xo cting va két qua

lam hep 1ong dong mach [2], [16], [27]. Cholesterol mau 1a thanh phan quan
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trong nhat trong viéc hinh thanh méang vira nén cholesterol mau cang cao thi tan
xudt mac bénh VXDM cang 16n, nhat 13 ¢ ngudi cao tudi [16], [27].

Bénh vira xo dong mach hay gap do taing LDL- C, cholesterol va
triglycerid, nhat 1a khi giam dong thoi HDL- C, tang lipoprotein (a) [16], [33],
[34]. Tang huyét ap, hat thudc 14 nhiéu, dai thio dudng...cling gay nén ton
thuong t& bao ndi mo lam cho céc lipoprotein dé thAm nhép vao thanh dong
mach. Pay ciing 14 cic yéu td nguy co gy vita xo dong mach [27], [35], [36].
R&i loan lipid co mbi tuong quan vé&i bénh mach vanh, mach nao, huyét
ap...[4], [27].[31], [37]. Cholesterol va tir vong do bénh mach vanh c6 moi
twong quan ti 1¢ thuan [34], [38], [39].

Theo Kannel, khi cholesterol tang >2,5 g/l thi nguy co BMV tang 2,25-
3,25 lan. Khi cholesterol tir 5,2- 6,5 mmol/l thi tir vong do BMV tang gap doi.
Khi cholesterol tir 5,2- 7,8 mmol/l, tir vong do BMV ting gip bdn [4], [32].

Mot s6 nghién ctru cho thdy, ting huyét ap va tang cholesterol méau co

tac dung hiép ddng manh trong qua trinh thiic ddy VXDM [7], [40], [41].
1.2.5. Piéu tri hoi chirng roi loan lipid mdu
1.2.5.1. Nguyén tac diéu tri

Diéu tri tuy thudc vao timg ca thé bénh nhan trén co sé danh gia tinh
trang va mirc 460 RLLPM mau la chinh [1], [29], [36], [42]. Viéc danh gia mic
cholesterol thich hop voi ting ca thé phai tinh dén su c6 mit cia cac yéu to
nguy co khac. Cac yéu td nguy co duoc xac dinh 13 gbp phan gdy BMV, phan
16n bénh nhan bi bénh mach vanh cé cholesterol toan phén va LDL - C ¢ murc
gidi han. Vi véy, nhiéu chuyén gia coi cholesterol huyét twong >160mg/dl 1a

murc gia tri Iy tudng cao [36].
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Bang 1.5. Phén loai ndng dé cholesterol mau [36].

Mitrc 3o CT TG LDL-C
< 5,2 mmol/I < 2,26 mmol/I < 3,4 mmol/I
Binh thuong
(< 200 mg/dl) (< 200 mg/dl) (< 130mg/dl)
2,26 - 4,5 mmol/I 3,4 - 4,1mmol/I
Tang gidi han | 5,2 - 6,2 mmol/I
(200 - 400 mg/dl) | (130 - 159mg/dl)
> 6,2 mmol/I 45-11.3mmol/l | >4,1-4,9 mmol/l
Tang
(> 240 mg/dl) | (400 - 1000 mg/dl) | (160 - 189mg/dl)
> 11,3 mmol/I > 4,9 mmol/I
Tang cao
(> 1000 mg/dl) (> 190 mg/dl)

* Ghi chli: HDL- C binh thuong: > 0,9 mmol/l. Réi loan lipid mau kiéu hdn
hop khi cholesterol > 6,2 mmol/l va TG trong khoang 2,26 - 4,5 mmol/Il.

Dua trén “nghién ctru bao vé tim HPS” va nghién ctru “PROVE IT -

TIMI 22, huéng dan ATP III” duoc cap nhat nim 2004, dich cholesterol LDL

hop 1y 14 < 70 mg/dl (1,8 mmol/L) cho bénh nhan nguy co rat cao bénh mach

vanh [1], [6], [43].
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Bang 1.6. Khuyén cido ATP III- NCEP Hoa Ky nam 2004 [1], [29].

LDL-C Ngudng LDL- C diéu tri
Phéan loai nguy co

Khuyén Hop li Khuyén Hop li
Nguy co cao: BMV <100
hodc nguy co twong | oy om0
duwong BMV + Nguy <70 mg/dl mg/dl

I/l

co BMV sau 10 nam 2,59 2,59mmo 2.59mmol/I
~20%. mmol/l
Nguy co cao- trung <130 <100
binh: >2 yéu t6 nguy mg/d mg/d > 130 mg/dl | 100 - 129
co + Nguy co BMV 3.4 mmol/l mg/dl

sau 10 nam: 10 - 20% 3,4 mmol/Il 2,59mmo|/|

Nguy co trung binh: 2

<10 160 mg/dI
A A Z m
yéu t0 nguy co + ma/dl 9
Nguy co BMV sau 10 4,1 mmol/l
nim <10% 3,4 mmol/l
) <160
Nguy co thap: 0 - 1 160 - 189
= d mg/d >190(mg/dl)
y€u t0 nguy co mg/dI
4, 1mmol/I

O My, theo NCEP (National Cholesterol Education Program- Chuong
trinh gido duc cholesterol qudc gia) ctia Panel III (ATP III) vé diéu tri
cholesterol méau cao da dua LDL- C la dich diéu tri gia tri nhat; nong do
triglycerid huyét thanh va non- HDL- C (chira ca cholesterol LDL va VLDL- C)
la dich dé diéu tri tiép theo. Phuong phap diéu tri cia NCEP ATP III dua trén
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nguy co BMV cua timg bénh nhan. T4t ca bénh nhan ké ca bénh nhan cé nguy
co cao hay nguy co cao vira déu can thay d6i cach séng. Diéu trj thudc can
giam it nhat 30 - 40% LDL - C. Tuy nhién, hau hét bénh nhan khong dat duoc
muc tiéu diéu tri [1], [6], [43].

Bang 1.7. Khuyén c4o diéu tri RLLPM theo mirc d LDL- C [1],[29].

Muc tiéu
Nguy co
LDL- C (mg %) |Non-HDL-C (mg%)
. <100 (2,59 mmol/l) <130 (3,4
- Nguy co cao: BMV va tuong duong ‘.
To61 uu <70 mmol/l)
- Nguy co cao - trung binh: > 2| <130 (3,4 mmol/l) <160
YTNC+ NC 10 nam 10- 20% T6i wu < 100 (4,1 mmol/l)
- N trung binh: > 2 YTNC + <160 (4,1
guy co trung = < 130 (3,4 mmol/l) (
NC 10 nam <10% mmol/l)
- Nguy co thip: 1-2 YTNC < 160 (4,1 mmol/l) <190

Muc tiéu HDL-C : > 1,04 mmol/I

Khuyén cdo ciia NCEP (National Cholesterol Education Program) dua
trén nhimg diém cat vé 1am sang 1a nhimg yéu t6 nguy co twong d6i, ddi voi
bénh dong mach vanh nhu: néng dd TC va HDL- C, két hop véi su hién dién
clia cac yéu to nguy co khac vé bénh mach vanh [1], [29].

Bing 1.8. Cac yéu t6 nguy co' bénh mach vanh [1], [29], [44]

Yéu t6 nguy co duong tinh:

- Nam > 45 tubi.

- Nit > 55 tudi hodc man kinh som khong dung estrogen tri liéu.
- HDL - C < 0,9 mmol/l (< 35 mg/dl).
- Trong gia dinh d4 c6 ngudi bi BMV sém. (Nam < 55 tudi, Nit < 65 tudi).

- Hut thudc 14, ting huyét ap, dai thao duong.

Khi HDL - C> 1,6 mmol/I (> 60 mg/dl ) dugc coi nhu médt yéu td nguy

co am tinh, giup lam giam bt mdt yéu td nguy co.
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* Néu co tir 2 yéu td nguy co trd 1én (ngoai LDL - C ting) ma khéng c6
biéu hién cia BMV hodc nguy co twong duong ctia BMV thi phai danh gia
nguy co BMV trong 10 nam theo bang Framingham & 3 muec [1], [29].

- Nguy co BMV sau 10 nam > 20%: 1a nguy co tuong duong BMV.

- Nguy co BMV sau 10 nam ttr 10 - 20%.

- Nguy co BMV < 10%.
1.2.5.2. Cdch diéu tri cu thé

Nhiéu nghién ctru da cho thay lam giam thap ndng do cholesterol mau 1a
yéu td quan trong dé phong va diéu tri bénh tim mach [1], [6], [28], [45].

% Diéu chinh ché @ dn uéng, sinh hoat: it nhat trong 3 thang [36], [46].
- Ché d6 an uéng:

+ Acid béo b&o hoa < 7- 10%; chét béo < 30%; cholesterol < 300 mg/ngay.

+ Han ché hoidc giam: thit, m¢& dong vat, trirng, stta toan phén, phu tang
dong vat, cac loai phomat...

+ Tang cuong dung dau thuc vat, c4, hoa qua, rau, cac loai ngii cdc, duy
tri lugng tinh bot chiém khoang 55 - 60%.

+ Duy tri ché d¢ an 1au dai du c6 dung thubc hay khong. Dic biét nhimg
bénh nhan thira can, béo phi can giam can nang (han ché & mtrc 1600 calo/ngay).
Néu tang triglycerid han ché m& dong vat, duong va ruou [36], [42], [47].

- Ché d6 sinh hoat: lam viéc diéu d, tranh cang théng than kinh, nghi ngoi,
giai tri, gidm hodc bo thudc 14, tang cuong van dong nhu tap thé duc, dudng
sinh, xoa bop, tang cuong di bo [36], [42], [47].

% Diéu tri bang thudc:

Phai diéu tri bang thudc sau khi da diéu chinh ché d6 dn udng, sinh hoat
nhung cac thanh phan lipid trong mau khong giam va bat dau ngay khi:

- Nhiéu yéu t6 nguy co BMV va luong LDL- C trong méau cao (> 4,1 mmol/l);

- Luong LDL- C trong mau qué cao (> 5 mmol/l) [36]. Muc dich diéu trj
la phai lam giam dugc LDL- C < 2,6 mmol/l (< 100 mg/dl) [1], [36].
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Thubc diéu tri rdi loan lipid mau dugc chia 1am 2 nhom: nhom lam giam hap
thu va ting thai trir lipid va nhém trc ché sinh tong hop lipid [48], [49].
1.2.5.3. Céc thuéc héa dwoc diéu tri roi loan lipid mdu
Thuéc trc ché sinh tong hop lipid
* Nhom statin

- Co ché: cac thudc nhom statin c6 ciu trac tuong twy HMG- CoA, c6 tac
dong e ché theo kiéu canh tranh véi HMG- CoA redutase (mdt enzym can
thiét cho téng hop cholesterol ¢ gan), dan dén lam giam sinh tong hop
cholesterol, giam luong cholesterol ty do trong méu. Ai lyc ctia cac thudc nay
véi HMG- CoA redutase cao hon rat nhiéu so véi chat ndi sinh 1a HMG- CoA
nén tac dung thé hién rat manh. Ngoai tac dung trc ché HMG- CoA redutase,
cac thudc nay con cé tac dung lam ting tong hop LDL- receptor nén lam ting
tdc d6 thanh thai IDL va LDL trong huyét twong [50].

- Tac dung: giam LDL-C: 18- 55% va TG: 7- 30%, tang HDL- C: 5 - 15%.

- Duoc dong hoc: céc statin duoc dung bang dudng udng va hap thu tuong
d6i tot qua duong tiéu hod. Phan 16n cac thudc déu chuyén hoa lan dau qua
gan. Nong d6 thude trong mau dat cao nhat sau ubng 2-4 gio, thirc in hau nhu
khong anh hudng toi sinh kha dung cua thude (ngoai trir lovastatin can dung
cung voi thirc an dé tang sinh kha dung cua thudc). Khi vao mau, trén 90%
thudc gin vao protein huyét twong, sau dé duge thai trir qua gan va than [50].

- Tac dung khong mong muén:

+ Pau co va co thé chuyén thanh bénh co (ting creatine kinase) néu
khong diéu tri s& dan dén viém co. Nguy co ting tac dung phu nay khi phdi
hop véi gemfibrozil, niacin, erythromycin, nhém azol (trc ché CYP3A4).

+ Nhire dau, chudng bung, dau bung, budn nédn, tdo bon, tiéu chay, noi

man do.
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+ Anh huong dén gan: ting cic chi sd AST, ALT, creatine kinase,
phosphatase kiém, bilirubin toan phan. Do d6, bénh nhan nén kiém tra khi bat
dau diéu trj va dinh ky mdi 4- 6 tudn vao nim dau .

- Chéng chi dinh: bénh gan, ting enzym gan khong giai thich duoc, co
thai, qua man véi statin [1], [51].

- Tuong tac thudc: hay gip viém co va tiéu co van ¢ ngudi bénh diéu tri
phéi hop statin véi cyclosporin, erythromycin, gemfibrozil, itraconazol,
ketoconazol (tc ché CYP 3A4) hoic véi niacin ¢ lidu ha lipid (>1g/ngay).
Statin c6 thé lam ting tac dung ciia warfarin nén phai theo ddi thoi gian
prothrombin trudc khi bat dau dung, theo doi thuong xuyén trong giai doan
dau diéu tri. Cac nhua gan acid mat lam giam rd rét sinh kha dung cta statin
khi uéng cuing, nén thoi gian ding hai thudc nay phai cach xa nhau [51].

* Dan xudt acid fibric (fibrat)

- Co ché: Fibrat c¢6 chic ning chinh nhu 13 chat gan két véi thu thé
PPAR- a (peroxisome proliferator activated receptor- o). Chung ting diéu tiét
lipoprotein lipase, apo A- | va apo A- II va giam diéu tiét apo C- III, mot chat
trc ché qua trinh phan giai lipid. Tac dung chinh cua fibrat 1 ting oxy hoa
acid béo ¢ gan va co tron. Fibrat lam tang phan giai TG thong qua lipoprorein
lipase va giam phan giai lipid ndi bao trong cac mé ma [52].

- Tac dung: cac dan xuét cua acid fibric (gemfibrozil, clofibrat, fenofibrat,
bezafibrat, ciprofibrat) c6 tac dung giam dang ké VLDL, vi vdy c6 tac dung
gidm TG tur 20- 30%, giam LDL khoang 10- 15% va tdang HDL khoang 10%.
Cac thudc nay thudng c6 hiéu qua ddi v6i bénh nhan c6 TG mau cao, kém
cholesterol mau cao. Gemfibrozil c6 hiéu qua tét trén 1/3 s6 bénh nhan trung
nién mac bénh tim mach kém theo lipid méu cao tién phat. Fenofibrat con c6

tac dung 1am giam acid uric, do d6 dung tot cho bénh nhan gut kém theo ting
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lipid mau. Tuy nhién, clofibrat c6 thé gay so6i mat nén hién nay khong duoc
dung rong rai cling nhu tranh duing cho nhimg bénh nhan bi cat tai mat [50].

- Duoc dong hoc: thuéc nhom nay dugc hép thu nhanh qua duong uéng
va co sinh kha dung cao (>90%). Thubc kém héap thu hon néu uéng lac déi;
ndng d6 dinh trong mau dat duoc sau 2- 4 gio va phan bd khip cac mo cia co
thé. Thudc gan két manh véi protein huyét twong (95% thude gin véi abumin).
Khoang 60- 90% thudc udng vao duoc dao thai qua nude tiéu dudi dang lién
hop véi acid glucuronic. Clofibrat va benzafibrat lam tang tac dong cac thudc
chéng dong do lam giam két hop cua cac thude nay véi albumin [50].

- Tac dung khong mong mudn: thuong gap nhat d6i voi cac dan xuét cua
acid fibric la gay r6i loan tiéu hod: budn non, dau bung, ti€u chay. Cac tri¢u
chtmg ndi man, may day, rung toc, dau co, mét moi, nhtrc dau it xay ra. Than
trong khi phdi hop fibrat voi statin & liéu cao vi c6 thé gay viém co [50].

- Chéng chi dinh: chéng chi dinh tuyét d6i trong truong hop suy than,
suy gan nang, phu ni cé thai, tré em, bénh séi mat [50].

- Tuong tac thudc: cac fibrat lam ting tac dung cua cac thubc chng
dong duong udng do day cac thube ndy ra khoi vi tri gan vdi protein huyét
tuong nén lam ting nguy co xuat huyét cua cac thubc chéng déng néu st
dung phdi hop. Khi ding cing voi cic thudc statin, cac fibrat khac va voi
cyclosporin 1am ting nguy co ton thuong co.

* Acid nicotinic (niacin)

- Co ché: do trc ché tiét VLDL dan dén giam tao thanh LDL [52]. Niacin
lam giam tong hop VLDL & gan, giam tong hop TG va e ché sy van chuyén
TG & VLDL. Niacin khong c6 tac dung 1én sy tong hop cholesterol hay acid
mat. Niacin cling c6 tac dung lam tang HDL- C [50].

- Tac dyng: ting HDL (tac dung rd nhat ctia nhém nay): 15 - 35%, giam
LDL-C: 5 - 25%, giam TG: 20 - 50%.
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- Duoc dong hoc: Niacin dugc hap thu d& dang qua dudng ubng va dat
noéng d6 dinh trong huyét tuong sau khoang 1 gid. Thoi gian ban huy cua
niacin rat ngin (khoang 1 gio) do d6 can phai dung nhiéu lan [50].

- Tac dung khong mong muén:

+ Do da, nglra phan trén co thé, nhirc dau co thé xay ra véi lidu khoi
dau. Cai thién tac dung bang cach cho 325mg aspirin nira gid trudc khi dung
va khoi dau bang liéu thap, sau d6 ting dan liéu Ién.

+ R4i loan tiéu hoa, ting duong huyét, ting acid uric huyét [1].

- Chéng chi dinh: loét da day, bénh gan man tinh, phuy nir ¢6 thai [50].

- Tuong tac thudc: tang kha nang bi viém co khi phdi hop niacin ¢ lidu
ha lipid méau (>1g/ngay) véi statin. Két hop vai cholestyramin hodc colestipol
c6 thé giam 10-30% hoic 98 % sinh kha dung ctia niacin. Vi thé, mot s6 nha
san xuat khuyén céo dung cholestyramin hodc colestipol cach it nhat 4 gid khi
dung cung niacin [53].

Thuéc lam gidm hdp thu va ting thdi triv lipid
* Nhwa gdn voi acid mdt (resin): Cholestyramin, colestipol

- Co ché: thong thuong co dén 97% acid mat s& duoc gan tai hap thu qua
chu trinh gan - rudt, chi mot phan rat nho acid mat duoc dao thai qua phén.
CAc resin sé trao d6i ion C1” véi acid mat mang dién tich am, hép thu cac acid
mat, do d6 ngin nglra su tai hap thu cac acid mat vao chu trinh gan - rudt. Khi
acid mat bi cac resin hip thu, té bao gan sé& ting sinh tong hop cac acid mat tir
cholesterol. Nhu cau ting cholesterol & gan ciing kich thich té bao gan tao
nhiéu LDL - receptor dé tiép nhan cholesterol tir LDL trong mau. Do d9, cac
resin c6 tac dung lam ha LDL trong huyét tuong [50].

- Tac dung: giam LDL-C: 15- 30%, khong anh hudng dén triglycerid va
tang HDL-C: 3 - 5%.
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- Dugc dong hoc: thube tuong tac va can trd su hép thu cta nhiéu thudc
nhu digoxin, warfarin, hormon tuyén giap, thubc loi tiéu loai thiazid, khang
sinh, thudc chen B adrenergic, nhom statin, mudi sat va phenobarbital [50].

- Téc dung khong mong muén: thudng gip nhit 1a rdi loan tiéu hoa,
chudng bung, dau bung va budn nén. Thude giy tio bén véi tan xuat khoang
20% nén bénh nhan phai uéng nhiéu nudc, an nhiéu chit xo va co thé ding
thudc nhuan trang trong qua trinh diéu tri. Khong nén udng cac resin ¢ dang bot
kho khong pha voi nude vi c6 nguy co gay kich tmg va tic nghén thuc quéan. Dé
han ché tac dung phy, thudc nén dugc str dung véi liéu lugng ting dan [50].

- Chéng chi dinh: nguoi xo gan, tic hoan toan dudng mat [54].

- Tuong tic thudc: cholestyramin lam giam tic dung cua acid
chenodesoxycholic, acid valproic, glycosid trg tim, statin, corticosteroid, dan
xudt salicylat, estrogen hoic thubc ngira thai estroprogestogen,
furosemid...[54].

* Thudc tkc ché hdp thu cholesterol: Ezetimib

- Co ché: thudc wc ché chon loc hap thu cholesterol va phytosterol.
Protein NPC1L1 la dich tac dung ctia chiing. Tac dung cta ezetimib rat hiéu
qua ngay ca khi khong an cholesterol vi ching @c ché tai hp thu cholesterol
bai tiét trong mat [52].

- Tac dung: giam LDL-C 18%, giam nhe¢ TG va tang nhe HDL-C. Dung
chung voi statin s& 1am giam LDL- C tt hon nira.

- Duoc dong hoc: hap thu nhanh sau udng. Thudc ¢ chu ky gan- rudt,
thai trir manh qua phan va mot phan qua nudc tiéu [55].

- Tac dung khong mong muén: Tiéu chay, dau co, ho va mét moi...Do
tac dung tai rudt nén it gay tac dung toan than [51].

- Chdng chi dinh: tré em < 10 tudi, nguoi giam chirc nang gan [56].

- Tuong tac thubc: Ezetimib c6 nguy co twong tac duge dong hoc véi

cyclosporin [ting nong d6 dinh va dién tich dudi duong cong (AUC) cua
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ezetimib va ting AUC cua cyclosporine]. Tang nguy co viém co van khi phdi

hop ezetimib va simvastatin véi cyclosporin. Tang ti suat INR da dugc bao

c4o khi dung phdi hop ezetimib voi warfarin [53].
Mot sé thude khéc duge dung diéu tri RLLPM: Probucol, D- Thyroxin. ..

Bang 1.9. Mot s6 thudc thwong dung trong diéu tri RLLPM [36], [57].

Nhom Hi¢u qua giam | Tac dung khong Chong chi dinh
lipid/lipoprotein mong mudn
Statin LDL giam 18-55% |Bénh co, ting men|- Tuyét ddi: bénh gan
HDL tang 5-15% |gan cip va man
TG giam 7-30% - Tuong ddi: s dung
cing lic v6i mot sb
thudc nhét dinh
Nhya gan|LDL giam 15-30% |Kho chiu dudng|- Tuyét doi: rbéi loan
véi  acidHDL tang 3-5%  [tiéu hoa, tao bon, |betalipoprotein mau
mat TG khong d6i hodc|giam  hdp  thu|hodc CT > 400mg/dl
tang nhiing thudc khac |- Tuong ddi: TG
>200mg/dl
Acid LDL giam 5-35% |DPo biung mit, ting|- Tuyét ddi: bénh gan
nicotinic |HDL ting 15-35% |dudng huyét, ting|ning hodc gut ning
TG giam 20-50% |acid uric mau (hodc|- Tuong dbi: dai thio
gut) kho chiu duong|duong, ting acid uric
tiéu hoa, doc gan  |mau, loét da day
Acid fibric |LDL giam 5-20% |R4i loan tiéu hoa,|Tuyét déi: bénh gan,
HDL tang 10-20% |s6i mat, bénh co  |than nang
TG giam 20-50%
Ezetimib |LDL giam 18-20% |Tan xuat >1% ting|Tuyét doi: bénh gan cap

HDL tang 1%
TG gidam 5-11%

enzym gan khi dung
chung statin so vdi

dung statin don doc

khi dung cung statin.
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Két qua cta nhiéu nghién ctu cho thdy, ha thip ndng d6 cholesterol
mau van 13 phuong phap chii yéu dé phong va diéu trj bénh tim mach [1], [6],
[28], [45], [58].
1.3. Hi chirng rdi loan lipid mau theo Y hoc ¢ truyén
1.3.1. Sw vén chuyén tan dich trong co thé

Tan dich ndi chung Ia tit ca cac chat dich binh thuong trong co thé. Tan
1a chét trong, dich 1a chit duc. Tan dich 1a mot trong nhiing co s¢ vat chét cho
su séng, do dinh dudng cua dd an hoa ra, nho sy khi hoa cua tam tiéu di khép
toan than, nudi dudng cic tang phi, co nhuc, kinh mach va bi phu. Khi réi
loan van hoa tan dich sé& sinh ra dam thap, dam am [12], [59], [60].
1.3.2. Chirng dam am

Pam am 1a san phém bénh ly, dam la chit dic, am 1a chat loang; dam
am sau khi sinh s& gdy ra nhitng chtng bénh, dic biét pham vi giy bénh cia
dam 14 rat rong [59], [61]. Theo y vin c6: “Chimng dam am la mot loai ching
bénh ma nguyén nhan giy bénh chinh 1a thity thip & dong & mot vi tri trong
co thé, khong van hoa theo quy luat binh thudng”. Noi kinh goi 1a "Tich am",
Kim quy yéu luoc goi 1a "Pam am" [59], [61]. Nguon gdc sinh dam am do tan
dich ngung tu bién hoa, do luc dam, that tinh 1am cOng nang bién hoéa cua ba
tang: ty, phé, than bi anh hudng, tan dich khong phan bd va van hanh dugc
ngung tu thanh thap, thap héa thanh dam am. Binh thuong sy van hoa thiy
thap trong co thé dugc didu hoa boi ba tang: ty, phé, than. Ty van hoa thuy
thap thanh tan dich, van chuyén 1én phé, phé tiép thu thiy dich xudng than.
Than chung héa khai hop van chuyén phan thanh 1én phé, phan troc ra ngoai
bang dudng nudc tiéu. Pam va am déu do tan dich ri loan tao thanh. Hai
Thuong Lan Ong viét: “Dam tirc 1a khi huyét bi o tré ma hoa sinh ra”, Canh
Nhac néi: “Khong phai chi c6 dam sinh ra bénh ma bénh con sinh ra dam.

Tram bénh déu do dam sinh ra nén chita bénh qua ban 1a chira vao dam” [62].
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Theo Ly Pong Vién: “Ty 1a ngudn gdc sinh ra dam, phé 1a ndi chira
dam nhu vay ty vi khong van hanh méi sinh dam” [62].

Vuong Tiét Trai noi: “Ty tho khong du s, khi bi suy yéu, khong van
chuyén duoc, an kém tiéu héa chidm sinh dam”. Sach Thanh Té Téng Luc
viét: “Tam tiéu 1a duong giao thong cua cac chat thiy cdc va 1a noi dé cho khi
t6i. Tam tiéu diéu hoa khi huyét quan binh thi c6 thé 1am lwu théng dugc cac
chat thay dich, dua vao trong dudng kinh héa sinh huyét mach dé nuéi dudng
khap co thé. Khi tam tiéu khong luu théng, duong mach bé tic, nudc dong lai
khéng luu hanh dugc tu lai thanh dam am” [63].

1.3.3. Nguyén nhén va co ché bénh sinh
1.3.3.1. Nguyén nhan

- Do am thyc bat diéu: an nhiéu thtc an ngot béo, nhiéu cao lvong mi vi,
uéng nhiéu ruou, 1am viéc tri oc qua suc, lam ton thuong ty vi, van hoa thuy
thap roi loan dan dén dam thap noi sinh [12], [13].

- Do it van dong thé lyc: dam @ tré 1au ngay, khi huyét khong luu thong,
dan dén khi tré, huyét &. Sach T4 van thién “Tuyén minh ngii khi luan” viét:
“Ctru ngoa thuong khi, ctru toa thuong nhuc”. Thuong khi dan dén khi hu,
thuong nhuc dan dén ty hu, ty khi hu sinh dam tré [12], [59].

- Do that tinh (yéu to tinh than): lo nghi hai ty, gian dit hai can; can moc
vuong khic ty tho lam ton thuong ty vi, ty tho hu yéu s& giam hodc mat kha
nang van hoa thuy cdc, tan dich tu lai thanh dam thép, dam thép u tré kinh
mach ma gay bénh [12], [59].

- Do tién thién bat tdc (yéu té thé chat): sach Linh khu thién “Tho yéu
cuong nhu” viét: “Con ngudi ta sinh ra c6 cuong ¢ nhu, c6 cuong c6 nhugc,
c6 dai c6 ngan, c6 am c6 duong”. Tién thién bat tdc 1am cho than khi bat tic,
than duong hu khong 6n 4m duogc ty duong, ty khong van hoa duge thuy thap,
sinh dam [12], [59], [64].
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1.3.3.2. Co ché bénh sinh

Bénh c6 dic diém “ban hu, tiéu thyc” “tiéu” 1a dam troc, huyét @, “ban”
1a cong nang tang phu hu ton trong d6 lién quan dén ty, than, can, tim ma dic
biét 12 hai tang ty va than [12]. Do am thuc that diéu, that tinh hodc tién thién
bat tuc lam cho cong ning cua cac tang phu rdi loan, hu suy [59], [65].

- Tang ty: Ty 1a ngudn sinh dam. Ty khi hu khong van héa duoc thuy
thap 1am cho chat thanh kho thang 1én, chat troc kho giang xudng, chét tinh vi
cua thity cbc khong thé van hoa, luu chuyén duge binh thuong, tu lai ma hoa
thanh dam troc gdy ra bénh. Mit khac, do ty tho suy yéu khong ché dugc thiy
thap khién thuy thap ngung dong lai trong kinh mach, tang phu, bi phu thanh
dam, can tré luu thong khi huyét, tan dich, thuy coc [59], [65], [66].

Do luu thong khi huyét, tan dich, thuy cc giam sut, viéc dinh dudng cho
cac tang phu kém di, dan dén mét moi. Mét méi nhiéu lam cho khi hoa tai
phé, bang quang giam st ma sinh ra doan khi, hao khi [12], [59].

Theo Hai Thuong Lan Ong: "Pam sinh hoa 14 do ty, cin ban cia dam la
do & than. Hé ¢c6 ching dam, khong ¢ tang no thi ¢ tang kia. Pam von 1a tan
dich trong co thé, nd tuy theo vi tri t cam vao ma thanh tén bénh. Vi chinh
khi bi hu, khong c6 su cai quan, ta thira co nhap vao, kich dong sinh ra dam
ma khong phai vi ddm ma sinh bénh" [62].

Theo YHCT, "Pam do ty hu khong van hoa duge thuy thap, thin duong
hu khong 6n dudng ty dwong nén khong van hoa duoc thuy cbe va khong khi
hoa dugc nude, phé khi hu khong tic giang thong diéu thuy dao, trén 1am
sang thdy: dom nhiéu, nguc suon day tic..." [12], [59], [67].

- Tang than: than 1a goc ciia dam. Than duong hu suy, hoa khéng 6n 4m
dugc ty tho, thay thap tan dich khong héa khi duoc tran 1én thanh dam. Than am
hu, hu hoa & ha tiéu bdc 1én hun niu tan dich ciing tao dam [12], [59], [67].
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- Tang phé: phé hu mat kha ning tuc giang théng diéu thuy dao, thuy
dich ngung lai thanh dam...[12], [59], [67].

- Tang can: cac chung vat dam, khi dam, kinh dam, phong dam ma cd
nhan di néi khong co loai nao ma khong c6 quan hé téi can. Tinh chi uat két
gy ton thuong dén can, can khi uat két khac ty thd 1am ty thod ton thuong
khéng van hoa dugc thuy thap gay dam tré [12], [59], [67].

Co ché bénh sinh 16i loan lipid mau theo YHCT duoc thé hién qua so d6 sau:

- Kién van
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So dd 1.1. Co ché bénh sinh chirng dam thap theo YHCT
1.3.4. Réi loan lipid mdu va chirng dam thép
1.3.4.1. Chitng dam thdp va héi chitng réi loan lipid mdu
Y hoc hién dai coi hdi chiing RLLPM la bénh do roi loan chuyén hoa
(rbi loan chuyén hoa lipid) lién quan dén tudi, an udng, chuyén hoa, di truyén.
Theo Y hoc cb truyén, chimg dam thap co lién quan dén sy luu thong

cua thuy dich, sy manh yéu cua cac tang ty, phé, than. Khi tudi cao cong nang
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clia cac tang ty, phé, than suy giam, dan dén cong ning van hoa thuy thap bi
dinh tré ma sinh chting dam thap. Hai Thuong Lan Ong: “Tudi khoang 40, am
khi gidam con mdgt nira, sy hoat dong da sut kém”. Tudi cao than khi suy giam,
toc bac, ring rung, luc phu ngil tang ngdy cang suy ton [62], [68].

Nhiéu ndm qua, C4C nghién ctru trong va ngoai nudc da di sau phan tich,
tim hiéu vé mdi lién hé gitta RLLPM cua YHHD véi chimg dam thép cua
YHCT. Tur d6, viéc két hop phuong phap diéu tri RLLPM giita YHHDP va
YHCT da mang lai hiéu qua tét [65], [69].

Bang 1.10. Moi twong quan giira hoi chimg RLLPM va chirng dam thap

Y hoc hién dai Y hoc co truyén
Réi loan lipid mdu Dam thip
_ tang TG do thiéu LP lipase
! . | tang CT mau gia dinh kiéu dong | tién thién bat tic
truyén .
hop tir. VXDM tu tré tuoi.
An an nhiéu phi tang dong vat, md | an nhiéu thic an béo ngot lam
udng | dong vat (acid béo no) hai ty sinh dam thap ndi sinh
A van dong, tang tuan hoan, diéu | "Cuu ngoa thuong khi, ctru toa
me chinh rdi loan chuyén hoa lipid, | thuong nhuc". din dén ty hu
dong giam ling dong thanh mach. suy ma gay sinh dam thap
.. 130 hda tuong tmg v6i su gia "Tudi khoang 40, am khi giam
fuor tang san Xuét cac géc tu do. Tur  con mot ntra, sy hoat dong da
w0 d6 gay rdi loan chuyén hoa sut kém", tir do sinh dam thap

Céc yéu to gay bénh truc tiép hodc gian tiép lam cho cong ning cia tang
pht bj rdi loan hoic hu tén lién quan nhiéu dén cac tang ty, phé ma dic biét 1a
hai tang ty, than. Nhu vay, ngii tang hu ton déu co6 thé sinh dam. Pam khi sinh

ra di theo khi va phan bd rat rong réi gy ra cac ching dau théng, huyén vung,
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tdm quy... voi cac biéu hién 1am sang tuong ty nhu bénh canh rdi loan lipid

mau cua Y hoc hién dai [70], [65], [69].

Rbi loan lipid miu

¥ r

Chimng RLLM Chirng Pam Thﬁp
w v
Tiang CT Théip dam
Tang TG Thao dam
Tang LDL Phong dam
Giam HDL.C Nhiét dam
Han dam
w
r
Pau diu
Hoa miét Pau ll16ng
Di cam Huyén vung
Tire nguc Ma chén
Tiam quy

Piéu chinh RLLM

So d6 1.2. Méi lién quan giira rdi loan lipid mau va chig dam thap

1.3.4.2. Cdc bénh vé dam va phwong phdp diéu tri theo YHCT

- Thap dam: nguyén nhan va co ché bénh sinh ctia dam thap theo 1y luan
ctia YHCT 1a “ty vi sinh dam chi nguyén” dién giai mot cach d& hiéu 1a do ty
duong suy giam dan dén rdi loan chirc nang van hoa, 1am thay thap dinh luu
ngung két lai ma tao thanh dam. Phép chita: tio thap, hoa dam. Bai thudc dién
hinh 14 “Nhj tran thang” [12], [13], [71], [72], [73], [74].

- Tao dam: do phong tao gy ton thuong phé 1am tan dich ctia phé bi kho
r4o0. Tao dam sinh ra do phé am khong du, tan dich kho lai thanh dam. Phép
chita: nhuan tdo, hda dam. Bai thudc dién hinh: “Bdi mau qua 1au tan” [13], [12].

- Nhiét dam: dugc tao thanh bdi nhiét ta & bén trong manh thiéu dbt tan
dich tao thanh dam hoa. Nhiét dam sinh ra do ta nhi¢t thinh & trong chung dot
tan dich, nhiét uit 1au hoa hda, thanh dam hoa. Phép chira: thanh nhiét hoa
dam. Bai thudc dién hinh “Thanh khi hoa ¢dam hoan” [13], [12], [75].
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- Han dam: duoc tao thanh do béi ty than duong hu hay phé han luu 4m
ma dan dén. Phép chira: trir han, hoa dam (6n héa han dam). Bai thudc dién
hinh: “Ly trung hoan” [13], [12], [76], [77], [78], [79].

- Phong dam: nguyén nhan dan dén hinh thanh phong dam trén 1am sang
rat da dang: c6 ngoai cam phong ta ddn dén phé vé bi ton thuong lam cho phé
khi bét tuyén dua dén khi ngung ma sinh dam. Phép chita: chi khai hoa dam,
so phong giai biéu v&i bai thudc dién hinh 13 “Chi thau tan”.

- Pam chay trong kinh mach: do ty hu khong van hoa duoc thity thap két
hop véi phong duong thanh phong dam. Phép chita: kién ty, trir thap, tic
phong hoa dam. Bai thudc dién hinh: “Bén ha bach truat thién ma thang” [13],
[80], [81], [78], [82]. Phép chita dam: “Chita dam phai diéu hoa khi trudc, khi
thuan thi dam tyu tiéu”, “Nhat thiét khong nén vét sach dam di", “Chira dam
khong c6 phép b ciing khong c6 phép cong ma chi 13 vd vé khéo 1éo ma thoi,
vi dam von sin c6 tir [ic so sinh, cling 1a mot vat dé nudi séng nira” [13].
1.3.4.3. Thé lam sang va phwong phdp diéu tri theo YHCT

Theo YHCT, diéu tri bénh phai chita vao géc, dua vao nguyén nhan
gy ra dam dé chita chir khong phai chi biét co trir dam [62], [83], [84], [85].

- Ty hu dam thép: co thé mét moi, budn nén, bung chudéng, cham ti€u, tay
chén té bi, ludi béu c6 vét han rang, réu ludi tréng nhon, mach hoat, tram hoat.
Phép diéu tri: kién ty hoa dam. Phuong: Luc quan tir thang

- Ty than duong hu: mét moi, dau lung, moi géi, U tai, hoa mit, chong
mat, bung chudng, kho tiéu, lanh bung, ludi béu, réu tréng nhon, mach trim
té nhuoc. Phap diéu tri: kién ty, ich than, tiéu dam. Phuong: Hitu quy hoan
hop Tu quan.

- Am hu duong xung: chong mat, u tai, ngu it, hay mé, chan tay té dai,
khat nuédce, ludi do, réu ludi vang, mach tram. Phap diéu trj: tu am, tiém

duong. Phuong: Thién ma cau dang am.
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- Can than am hu: chong mat, u tai, dau lung, khé miéng, ludi do, réu
ludi vang, mach trAm sac. Phap diéu trj: bd can than am, trir dam. Phuong: Ky
cuc dia hoang hoan.

- Thép nhiét uit két: co thé béo phi, tirc nguc, chong mat, dﬁy bung, chan
an, mét moi, tiéu vang, dai tién téo, chét ludi do, réu ludi vang dﬁy, mach hoat
sac. Phap diéu tri: thanh nhiét, trir thap, hoa dam. Phuong: T linh tan.

- Thé khi tré huyét u: tuc nguc, kho tho, dau dau, hoa mét chong mat, dau
¢ dinh mot chd, chan tay té bi, chat ludi tia hodc c6 diém & huyét, mach vi
séap, két dai. Phap diéu tri: hoat huyét hoa . Phuong: Huyét phii truc ( thang.

- Can uét hoa hoa: dau dau, chéng mat, dé cau gian, mat va méat do,
miéng kho, nudc tiéu vang, mach huyén. Phap diéu tri: so can, thanh nhiét,
hoa dam. Phuong: Long dom ta can thang.

1.3.5. Nghién ciru thudéc YHCT diéu tri hi chieng réi loan lipid mdu
1.3.5.1. Nghién cuu tai Viét Nam

- Nghién ctru vi thude: cac vi thude di duge di siu nghién ciru dé diéu tri
roi loan lipid mau gém: Vvién "Giao c6 lam", vién "Ha m& mau nguu tat", cay
Rau muong, Nam Hong chi...[5], [86], [87], [88].

- Nghién ctru bai thubc:

+ Nam 2012, Ha Thi Thanh Huong nghién ctu tac dung diéu tri
RLLPM bang “Cém tiéu phi linh”. Két qua diéu tri trén 70 bénh nhan sau 2
thang diéu tri cho thy: CT giam 17,19%, TG giam 26,82%, LDL- C giam
18,29% va HDL- C tang 10,57% [89].

+ Nam 2015, Truong Qudc Chinh nghién ciru tac dung ctia bai thude
"Ha m& NK" trong thdi gian 60 ngay trén 36 bénh nhan rdi loan lipid mau
nguyén phat thé dam thap. Két qua, cholesterol giam 16,55%; triglycerid giam
32,17%; LDL- C giam 15,26% va HDL- C tang 9,09% [90].
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1.3.5.2. Nghién cvru o nudc ngoai

- Nghién ctru vi thudc: Trung Quédc da di siu nghién ctru tac dung diéu
tri r6i loan lipid mau cua Bach qua, Mot dugc, Thao quyét minh, Sai ho,
Thién hoa phan, Pai hoang, Trach ta, Son tra, Ha thti 6, Tho miét tring [12],
[91], [92],[93].

- Nghién ctru bai thube: [69], [92], [93], [94].

+ Bach kim giang chi phuong: gdm Uit kim 7 lang, Bach phan 3 lang.
Két qua diéu tri trén 334 bénh nhan: CT giam trung binh 85,8 mg%, TG 70,6
mg%, lipoprotein gidm trung binh 175,69%.

+ Giang linh chi phuong: gdm Ha thu 6, Trach ta, Hoang tinh, Kim anh
tr, Son tra déu 3g, Thao quyét minh 6g, Moc huong 1g, niu cao ché vién. Véi
thoi gian diéu trj 3 thang, két qua cho thdy: CT giam 82,44 mg%, hiéu qua tbt 1a
67,6%; TG giam 150,15 mg%, dat hi¢u qua tt 52,73%.

1.3.6. Tong quan vé Lipidan

Thanh vién nang Lipidan gdm: Tran bi, Bach linh, Mdc huong nam, Ngii
gia bi, Xa tién tir, Ban ha ché, Hau phac nam, Son tra, Sinh khuong. Pay 1a
bai thudc kinh nghiém dugc xay dung dua trén co so 1y ludn cta y hoc ¢
truyén, di duoc luong y Nguyén Pinh Tich st dung dé diéu tri cho ngudi
bénh c6 hoi ching ri loan lipid mau tir ndam 2005 dén nay dudi dang thudc
sac cho két qua kha quan.

Cac vi: Tran bi, Ban ha, Bach linh c6 tac dung Iy khi, téo thap, hoa dam,
kién ty tham thap, Sinh khwong c6 tac dung giang nghich, hda am va giai tinh
doc cua Ban ha, Hau phac nam tac dung ha khi, tiéu dam, am trung tiéu, Méoc
huong hanh khi, kién ty, Ngii gia bi trir phong thap, trang gan, bo than, Xa
tién loi tiéu, khir dam, loi phé, thong 1am, Son tra ¢6 tac dung tiéu thuc tich,
hanh & hoa dam. Tong hop tac dung cta cac vi thudc trén, vién nang Lipidan
c6 tac dung kién ty, tham thép, tiéu thuc 1y khi hoa dam, loi tiéu. Tac dung
nay cua Lipidan da giup cai thién duoc cac triéu chung 1d&m sang va lam giam
duogc cac thanh phan lipid cua mau.
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1.3.6.1. Cdc vi thuéc trong ché phdam vién nang Lipidan [62],[95], [96].
* Trdn bi

- Tén khoa hoc: Pericarpiun Citri reticulatae perenne ho Cam quyt (Rutaceae).

- Bo phan dung: vo qua chin di phoi hodc siy kho cua cay quyt (Citrus
reticulata Blanco), ho Cam (Rutaceae).

- Tinh vi quy kinh: cay, 4m , tinh 6n vao kinh ty, phé

- Tac dung: hanh khi, tiéu dam

- Thanh phe‘in héa hoc: tinh dau, flavonoid, Hesperidin, vitamin A, B.

- Ung dung 1am sang: kich thich tiéu hda, néon mira do lanh, ia chay do ty
hu, ho, long dom do dam thap gay ra. Tinh dau Tran bi kich thich vi trang tiét
dich tiéu hoa, trir khi tich trong rudt, trir ddm, chong viém, gidn phé quan, cat
con hen, duy tri tinh tham thau cia mach mau binh thudng, giam tinh xo ctng
cua mach mau.

- Liéu dung: 4-12g/ngay.

* Bach linh

- Tén khoa hoc: Poria Cocos Wolf

- B6 phan dung: qua nim phoi hay say kho ctia nam phuc linh (Poria cocos
(schw.) Wolk, ho Nam 18 (Polyporaceae), ky sinh trén r& mot s loai thong.

- Tinh vi quy kinh: vi ngot, nhat, tinh binh vao kinh ty, vi, phé, than

- Tac dung: loi li¢u, tham thép, kién ty, an than

- Thanh phan héa hoc: dudng, chat khoang, triterpenoid...

- Ung dung 1am sang: chita nhiém trung & than, bang quang, cam ia chay
man tinh do ty hu, an than, dém ngu it vat va.

- Liéu dung: 12-16g/ ngay
* Mgc hwong nam (vé va ré phoi khé ciia cdy rut)

- Bo phan dung: vé ré phoi kho ciia cay rut, ho Bui (Aquifoliaceae)

- Tinh vi quy Kinh: ngot, dang vao kinh ty, vi, dai truong



35

- Tac dung: loi thuy, tham thép, kién ty, an than

- Thanh phan héa hoc: r& Mdc huwong cé tinh dau (khoang 1-3%),
alcaloid, chat nhua, Inulin, sesquiterpen lacton costusolid....

- Ung dung 1am sang: chira ching khi tré gy day truéng bung, tic nguc
kho tho, trir dam do dam thép, chira dau da dﬁy do ty vi hu han, chita nén mira do
ty vi hu. Hanh khi, chi théng, diéu khi tré & truong vi, kién ty, ngira tré.

- Liéu dung : 2 -12g/ ngay
* Hau phdc nam

- Tén khoa hoc: Cinnamonum Lauraceae

- Bo phan ding: v6 phéi khé cay qué img Cinnamonum, ho Long ndo Lauraceae)

- Tinh vi quy kinh: cay, ngot, tinh 4m vao kinh ty, vi, dai truong

- Tac dung: hanh khi hoa thp giam dau, giang khi binh suyén

- Ung dung 1am sang: chita chting khi tré gay day bung, tirc nguc, kho
tho, trir dom nhiéu do dam thap, chita con dau da day do ty vi hu han, non
mura do ty vi hu. Chita ddy bung, kho tiéu, non mua, viém dai trang. ..

- Liéu dung: 4- 12g/ ngay
* Ngii gia bi chdn chim

- Tén khoa hoc: Cortex Acanthopanacis trifoliati

- B6 phan dung: vo than va vo canh di phoi hay say kho cta cdy Ngil gia
bi chan chim (Schefflera heptaphylla Araliaceae)

- Tinh vi quy Kinh: cay, 4m vao kinh can, than

- Tac dung: trir phong thap, trang gan cot, bo than

- Thanh phéan hoa hoc: 14 va canh chira tinh dau, bao gébm hon 60 thanh
phan, trong d6 cac chat chinh 13 « - pinen, sabinen, terpinen - 4 ol ...

- Ung dung 1am sang: chita dau khép, dau day than kinh, dau cac co do
lanh, phu do thiéu Vitamin B1, loi liéu, cac chung cham biét di, nguoi gia gan
c6t mém yéu, lung dau.

- Liéu dung: 8 -16g/ngay
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*Son tra

- Tén khoa hoc: Fructus Mali, ho Hoa hong (Rosaceae).

- Tinh vi, qui kinh: vi chua, ngot, tinh 4m vao kinh ty, vi, can.

- Tac dung: ti€u thuc, hoa tich.

- Thanh phan hoa hoc: gdm acid citric, acid crataegic, acid cafiic,
vitamin C, hydrat cacbon, protid, md, calci, phospho, sit, acid oleanic. ..

- Ung dung lam sang: an nhiéu thit, dau hodc tré em an sita khong tiéu,
day bung, ¢ chua. Cam ia chay do & dong thtic dn, anh huong dén ty vi gay ia
chay, bung chudng day, chira san khi.

- Liéu luong: 8 - 20gam/ngay, dung séng hay sao den.

- Tac dung duogc 1y: ha huyét 4p, an than, tang luu luong mau ¢ mach
vanh, gidn mach, chong loan nhip tim ha lipid trong méau, chong vira xo dong
mach do thudc c6 tac dung ting nhanh bai tiét cholesterol.

* Xa tién tiv

- Tén khoa hoc: Semen Plantaginis

- B6 phan dung: hat phoi hay sdy kho cta cay ma dé (Plantago major L.),
ho M3 dé (Plantaginaceae)

- Tinh vi quy Kinh: vi ngot, tinh han vao kinh can, than, tiéu truong

- Tac dung: loi ni€u, thanh nhiét, thanh can, hoat thai

- Thanh phan héa hoc: toan than chira mot glucozit 1 aucubin hay
rinantin con goi 1a aucubozit. L4 co chat nhay, chat ddng, carotin, vitamin C,
vitamin K...Hat chira chat nhdy, axit plantenolic, adnin va cholin.

- Ung dung 1am sang: loi tiéu, ting thai ure, acid uric, mudi. Cam ia chay,
dai do, dai it, chita viém mang tiép hop, giam thi lyc, dé kho, ting huyét ap.

- Liéu dung: 8 - 16g/ngay
* Sinh khwong

- Tén khoa hoc: Rhizoma Zingiberis

- B9 phan dung: than ré tuoi ctia cay gimg (Zingiber officinale Rose.), ho

gung (Zingiberaceae).
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- Tinh vi quy kinh: cay, hoi 4m vao kinh phé, vi, ty

- Tac dung: giai biéu phat han, chita non do lanh, chi khai, gia doc.

- Thanh phan hoa hoc: than ré chira tinh dau trong c6 D-cam-phen, b-
phellandren, zingiberen, sesquiterpen alcol, chat cay gingeron, gingerol...

- Ung dung lam sang: chita cdm mao, nén mura do lanh, kich thich tiéu
hoa, chéng ddy bung, ¢ hoi, giai doc, giam doc tinh cua Ban ha, Nam tinh,
Phu tir. Chita dau bung do lanh, day trudng, khong tiéu, kém an, nén mia do
lanh, ia chay, ly ra mau, nhuc dau, cam cim, chan tay lanh, mach yéu, ho mét
tiéng, ho suyén, thép khép, ngtra di ing, chira ho do lanh.

- Liéu dung: 4 - 12g/ngay
* Ban ha

- Tén khoa hoc: Rhizoma Pinelliae

- B0 phan dung: cu cua ciy ban ha

- Tinh vi quy Kinh: cay, hoi nong vao kinh ty, vi

- Tac dung: tio thap, hoa dam, hoa vi, tidu viém, tan két

- Thanh phan héa hoc: tinh dau, ancaloid, ancol, chat cay, chat nhay...

- Ung dung 1am sang: tao thap héa dam do ty vi khong van hoa thanh
dam am gdy ho dom nhiéu, tic nguc, gdy, hoa mat. Chita non mira do lanh,
phu nit nén do c¢6 thai, dau hong, lao hach. Nhuan truong chira tdo bon do hu
chung, do han, tiéu viém, tror mu.

- Liéu dung: 6 - 12g/ngay
1.3.6.2. Mot s6 nghién ciru vé mot 56 vi thuéc cé trong bai thuée

- Son tra: mot nghién ctru trén thue nghiém cua Son tra cho thay c6 tac
dung lam giam cac yéu t6 kich thich té bao 3T3-L1 hoat dong. Té bao nay
tang tong hop chat béo trung tinh, rat nhay cam véi cac kich thich va thubc ting
tong hop hodc phan huy lipid [97].
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- Tran bi: san pham chiét tir con cua Tran bi dd 1am giam luong chat béo
trung tinh, gidm cholesterol toan ph?m va LDL-C dong vat thuc nghiém duoc
an ché do c6 cholesterol cao, nhung khong lam thay d6i hoat do enzym AST
va ALT trong mau [98].

- Sinh khwong: nghién ctru cia cac tac gia Uc (2009) cho thay & chudt
cdng nudi dudng bang ché do an giau chat béo, sau d6 dugc udng san pham
chiét tir cti gimg trong 6 tuan thay c6 tic dung lam giam luong triglycerid va
cholesterol trong mau [99]. M6t thir nghiém 1am sang ¢ Iran, bénh nhan béo
phi duoc sir dung nudc tir cii gimg hang ngay trong 10 tuan thiy c6 giam
trong lugng co thé, luong triglycerid va cholesterol giam hon so voi nhom
khong dugc sur dung nude ging hang ngay [83].

- Ban ha: thanh phan chinh 1a - sitosterol ¢6 tac dung lam giam cholesterol
trong mau, (rc ché hép thu cholesterol tur rugt. Theo mdt nghién ctru ctia nhom
tac gia Han Qudc (2006), san pham chiét nudc tir ré ciy Béan ha c6 tac dung
lam giam can ndng va lugong TG va acid béo tu do trong mau chudt Zucker
thuc nghiém [100].

- Hau phac: mét nghién ctru tai Pirc ndm 2014 cho théy dich chiét tr
Hau phac nam c6 tdc dung lam giam lugng triglycerid va cholesterol ¢ gan
chudt duoc nudi bang ché do an giau chat béo trong 6 tuan [101]. Hon hop
tinh dau tao, Hau phac nam va mot s6 vi thubc khac co tac dung lam giam

trong luong chudt céng duoc nudi dudng bang ché do an giau chat béo [102].


http://en.wikipedia.org/wiki/Cholesterol
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Chuong 2
CHAT LIEU, POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Chit liéu nghién ciru

2.1.1. Thuédc nghién ciru

Tén Viét Nam Tén khoa hoc 30 hwong Dat ,
(9) tiéu chuan
Tran bi Pericarpiun Citri reticulatae perenne 08 |DbVNIV
Bach linh Poria Cocos Wolf 16 DDBVN IV
Ngii gia bi Cortex Acanthopanacis trifoliati 08 |DbVNIV
Son tra Fructus Mali 08 |DbVNIV
Xa tién tur Semen Plantaginis 08 |DBVNIV
Sinh khuong Rhizoma Zingiberis 02 |DbVNIV
Ban ha nam Rhizoma Pinelliae 08 DBVN IV
Mdc huong nam |llex Aquifoliaceae 10 |TCCS
Hau phac nam  |Cortex Magnolieae officinalis 06 |TCCS
Ta duoc Vura du

2.1.2. Quy trinh sdn xudt thuéc Lipidan

- Quy trinh s& n xud tvin nang Lipidan (so0 6 :2.1;2.2)

-Di achi sa nxud t: trungtm san x{t cao dugc liu cong ngh cao-
Cong ty c& phd n BV Pharma, Thanh phd H& Chi Minh.

-Thud ¢* v ¢ ¢ Vié n Kié m nghié m thud c trung wong - Bo Yt
kim nghim a tyuca uchi tlw o ng theo tiu chud nco s& .

2.1.3. Dang bao ché
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Thub ¢ woc bo ché dw & i da ng vin nang, hm lw O ng
0,54¢/vin, inglo 30 vin. Cc vi thud ¢ w (o c kié m nghi€ m ¥ bo ché

theo tiu chud ndw ¢ cli® udoBO Y té quy i nh.

ti€u chuan, can du so

[ Loc ]47 Nau s6i 3 gio ]47 [ Nudc sach ]
l A f Ba duoc li¢
DICP (.:l}letl ? u;’or(; 16.1\1 Nudc sach ]
c riéng | (nausoi 3 gio)

S
}

Dich chiét 2
co riéng

[ Duogc liéu d3 so ché dat }

Gop céc dich co } «— [ Xéc dinh ty trong

Loai tap, loc ] — [ Chét bao quan

Phun say
D6 am < 5%)

ban thanh pham

Lo
[
|
(B
|

Pong goi, kiém
nghiém, nhap kho
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So @6 2.1. Cac giai doan san xuat

thoi gian sdy 40 — 60 phut, d6 am: 3 — 5%

'

[ Sira hat /KBC-SH2D-20A / 1u6i 1,0 mm ]

[ May sdy tang s6i FL-120 Nhiét d¢: 55-60°C, }

A 4

[ Tron hoan tit/ KBC-LP2G-200/ 10 phut ]
Ray qua lwoi 0,5mm
Magnesi Stearat
Bao vién/ KBC-BP-80
Khéi Iugng 16p bao: 10 mg

Kiem nghiém

Kiém nghiém

Kiém nghiém >
Ep vi/ EVN-35A/ 10 vién Cam quan chai
dong lo/ 45 vién Do kin chai
v
[ bong goi (vo hop, vo thung) ]
!
[ Kiém tra Thanh phim dong goi va luu |
v

 Xuitxuong thanh phim
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So d6 2.2. Qui trinh sin xuit
2.2. Poi twong nghién ciru
2.2.1. Nghién cvru trén dong vit
- Chudt nhat trang (Mus musculus) ching Swiss, khoé manh, ca hai
giéng trong lugng trung binh 25 + 2g (dé nghién ctu tac dung trén lipid
mau) va 20 + 2g (nghién ctru doc tinh cdp) do Vién Vé sinh dich t& Trung
wong cung cap.
- Chudt cbng tring ca hai giéng, khoé manh, trong luong 150 - 180g.
- Thé chung Oryctolagus cuniculus, ca hai giéng, khoé¢ manh, trong
luong 1,8- 2,5 kg do Trung tdm dé - tho Son Tay (Vién chin nudi) cung cap.
Dong vat thuc nghiém dugc nuoi 3- 5 ngay trude khi nghién ciu va
trong sudt thoi gian nghién ctru bang thic an chuan riéng cho ting loai (do
Cong ty lién doanh Guyomarc’h-VCN va Vién Vé sinh dich t& trung wong
cung cip), ubng nudc tu do.
2.2.2. Nghién ciwru trén lam sang
Ngudi ¢6 hoi chimg rdi loan lipid mau duge dua vao dién nghién ciru.
2.2.2.1. C& mau
Cong thic duge st dung dé tinh ¢& mau danh gia su thay d6i ham
lugng cholesterol trudc va sau diéu tri.

20° (Zy-oi2 + Zl-ﬁ)2

n=
(b - )’

n: ¢& mau téi thiéu; o: d6 1éch chuan tir nghién ctru thir nghiém = 0,55
Z1go = 1,96, Z 1-— 0,842

11: ham luong cholesterol trude diéu trj 13 6,16 (Nghién ctru thir 10 BN).
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t2: ham lugng cholesterol sau diéu tri 1a 5,70 (Nghién ctru thir 10 BN).
Nhu vay, theo tinh toan sd bénh nhan can cho nghién ctru 1a 85, thuc té chon
90 bénh nhan.
2.2.2.2. Tiéu chudn chon bénh nhdn vao dién nghién ciru
- Bénh nhan hai giéi (nam va nit) diéu tri tai Bénh vién YHCT Bo Céong an.
- Chua tung dugc diéu tri béng mét thudc RLLPM nao hodc néu duoc
diéu tri roi thi cling d3 ngung cac thudc do it nhat 3 thang, khong dung céc
thudc c6 thé giy RLLPM.
- Khong phan biét gidi tinh, nghé nghiép.
- Tudi > 30
- Tw nguyén tham gia nghién ctru nay.
* Tiéu chuin chon bénh nhin theo YHHD
Bénh nhan c6 hoi chung RLLPM thoa méan diéu kién [24], [42]:
+ CT > 6,5 mmol/l, LDL-C > 4,2 mmol/I
+ Hodc TG > 2,3 mmol/l
+ Hoac CT tu 5,2 - 6,2 mmol/l, HDL-C < 0,91 mmol/I.
Bénh nhan dugc chon vao nghién ctru ¢6 s6 do huyét ap tam thu tur 110
- 139 mmHg, huyét 4p tam truong 70 - 89 mm Hg (thudc giai doan tién tang
huyét ap theo JNC VII, thang 6 nam 2003).
* Tiéu chudn chon bénh nhéin theo YHCT (thé ty hu dam thap va thé ty
than duong hu) [13], [103], [104].

T chan Ty hu dam thap Ty than duong hu

Vong | ludi béu, cé vét han rang, réu trang | ludi béu, réu trang, hinh thé map

nhét, hinh thé map

Vin | néi binh thuong, nhé yéu, néi to néi binh thuong, nhé yéu, noi to
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Van | an kém, cham ti€u, t& chi ra ro1, | dau lung, méi goi, u tai, ti€u
chudng bung, t€ nang chan tay, té | dém, hoa mat, chong mat, bung

nang than chuong, an kém

Thiét | mach hoat, co nhé&o mach trdm té, co nh&o

2.2.2.3. Tiéu chudn loai trie bénh nhan ra khoi dién nghién cuu (YHHDP)

- Bénh nhan c6 hoi ching RLLPM thir phat sau cic bénh: thiéu ning
gidp, dai thdo duong, hoi ching than hu, suy gan, suy than.

- Bénh nhén rdi loan tiéu hoa kéo dai anh hudng téi hip thu va chuyén
héa thudc, phu nit c6 thai, dang cho con b1, ngudi bi suy dinh dudng, nguoi
bénh tam than, nguoi dang st dung thudc anh hudng dén chuyén hoa lipid.

- Bénh nhan mic cac bénh nhiém khuan, bénh cap tinh kém theo.

- Bénh nhan nghién ctru nhung khong chap hanh dung theo tiéu chuan
nghién ctru (khong udng thude dung quy dinh, dung thém thude khac...).

- Bénh nhan dang thuc hién ché d6 an kiéng.

2.3. Pia diém thue hién nghién ciru
2.3.1. Nghién cvru trén thuc nghiém
Nghién clru dgc tinh va tac dung trén dong vat thuc nghiém duoc tién
hanh tai B§ mon Duoc 1y truong Pai hoc Y Ha No1 va B mon Duogc 1y - Hoc
vién Quan Y.
2.3.2. Nghién cvru trén lam sang
Nghién ctru duoc tién hanh tai Bénh vién Y hoc ¢ truyén Bo Cong an,
thoi gian nghién ctru trén lam sang 10/2013- 7/2014.
2.4. Céc trang thiét bi, h6a chat phuc vu cho nghién ciru
2.4.1. Cdc trang thiét bi, héa chit phuc vu cho nghién civu thuc nghiém
- Cholesterol tinh khiét (Merck - D).
- Déu lac (Cong ty Truong An - Viét Nam).
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- Propylthiouracil vién nén 50 mg (Biét duoc Lothisil ® ctia hing Young
IL Pharma Han Qudc).

- Acid cholic (Sigma- Singapore)

- Poloxamer 407 (Sigma - Singapore)

- Atorvastatin vién nén 10mg - biét dugc Lipistad (hdng STADA- Viét Nam).

- Kit dinh luong céc enzym va chét chuyén hoa trong mau: ALT (alanin
aminotransferase), AST (aspartat aminotransferase), bilirubin toan phan,
protein, cholesterol toan phan, triglycerid, HDL-cholesterol va creatinin cta
hdng Hospitex Diagnostics (Italy) va hang DIALAB GmbH (Ao).

- Dung dich xét nghiém mau ABX Minidil LMG hang ABX- Diagnostics.

- C4c hoa chat xét nghiém va lam tiéu ban mo6 bénh hoc.

- May Vet abc™ Animal Blood Counter cua hing Ugo- Basile (ltaly).

- May xét nghiém sinh hda A25 Biosystem- Tay Ban Nha (Nghién ctru
doc tinh ban trudng dién).

- May xét nghiém sinh hoa XC- 55- Trung Qudc.

2.4.2. Cdc trang thiét bi, héa chit phuc vu cho nghién civu trén lam sing

- Dung cy, mady moc phuc vu xét nghiém cén lam sang: bom kim ti€ém,
pipet, ong nghiém, huyét ap ké dong hod ctua Nhat Ban, can dong ho.

- May huyét hoc tu dong Cell- dyn 1700 ctia hing ABBOT (M¥).

- May sinh hdéa ban ty dong photometer 4010 cua hang Boehringer.-
Mannheim.

- Hoa chat: Hoa chit cua hing J.T. Baker (Thuy DPién); Kit thir ctia hang
Celtrolic va hang Easylab (Dtrc).

2.5. Phwong phap nghién ciru
2.5.1. Nghién civu dic tinh cdp va doc tinh ban trwong dién ciia Lipidan
2.5.1.1. Nghién ciru djc tinh cdp

Pugc tién hanh theo phuong phép Litchfield - Wilcoxon [105].



46

Chudt nhét tréng dugc chia thanh ting 16, mdi 16 10 con.

Cho timg 16 chudt udng thudc thtr Lipidan véi liéu tir lidu cao nhat
khong gy chét téi lidu thap nhat gay chét 100% chudt. Chudt duoc nhin dn
12 gid trude khi udng thude, van ubng nude day du.

Theo ddi sd chudt chét trong 72 gio dau va tinh trang chung cua chudt
trong 7 ngay sau khi uéng thudc (an udng, hoat dong, di lai, bai tiét, ...).

Néu chudt chét, mo danh gia dai thé ton thuong cua cac co quan. Xéc
dinh liéu chét 50% (LDso) theo ty 1& chudt chét trong vong 72 gio dau.
2.5.1.2. Nghién ciru djc tinh ban truong dién

Poc tinh ban trudng dién trén tho theo duong udng dugce tién hanh theo
huéng dan cia WHO [106].

Tho dugce chia 1am 3 16, mdi 16 12 con, mdi con nhét riéng mot chudng.

- L6 chimg: udng nude cat 5ml/kg/ngay

- Lo tri 1: udng Lipidan liéu 0,3 g/kg/ngay (liéu cé tic dung twong
dwong trén ngueoi, tinh theo hé sé 3).

- L6 tri 2: udng Lipidan liéu 1,5 g/kg/ngay (gdp 5 lan 16 tri 1)

Thé dugc udng nuéc hodc thude thir véi thé tich déng nhat 5
ml/kg/ngdy trong 6 tuan lién, mdi ngay mot lan vao budi sang.
2.5.1.3. Cac chi tiéu theo doi truoc va trong qua trinh nghién cuu

- Tinh trang chung, thé trong ctia tho.

- Panh gia chtrc phan tao mau thong qua sb luong hong cau, ham luong
hemoglobin, hematocrit, cong thirc bach cau, sb lwong bach cau va tiéu cau.

- Panh gia ton thuong gan thong qua hoat d6 enzym ALT, AST trong mau.

- Pénh gia chirc nang than bang dinh luong néng do ure, creatinin huyét thanh.

- Cac thong so theo ddi duoc kiém tra tai 3 thoi diém: truéc khi udng
thudc, sau 3 tudn va sau 6 tuan udng thudc.

- M5 bénh hoc: sau 6 tuan udng thudc, tat ca thd dugc md quan sat dai thé
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cac co quan. Kiém tra ngau nhién cau truc vi thé gan, than cua 30% s6 tho mai 16.

2.5.2. Ddnh gid tic dung ciia Lipidan trén mé hinh gdy réi loan lipid mdu
thuc nghiém.
2.5.2.1. M6 hinh gdy roi loan lipid mdu theo co ché néi sinh

St dung va diéu chinh mé hinh giy ting lipid mau ndi sinh bang
Poloxamer 407 (P- 407) theo Millar va cong su [107].

Chuan bi dung dich P- 407 2 % bang cach pha 0,4 g P- 407 trong 20 ml
nuéc mudi sinh 1y, dé ta lanh qua dém dé l1am ting do tan cta P- 407.

Chudt nhét trrfmg duogc chia lam 5 16, mbi 16 10 con.
+ L6 1 (chung tring): uéng nudc cat hang ngdy, ngay thir 7 tiém mang bung
nuéc mudi sinh 1y 10 ml/kg.
+ L6 2 (md hinh): udng nudc cat hang ngay, ngay thir 7 tiém mang bung P-
407 liéu 200mg/kg.
+ L6 3 (chung duong): uéng atorvastatin liéu 100 mg/kg hang ngay, ngay tht
7 tiém mang bung P- 407 liéu 200mg/kg.
+ L6 4 (Lipidan liéul): udng Lipidan liéu 6,0g/kg hang ngay, ngay thi 7 tiém
mang bung P- 407 liéu 200mg/kg.
+ L6 5 (Lipidan lidu 2): udng Lipidan liéu 12,0g/kg hang ngay, ngay thir 7
tiém mang bung P- 407 liéu 200mg/Kg.

Chudt duoc udng Lipidan, atorvastatin hodc nudc cat trong 7 ngay. Vao
ngay thir 7, chudt & cac 16 (trir 16 1) duogc tiém mang bung P- 407. Tat ca cac
chudt dugc nhin an trong 24 gio, uéng nudc tu do. Ngay thu 8, 24 gio ké tur
khi tiém P- 407, tat ca cac chudt dugc 1y mau dong mach canh lam xét
nghiém dinh lugng triglycerid (TG), cholesterol toan phan (TC), HDL-
cholesterol (HDL- C).
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Chi s6 non- HDL- cholesterol (cholesterol khong phai HDL) duoc tinh
bang cong thirc:
Non- HDL- C = (TC) - (HDL- C)

2.5.2.2. M6 hinh gdy roi loan lipid mdu theo co ché ngoai sinh

Mo hinh giy tang lipid méau theo co ché ngoai sinh dugc tién hanh theo
phuong phap ctia Nassiri va cong su (2009) [108] c¢6 diéu chinh ham luong
acid cholic va PTU theo nghién ctru ctia Nguyén Phuwong Thanh (2011) [109].

Cho chudt udng hdn hop dau cholesterol bao goém: cholesterol, acid
cholic, propylthiouracil (PTU) pha trong dau lac (bang 2.1) véi ham luong 10
ml/kg/ngdy trong 4 tuan.

Bang 2.1. Thanh phan hdn hop dau cholesterol

Thanh phan M6 hinh Nassiri Mo hinh d3 diéu chinh
Cholesterol (g/mL) 0,1 0,1
Acid cholic (g/mL) 0,1 0,01
PTU (g/mL) 0,03 0,005
Dau lac vira du 1 mL 1 mL

Chuot céng duoc chia thanh 5 16, mdi 16 10 con véi ti 1& duc/cai nhu
nhau ¢ mdi 10.
Céc 16 chudt dugc udng thude hang ngay trong 4 tuan nhu sau:
Nudc + nudc
e
L61(n=10) | | | Tuan
0 2 4

Dau cholest/te + nudc
a I
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L62(n=10) | Tuén
0 2 4
Dau cholesterol + Atorvastatin
L6 3 (n=10) lr T \+ Tuan
0 2 4
Dau cholesterol + Lipidan liéul
I
L6 4 (n=10) r | \f Tuan
0 2 4

Dau cholesterol + Lipidan liéu 2

Lo5m=10) §_ t B Tudn
| | r
0 2 4

So d6 2.3. Quy trinh nghién ciru thue nghiém
+ L6 1 (chung trang): hang ngay chudt udng nudc cat voi thé tich 1ml/100g
thé trong.
+ L6 2 (md hinh): hang ngay chudt dugc udng hdn hop dau cholesterol
1ml/100g thé trong.
+ L6 3 (chung duong): hang ngay chudt udng hdn hop dau cholesterol
ml/100g thé trong va Atorvastatin 10mg/kg thé trong.
+ L6 4 (Lipidan liéu 1): hang ngay chudt dugc udng hdn hop dau cholesterol
1ml/100g thé trong va Lipidan 0,7g /kg thé trong (liéu c6 tac dung tiwong
dwong trén nguroi, tinh theo hé sé 7).
+ L6 5 (Lipidan liéu 2): hang ngay chudt duoc ung hdn hop dau cholesterol

1ml/100g thé trong va Lipidan 1,4g/kg thé trong.
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Thudc thir va thude ching duong duge udng 2 gio sau khi udng hdn hop
dau cholesterol.

Tién hanh can trong luong chudt & tat ca cac 16 tai thoi diém trudc, sau
nghién cau 1, 2 va 4 tuan.

Tai thoi diém trude nghién cuu, sau 2 tudn va sau 4 tuan, chudt duoc
nhin in qua dém (vin udng nuéc tu do), ldy mau dudi chudt dé dinh luong
cac chi sé lipid mau: Cholesterol toan phan (TC), triglycerid (TG), HDL
cholesterol (HDL- C) va tinh chi sé non- HDL- cholesterol.

2.5.3. Pdnh gid tdc dung ciia vién nang Lipidan trong diéu tri réi loan lipid
mau ¢ nguoi bénh.
2.5.3.1. Phuong phap nghién curu

Thir nghiém 1am sang ma, so sanh trudc va sau diéu trj.
2.5.3.2. Tién hanh nghién ciru
* Chon 90 bénh nhan, trong d6 45 bénh nhan thé ty hu dam thap (nhom A) va
45 bénh nhan thé ty than duong hu (nhém B).

- Bénh nhan duoc kham 2 lan doc 1ap, qua 2 ban kham tai bénh vién YHCT
Bd Cong an. Chon 90 bénh nhan du ti€u chuan dua vao dién nghién ctru.

- Lam bénh an: bénh nhan dugc kham lam sang, xét nghiém can lam
sang vao thoi diém trude diéu tri (Do) va sau 42 ngdy diéu tri (D).

* Cach dung thude (vién nang Lipidan)

- Vién nang Lipidan ham luvong 0,54g/vién.

- Cé4ch dung: mdi ngay ubng 9 vién, chia lam 3 1an, mdi 1an 3 vién, udng
trude an 30 phut, udng thude lién tuc trong 42 ngay.
2.5.3.3. Cdc chi sé nghién citu

- Chi s6 khéi co thé (BMI): tinh BMI cho bénh nhan vao thoi diém trudc
diéu tri (Dy), sau diéu trj 42 ngay (Da,), theo cong thic:

BMI = Cannang (kg)
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[Chiéu cao (m)]*

Trong luong co thé: can bénh nhan vao budi sang, luc déi.

Chiéu cao: do mét 1an lac bat dau diéu tri bang thudc trén can dong hd.

- Mach, huyét ap bénh nhan: do huyét 4p bénh nhan hang ngay vao khoang
8 dén 9 gid sang & tu thé nam. Bénh nhan duoc nghi ngoi trude khi do it nhat 15
phut. Lan kham dau tién do huyét p & ca 2 tay, ghi nhan s6 huyét 4p & tay nao
cao hon lam mdc theo ddi trong sudt thoi gian nghién ciru. Bénh nhan khong hat
thudc 13, khong dung chat kich thich hay bat ky mot loai thubc nao khac cé anh
hudng toi huyét ap.

- Chi sb huyét hoc va sinh hod mau: bénh nhan duoc léy mau tinh mach
vao budi sang (luc chua an sang) va cach bita an t6i hom trudc it nhét 1a 12
gid. Cac chi sd theo ddi xét nghiém gom: Cong thirc mau, chi sb lipid méau
(cholesterol, triglycerid, HDL- C, LDL- C), chi s6 danh gia chirc ning gan,
than (ALT, AST, ure, creatinin), glucose mau.

- Céc tac dung khong mong muén trong qua trinh dung thudc.
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Bénh nhan

l

Hoi va kham 1am sang, lam cac xét nghiém:
hoa sinh, huyét hoc

!

Chon bénh nhan, lam bénh an

O

[ Nhom A: Ty hu dam thap ] [ Nhom B: Ty than duong hu ]

\ 4 A 4

Sau 42 ngay diéu tri (Ds,) ]

A
Kham lam sang
Xeét nghiém can 1am sang

\4

[ So sanh (Dg va D4y, nhom A véi nhom ]

y

[ DPanh gia két qua diéu tri chung ]

So dd 2.4. Quy trinh nghién ctru trén 1Am sang

2.5.3.4. Tiéu chuan danh gid két qua
* Danh gia theo YHHD duya trén xét nghiem can ldm sang:

Chia 1am 4 loai dua theo tiéu chuan nghién ctru 1am sang cia B Y té
Trung Quéc [42],[110], [111].
- Loai tot: dat it nhit mot trong cac muc do:

+ CT giam > 20%

+ TG giam > 40%

+ HLD- C tang > 0,259 mmol/Il

+ LDL- C giam < 3,90 mmol/I
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- Loagi kha: dat it nhat mot trong cac murc do:
+ CT giam 10% - 20%.
+ TG giam 20% - 40%.
+ HLD- C tang tir 0,120- 0,258 mmol/I.
+ LDL- C giam 3,900 - 4,90 mmol/I.
- Khéng higu qud: khong thay doi cac chi tiéu hoic thay d6i it (& dudi muc
cac chi ti€u cua hi¢u qua kha).
- Xdu: dat it nhat mot trong cac muc do:
+ CT tang > 10%.
+ TG tang > 10%.
+ HLD- C giam > 0,120 mmol/I.
- Loai tot:
+ Mach hét hoat, hét tram té.
+ Réu ludi hét trang nhon, hinh thai ludi can d6i.
+ Hét dau dau, chong mat.
+ Hét té moi, hét ning né.
+ Hét ttrc nguc, hét chudéng bung
+ Hoat dong binh thuong...
- Loai khd: Cic triéu chtimg 1am sang giam nhung chua hét han.
+ Mach hét nhu hodn.
+ Réu ludi con trang nhon, chat ludi con béu, con ngan rang.
+ Con biéu hién dau dau, chéng mat.
+ Con cam giac té moi, ning né.
+ Con trc nguc nhe.
+ Ctr dong d& nang né.
- Khong hiéu qud: cac tridu chimg 1am sang khong thay doi.

- Xdu: cac triéu chimg khong thay doi ma cé thé con tang lén.
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2.6. Xir 1y s6 liéu
- S6 liéu thu duoc trong nghién ctru duoc xtr 1y theo phuong phap xac
suat thong ké y sinh hoc.

- Xtr Iy bang phan mém SPSS 16.0, kiém dinh su khac biét cac gia tri bang
test t-Student va test “trude- sau”. Su khac biét c6 ¥ nghia thong ké véi p < 0,05,

2.7. Pao dirc trong nghién ciru

- Nghién ctru dugc thong qua Hoi dong cham dé cuong nghién ciru sinh

cua truong Pai hoc Y Ha Noi.

- Puoc su déng y cua Hoi déng khoa hoc va dao duc Bénh vién YHCT
B6 Cong an - Ha Nou.

- T4t ca bénh nhéan ty nguyén hop tac tham gia nghién ctru.

- Nghién ctru chi nham bao vé, nang cao stic khoe cho bénh nhan, khong
nham muc dich nao khac. Trong qué trinh nghién ciru néu c6 phan tng bat loi

cho strc khoe ngudi bénh thi ngimg ding thube nghién ciru va diéu tri kip thoi.
2.8. Kiém soat sai s6

- Phat t& hudéng dan vé ché do an cho ngudi bénh (phu luc: 3).

- Hudng dan ché do an cho bénh nhan.

- Thudc cép cho bénh nhan hoan toan mién phi.

- Bénh nhan uéng hét thudc, tra vo thude va phat thude tiép lan sau.
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Chuong 3
KET QUA NGHIEN CUU

3.1. Péc tinh cip va ddc tinh ban truwong dién cia vién nang Lipidan
3.1.1. Péc tinh cdp

Tién hanh x4ac dinh doc tinh cip va tinh LDs ctia Lipidan trén chudt nhat
tring theo duong udng, két qua cho thay:

- Chudt nhat tring duoc udng Lipidan véi lidu ting dan tir 17,3
g/kg/ngay dén 43,2 g/kg/ngay (gap 36,0 lan liéu tuong duong licu diéu trj trén
nguoi) voi luong udng mdi 1an 0,25 ml/10g can ning, ubng 3 1an/24gid, cac
lan udng cach nhau 2 gio.

- Trong vong 72 gio dau sau khi uéng thudc, chudt van in udng, hoat
dong va bai tiét binh thudng. Khong thay c6 biéu hién ngd doc & chudt ciing
nhu khéng c6 chudt nao chét.

- Theo ddi tiép trong 7 ngay sau ubng thudc, thay chudt van hoan toan
binh thuong, khong c6 biéu hién gi dic biét.

Do khéng thé ting d6 ddm dic cta thudc cling nhu khong thé ting thé
tich cho chuot uéng nén chua xac dinh duoc doc tinh cép va chua tinh duoc
LDs, ctia Lipidan trén chudt nhét tring theo dudng udng.

3.1.2. Pjc tinh bdn truong dién
3.1.2.1. Tinh trang chung va sy thay doi thé trong ciia thé

Trong thoi gian thuc nghiém, khong thay biéu hién gi dic biét & ca 3 16

tho. Tét ca tho ¢ 3 16 déu hoat dong binh thuong, nhanh nhen, mét sang, long

muot, an uong tot, phan kho.
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Bang 3.1. Anh huéng ciia Lipidan dén thé trong thé

Lo chirng Lo tril Lowi2
(n=12) (n=12) (n=12)

Thoi gian Trong | %1 | Trong | %1 | Trong | %7 p
luong | trong | lugng | trong | lugng | trong

(kg) | luong | (kg) | lwong | (kg) | luong

Truéc  ubng | 2,06 + 2,05 + 2,03 +

, > 0,05
thuée (1) 0,17 0,19 0,19

Sau 3 tudn| 2,28+ | 10,35 | 2,27+ | 11,08 | 2,25+ | 11,14

, , >0,05
uong thuoc (2) | 0,19 |+£396| 0,13 | £4,71| 0,16 | £5,17

p (1-2) <0,05 < 0,05 <0,05

Sau 6 tuan| 2,45+ | 1895 | 2,47+ | 21,08 | 2,43+ | 20,34

. . > 0,05
uong thuoc (3) | 0,19 | +6,28 | 0,12 | £8,07| 0,12 | £8,61

p (1-3) <0,05 < 0,05 <0,05

Ké t qud & ba ng 3.1 cho th y: sau 3 tud n ¥ 6 tud n ud ng
thud c, tro nglw ¢ ngthd & cd 310 & utd ngsovd itrw & c nghin
cl? u.M® ¢ & giatd ngtro nglw ¢ ngthd gilr a Cc 1o kiic bié t khong

ciinghi athd ngk vé ip>0,05.
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3.1.2.2. Banh gia chirc nang tao mau

Bang 3.2. Anh huéng ciia Lipidan dén s6 lrong hong cau trong mau thoé

S6 lwong hong ciu (T/)
Thoi gian L6 chung Lotrl L6 tri 2 p

(n=12) (n=12) (n=12)

Trudc ubng thube (1) 5,12 +0,13 | 5,31+ 0,15 | 5,26 + 0,23 | > 0,05

Sau 3 tuan udng thudc (2) | 5,09 0,64 | 5,28 +0,31 | 5,33 +0,17 | >0,05
p (1-2) > 0,05 > 0,05 > 0,05

Sau 6 tuan udng thudc (3) | 5,26 £0,72 | 5,32+ 0,19 | 5,21 +0,32 | >0.05
p (1-3) > 0,05 > 0,05 > 0,05

Bang 3.3. Anh huéng ciia Lipidan dén ham lwong huyét sic t6 trong mau thé

Ham lwong huyét sic té (g9/d])
Thoi gian L6 ching Lotril Lo tri 2 p

(n=12) (n=12) (n=12)

Trudce udng thude (1) 10,12+ 0,91 | 10,72+ 0,55 | 10,20 0,63 | > 0,05

Sau 3 tuan udng thudc (2) | 10,24+ 0,63 | 10,82+ 0,44 | 10,25+ 0,63 | > 0,05
p (1-2) > 0,05 > 0,05 > 0,05

Sau 6 tuan udng thude (3) | 10,43+ 0,75 | 10,54+ 0,53 | 10,52+ 0,64 | > 0,05
p (1- 3) > 0,05 > 0,05 > 0,05
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Bang 3.4. Anh huéng ciia Lipidan dén hematocrit trong mau tho

Hematocrit (%)

Thoi gian L6 chung Lotri 1 Lo tri 2 p
(n=12) (n=12) (n=12)
Trudce udbng thude (1) 0,30 £0,03 | 0,32 +0,07 | 0,31 +0,14 | > 0,05
Sau 3 tuan udng thude (2) | 0,31+ 0,02 | 0,31 +£0,03 | 0,31 +0,23 | > 0,05
p (1-2) > 0,05 > 0,05 > 0,05
Sau 6 tuan udng thude (3) | 0,31+0,12 | 0,32 £0,01 | 0,32+ 0,15 | > 0,05
p (1-3) > 0,05 > 0,05 > 0,05

Bang 3.5. Anh huwdéng cua Lipidan dén so lwgng bach ciu trong mau tho

S6 lwong bach ciu (G/I)

Thoi gian L6 ching Lotril Lo tri 2 p
(n=12) (n=12) (n=12)
Trudc ubng thude (1) 6,17+1,12 | 6,38+1,71 | 6,54+ 1,21 | >0,05
Sau 3 tuan udng thudc (2) | 6,42 +1,37 | 6,19 + 1,07 | 6,96 + 1,37 | > 0,05
p (1- 2) > 0,05 > 0,05 > 0,05
Sau 6 tuan udng thudc (3) | 6,51+ 1,64 | 6,41 +1,25 | 6,75+ 2,01 | >0,05
p (1-3) > 0,05 > 0,05 > 0,05
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Bang 3.6. Anh huéng cia Lipidan dén cong thirc bach ciu trong méu thé

Cong thirc bach ciu (%)

L6 ching Lot 1 Lotr12
Thoi gian (n=12) (n=12) (n=12)
Lympho Tt::?lg Lympho -l:[rl:?lg Lympho Ttrltrj]?]g
Truécubng | 59,75+ | 37,12+ | 59,16 + | 36,86 + | 59,64 + | 37,87 +
thude (1) 4,18 7,23 3,21 8,04 5,21 7,16
Sau 3 tudn 59,890+ | 37,73+ | 59,86+ | 37,06 £ | 59,84+ | 37,53
uong thude (2) | 4,25 7,18 4,92 6,73 5,21 7,38
p (1-2) >0,05 | >0,06 | >0,05 | >0,05 | >0,05 | >0,05
Sau 6 tuan 5899+ | 37,25+ | 59,40+ | 36,93+ | 5956+ | 37,74
uong thuode (3) | 5,02 7,62 4,61 7,37 7,03 5,34
p (1-3) >0,05 | >0,06 | >0,05 | >0,05 | >0,05 | >0,05

Bang 3.7. Anh huéng ciia Lipidan dén s6 lwong tiéu ciu trong mau tho

S6 lugng tiéu cau (G/1)
Thot gian L6 ching Lotril Lo tri 2 p
(n=12) (n=12) (n=12)
Trudeuong | 501 1346056 | 3029847512 | 309.13+63.29 | >0.05
thudce (1)
Sau 3 tuan
) ' 303,26467,11 | 307,06 + 74.27 | 305,45+66,47 | > 0,05
uong thuoc (2)
0 (1-2) > 0,05 > 0,05 > 0,05
Saubtuan | o0519,65 53 | 30516+ 72,17 | 3077146457 | > 0,05
uong thuoc (3)
p (1-3) > 0,05 > 0,05 > 0,05

Ké tqud & ba ng3.2 én37chothd y:sau3 tud n 9 6tud n
ud ng Lipidan, tA tcd &cké tquad Xtnghi® m~nh gf ch(r cnd ngta o

mu & 10 tri

1 va 1o trj

2 & ukhong cisy kAcbi@ tciinghi asove i
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16 chr ng ¥ so $nh gilr a &c th® i i& m trw & ¢ ¥ sau khi ubé ng thud c

the¢ (p > 0,05).

3.1.2.3. Banh gia doc tinh trén gan

Bang 3.8. Anh huéng ciia Lipidan dén hoat @9 AST trong mau thé

Hoat do AST (UI/)
Thot gian L6 ching Lotril Lo tri 2 p
(n=12) (n=12) (n=12)
Trudc udng
P 40,78 + 7,15 40,23 £ 5,98 41,43+6,58 |>0,05
thudce (1)
Sau 3 tuan
p . 41,08 £ 6,37 40,91 +6,72 40,22 +7,13 | >0,05
uong thudc (2)
p (1-2) > 0,05 > 0,05 > 0,05
Sau 6 tuan
p . 41,21 +7,09 41,56 £+ 6,23 40,57 +7,23 | >0,05
uong thudce (3)
p (1-3) > 0,05 > 0,05 > 0,05

Bing 3.9. Anh huéng ciia Lipidan dén hoat @9 ALT trong mau thé

Hoat do ALT (UI/1)
Thoi gian L6 ching Lotril Lo tr1 2 p
(n=12) (n=12) (n=12)
Trudc udng thude (1) | 39,92 +4,98 | 40,50 + 5,03 | 37,07 +6,01 | > 0,05
Sau 3 tuan uéng
P 40,08 +5,01 | 40,77 £5,70 | 38,21 +5,76 | > 0,05
thuoc (2)
p (1- 2) > 0,05 > 0,05 > 0,05
Sau 6 tuan uéng
p 41,39+555 | 4201+6,03 | 37,14+5,12 | > 0,05
thuoc (3)
p (1-3) > 0,05 > 0,05 > 0,05

Két qua & cac bang 3.8 va 3.9 cho thiy: sau 3 tudn va 6 tuin udng
Lipidan, cac xét nghi¢m danh gia ddc tinh trén gan (hoat 40 AST, ALT) trong
mau tho & ca 16 tri 1 (udng Lipidan liéu 0,3g/kg/ngdy) va 16 tri 2 (udng



61

Lipidan lidu 1,5g/kg/ngay) déu khong c6 su khac biét co y nghia so véi 16

chtng va so sanh gitra hai thoi diém trude va sau udng thude thir (p > 0,05).

3.1.2.4. Anh huong ciia Lipidan chitc ndng thén

Bang 3.10. Anh huéng ciia Lipidan dén ndng d ure trong mau thé

Ure (mmol/Il)
Thoit gian L6 chung Lotril Lo tri 2 p

(n=12) (n=12) (n=12)

Trudc udng thude (1) | 5,29+0,22 | 5,12+ 0,91 | 4,92+0,89 | >0,05

Sau 3 tuan uéng thudce (2) | 5,31+ 0,38 | 5,12+ 0,75 | 5,01 +0,87 | > 0,05
p(1,2) > 0,05 > 0,05 > 0,05

Sau 6 tuan uéng thudc (3) | 5,27 £ 0,25 | 5,11+ 0,98 | 4,96 +0,74 | > 0,05
p (1,3) > 0,05 > 0,05 > 0,05

Bing 3.11. Anh huéng ciia Lipidan dén nong d¢ creatinin trong mau thé

Creatinin (umol/l)
Thot gian Lo ching Lot Lo tr12 p
(n=12) (n=12) (n=12)
Trudc udng thud
Hoe u(jr)lg 1% 1 60,32+ 9,85 | 61,36 +7,67 | 60,27 +851 | >0,05
Sau 3 tuan udng
\ 61,05+7,94 | 61,53+7,89 | 60,74 +8,37 | >0,05
thuoc (2)
p (1-2) > 0,05 > 0,05 > 0,05
Sau 6 tuan udng
\ 60,58 + 8,01 | 62,57 +8,12 | 61,43+8,75 | >0,05
thuoc (3)
p(1-3) > 0,05 > 0,05 > 0,05
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Ké t qud & ba ng 3.10 ¢ 3.11 cho thd y: sau 3 tud n ¥ 6 tud n
ud ng Lipidan, nd ng 6 ure ¥ creatinin trong iuthd & ca loti 19
1o trj 2 u khong ¢i sy kRc bié tciinghi athd ngk so vé ild chlr ng ¥
so §nh gi? a hai th®’ i i€ m trw & ¢ ¥ sau khi ud ng thud ¢ thir (p >

0,05).

3.1.2.5. Thay 06 i vé mo bé nh ho ¢

* Pai thé: Trén tat ca cac tho thuc nghiém (ca 16 ching va 2 16 tri),
khong quan sat thdy c6 thay doi bénh 1y nao vé mat dai thé ciia cac co quan
tim, phéi, gan, lach, tuy, than va h¢ théng ti€u hoa cua tho.

* Vi thé:

- Hinh thai vi thé gan:

+ L6 chimg: té bao gan binh thuong, ciu tric tiéu thuy gan, khoang ctra
va mach mau binh thuong (4nk 3.1).

+ Lo tri 1 (udng Lipidan lidu 0,3g/kg/ngay): Ciu triic gan binh thuong,
khong thay hinh anh t6n thuong. (4nh 3.2).

+ L6 tri 2 (ubng Lipidan lidu 1,5g/kg/ngay): Cau triic gan binh thuong,
khong thay hinh anh ton thwong (4nk 3.3).

9 L -

.”\'.> Yo »\ -»k"“‘.ﬁ._'._." ,~">
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Anh 3.1: Hinh thai vi thé gan thé 16 chig (#16 s6 2) (HE x 400).
1.Té bao gan binh thwong  2.Tinh mach trung tim tiéu thiry
(HE x 400: Nhuom Hematoxylin - Eosin, 6 phong dai 400 1an)

Anh 3.2: Hinh thai vi thé gan thé 16 tri 1 (tho s6 13)
sau 6 tudn udng Lipidan (HE x 400)

1. Té bao gan binh thwong  2.Tinh mach trung tam tiéu thiy
: — A g

N 5 ™

v e

A - ® 2
ey A St . bl
v AT .\ 4! .‘ . ¥

Anh 3.3: Hinh thai vi thé gan thé 16 tri 2 (tho s6 26)

AN
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sau 6 tuan udng Lipidan (HE x 400)

1. Té bao gan binh thwong  2.Tinh mach trung tim tiéu thity

- Hinh thai vi thé thén:

+ L6 chimg: cau trac ving vo va ving tiy binh thudng. Cau than va
6ng than binh thuong (Anh 3.4).

+ L6 tri 1: cdu triic vi thé than binh thudng, khong thay hinh anh t6n
thuong (Anh 3.5).

+ Lo tri 2: cdu trac vi thé ciia than binh thudng, khong thay hinh anh
ton thuong (Anh 3.6).

L R AR

Anh 3.4: Hinh thai vi thé than thé 16 chimg (tho s6 2) (HE x 400)
1. Cau thin binh thuwong 2. Ong thén binh thuong
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Anh 3.5: Hinh thai vi thé than thé 16 tri 1 (tho s6 13)
sau 6 tuan udng Lipidan (HE x 400)
1. Cdu thin binh thwong 2. Ong thdn binh thuong

Anh 3.6: Hinh thai vi thé than thé 16 tri 2 (tho s 26)
sau 6 tuan udng Lipidan (HE x 400)

1. Cdu thén binh thwong  2.0ng thdn binh thuong
3.2. Téc dung ciia Lipidan trén mé hinh gay roi loan lipid mau trén thuc nghiém
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3.2.1. Tdc dung ciia Lipidan trén mé hinh gdy réi loan lipid mdu theo co ché
Ngi sinh.
3.2.1.1. Su thay doi trong luong chuot

Bang 3.12. Thay ddi trong hrong chudt trong thoi gian nghién ciru

Trong lwong co thé chugt

L6 n X+ SE, (9)
Trudée NC | Sau 7 ngay (%) 1
L6 1: Chimg tring 10 | 234+04 | 253+04 8,1
L6 2: M6 hinh 10 | 23,1+0,5 | 248+0,5 7,4
L0 3: Atorvastatin 100mg/kg | 10 | 23,9+05 | 256+0,4 7,1
L6 4: Lipidan 6,0 g/kg 10 | 234402 | 249+05 7,8
L6 5: Lipidan 12,0g/kg 10 | 232404 | 252+06 8,6

Két qua & bang 3.12 cho thdy tai thoi diém trude nghién ciru, khong c6
su khac biét c6 y nghia théng ké vé trong luong co thé giita cac nhom chuot.
Sau 7 ngay, tat ca cac 16 chudt déu ting can. Khong co su khac biét vé muc
d6 gia ting trong luong chudt gitta cac 16 tai thoi diém sau 7 ngdy udng nudc

hozc udng thude (p > 0,05).
3.2.1.2. Tdc dung cuia Lipidan 1én cdc chi sé lipid mdau ciia chudt

Lay méau chudt sau 24 gid ké tir khi tiém P-407 dé xét nghiém céc chi

s6 lipid.
Bang 3.13. M6 hinh réi loan lipid mau bing P-407
Chirng tring M0 hinh
Chi so

(n = 10), (X+ SE, mmol/L) | (n=10), (X+ SE, mmol/L)

TG 0,87 + 0,02 779+0,84
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TC 260+0,11 6,45+0,22""
HDL-C 1,21 + 0,04 437+0137
Non-HDL-C 1,39 +0,13 2.08+0,20"

Chii thich: Khdc biét so vé6i chiing trang: **: p < 0,01; ***: p < 0,001

S ligu tir bang 3.13 cho thay: tiém mang bung P — 407 da gy tinh trang

roi loan lipid mau 10 rét trén chudt nhét tréng. O 16 m6 hinh, ham luong TG

tang 795,4%, TC tang 148,1%, HDL- C tang 261,2% va non — HDL — C tang

49,6% so v6i 16 ching trang.

Bang 3.14. Tac dung ciia Lipidan 1én céc chi s6 lipid mau cia chudt

sau 24 gio tiem P- 407

Chi 56 lipid mdu (X + SE, mmol/L)

Lo
. n TG TC HDL-C non-HDL-C
nghién ciru
(Phan tram thay d6i so véi 16 md hinh)
L6 22mé hinh | 10 | 7,79+ 0,84 6,45+ 0,22 4,37+ 0,13 | 2,08 +0,20
Lo3: +++ +++ +++ +
13,94+0,97 4,70+0,15 3,58+0,08 1,12+ 0,17
Atorvastatin | 10
0 0 0 0
100 my/kg (179,3%) (127,1%) (118,1%) (146,2%)
Lo4: Lipidan 7,719+£0,77 554+0,25" | 4,04+0,22 1,50+0,17"
10
6,0 g/kg (10,0%) (114,1%) (1 7,6%) (127,9%)
L065: Lipidan N . s N
10 | 5,70+0,30" | 4,80+0,15 3,31+0,16 1,49+0,12
12,0 g/kg
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(126,8%) (125,6%) (124,3%) (128,4%)

Chu thich:
Khac biét so voi mo hinh: +: p <0,05; ++: p <0,01; +++: p <0,001
S liéu tir bang 3.14 cho thay:

- Atorvastatin 100 mg/kg 1am han ché rd rét cac RLLPM, 1am giam ham
luong TC va non - HDL - C so v6i 16 m6 hinh. Tuy nhién, atorvastatin lam
tang TG trén mo hinh nay.

- Lipidan liéu 6,0g/kg lam giam c6 y nghia théng ké chi s6 TC va non-
HDL — C, nhung khong 1am thay d6i ham luong TG so v&i 16 mo hinh.

- Lipidan liéu 12,0g/kg ngoai 1am giam c6 ¥ nghia théng ké chi s6 TC va

non — HDL — C con lam giam rd rét TG so v&i 16 mo hinh.
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3.2.2. Tdc dung ciia Lipidan trén mé hinh gy réi loan lipid mdu theo co

ché ngoai sinh

Bang 3.15. Thay ddi trong hrong chudt trong thoi gian nghién ciu

LO Trong lwong co thé chudt (X+ SE, )
n
nghién ciru Trude NC | Sau | tudn | Sau 2 tudn | Sau 3 tudn | Sau 4 tudn
Chung tring
) 10 | 153,0+ 5,0 | 186,5+ 5,8 | 219,0+ 5,3 | 222,5+ 5,0 | 238,0+ 4,4
Mo hinh (2) | 10 | 154,5+5,9 | 183,0+ 6,5 | 209,0+ 4,3 | 214,0+ 4,3 | 217,0+ 4,0
P12 > 0,05 > 0,05 > 0,05 > 0,05 <0,01
Atorvastatin
10 | 159,0+ 8,6 | 184,0+ 10 | 202,5+ 8,8 | 205,5+ 8,8 | 207,5+ 9,3
10mg/kg (3)
P3o > 0,05 > 0,05 > 0,05 > 0,05 > 0,05
Lipidan
10 | 150,5+ 6,0 | 180,0+ 6,8 | 195,0+ 8,3 | 198,0+ 8,0 | 201,5+ 7,8
0,79 /kg (4)
P42 > 0,05 > 0,05 > 0,05 > 0,05 > 0,05
Lipidan
10 | 152,5+ 6,1 | 180,0+ 6,8 | 196,0+ 7,2 | 200,5+ 7,5 | 204,5+ 7,4
1,4g9/kg (5)
Pso > 0,05 > 0,05 > 0,05 > 0,05 > 0,05

Két qua o bang 3.15 cho thiy chudt & tit ca cac 16 déu c6 sy gia ting
trong luong theo thoi gian.

- O 16 m6 hinh, udng hdn hop dau cholesterol trong 3 tuan dau khong
lam thay d6i c6 ¥ nghia thong ké thé trong chudt so véi 16 ching. O tuan tha
4, can nang chudt giam co6 y nghia so voi 16 chimg ( p< 0,01).

- Cac 16 udng atorvastatin 10 mg/kg, Lipidan liéu 0,7g /kg va 1,4g/kg
khong thay doi thé trong chudt co y nghia thong ké so v&i 16 mo hinh tai tat ca
cac thoi diém nghién ctru. Khong co sy khac biét trong lwong chudt giita cac

16 udng Lipidan va 16 udng atorvastatin.
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Bang 3.16. Nong dd cac chi sb lipid mau trwéc khi nghién ciru

Noéng dp cdc chi so lipid mdu trwde khi nghién civu

Lo _
n (X+£ SE, mmol/l)
nghién cuu
TG TC HDL -C | Non HDL-C
Chung trang (1) 10 | 0,72+0,03 | 2,05+0,05 | 0,89+0,04 | 1,16 +0,08
M@0 hinh (2) 10 | 0,77+0,05 | 2,00+0,02 | 0,91+0,05 | 1,09 +0,06
p (2-1) > 0,05 > 0,05 > 0,05 > 0,05
Atorvastatin
10 | 0,74+0,05 | 2,08 +0,05 | 0,90+ 0,03 | 1,18 £0,07
10mg/kg (3)
p (3-1) > 0,05 > 0,05 > 0,05 > 0,05
p (3-2) > 0,05 > 0,05 > 0,05 > 0,05
Lipidan 0,7g/kg (4) | 10 | 0,77 £0,04 | 2,06 +0,07 | 1,03 +0,07 | 1,03 +0,05
p (4-1) > 0,05 > 0,05 > 0,05 > 0,05
p (4-2) > 0,05 > 0,05 > 0,05 > 0,05
Lipidan 1,4g/kg(5) | 10 | 0,76 +0,04 | 2,03 +0,05 | 0,98 0,05 | 1,05+ 0,07
p (5-1) > 0,05 > 0,05 > 0,05 > 0,05
p (5-2) > 0,05 > 0,05 > 0,05 > 0,05

Két qua o bang 3.16 cho thdy : tai thoi diém trude khi nghién ctru, tat ca

cac chi so lipid mau & cac 16 udng atorvastatin va Lipidan khong khac biét co

y nghia so v&i 16 chirg va 16 mé hinh.
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Bang 3.17. Nong d9 cac chi s lipid mau tai thoi diém sau 2 tuin nghién ctru

. Néng dp cdc chi so lipid mdu sau 2 tuan
ngh;: i n (X+£ SE, mmol/l)
TG TC HDL-C | NonHDL-C
Chumng trang (1) | 10 | 0,73+0,02 | 2,25+ 0,06 | 0,87 +0,04 | 1,38+ 0,07
M© hinh (2) 10 | 0,80+£0,04 | 4,35+0,24 | 1,64+0,08 | 2,59+0,24
p (2-1) > 0,05 < 0,001 < 0,001 < 0,001
Atorvastatin
10mglkg (3) 10 | 0,74+0,03 | 2,99+0,17 | 1,58+0,09 | 1,41+0,18
p (3-2) > 0,05 < 0,001 > 0,05 <0,01
Lipidan 0,7g/kg (4) | 10 | 0,81+0,05 | 2,91+0,16 | 1,46+0,05 | 1,49+0,19
p (4-2) > 0,05 < 0,001 > 0,05 <0,01
p (4-3) > 0,05 > 0,05 > 0,05 > 0,05
Lipidanl,4g/kg (5) | 10 | 0,82+ 0,05 | 3,25+ 0,12 | 1,59+ 0,07 | 1,66+0,14
p (5-2) > 0,05 <0,01 > 0,05 < 0,01
p (5-3) > 0,05 > 0,05 > 0,05 > 0,05
p (5-4) > 0,05 > 0,05 > 0,05 > 0,05

Két qua & bang 3.17 cho thay :

- Sau 2 tuan udng hdn hop dau cholesterol, & 16 mo hinh, chudt bi rdi
loan lipid mau 10 rét, thé hién qua viéc tang néng d6 TC, HDL- C va non -
HDL - C so v6i 16 ching tring.

- Atorvastatin 10 mg/kg, thé hién 16 tic dung han ché rdi loan lipid mau
qua giam c6 ¥ nghia théng ké chi s6 TC va non - HDL - C so v6i 16 m6 hinh.

- Lipidan ca 2 liéu 0,7g /kg va 1,4g/kg lam giam rd rét nong do TC va
non — HDL- C so vé&i 16 m6 hinh.

- Nong d6 HDL - C ¢ 16 udng atorvastatin va 2 16 uéng Lipidan khong
khac biét so vo1 16 mo hinh.

- Khong c6 su khac biét c6 ¥ nghia théng ké vé nong do cac chi s lipid mau

gitta 10 udng atorvastatin va 2 16 uong Lipidan tai thoi diém sau 2 tuan nghién ctu.
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Bang 3.18. Nong dé céc chi s6 lipid mau tai thoi diém sau 4 tuin nghién ciru

Lo Nong dp cdc chi sé lipid mdu sau 4 tuan
b\, n (X+ SE, mmol/l)
nghién ciru
TG TC HDL-C | Non-HDL-C
Chumng trang (1) | 10 | 0,77 +0,02 | 2,29 +0,07 | 0,81+0,03 | 1,48 +0,08
M6 hinh (2) 10 | 0,93+0,04 | 4,29 40,22 | 1,76 +0,05 | 2,58 +0,23
p (2-1) <0,01 < 0,001 < 0,001 < 0,001
Atorvastatin 1
10 | 0,85+0,04 | 3,33+0,18 | 1,58 +0,09 | 1,75+0,18
mg/kg (3)
p (3-2) > 0,05 < 0,001 > 0,05 <0,01
Lipidan 0,7g/kg
4) 10 | 0,93+0,03 | 3,20+0,20 | 1,66 +0,04 | 1,62 +0,18
p (4-2) > 0,05 < 0,001 > 0,05 < 0,001
p (4-3) > 0,05 > 0,05 > 0,05 > 0,05
Lipidanl,4g/kg
5) 10 | 0,95+0,03 | 3,58+0,17 | 1,62+0,06 | 1,97 +0,17
p (5-2) > 0,05 <0,01 > 0,05 <0,01
p (5-3) > 0,05 > 0,05 > 0,05 > 0,05
p (5-4) > 0,05 > 0,05 > 0,05 > 0,05

Két qua tir bang 3.18 cho thay:

- Sau 4 tuan uéng hdn hop dau cholesterol, & 16 mo hinh, chudt d3 bi roi
loan lipid mau ro rét thé hién qua viéc tang néng do TG, TC, HDL - C va non
-HDL - C.

- Atorvastatin 10 mg/kg thé hién rd tac dung diéu chinh roi loan lipid
mau thdng qua lam giam co6 y nghia thong ké chi s6 TC va non - HDL - C. TG
cd xu hudng giam so vai 16 moé hinh nhung sy khac biét khdng c6 y nghia
thong ké, p>0,05.

- Lipidan ca 2 liéu 0,7g /kg va 1,4g/kg lam giam rd rét nong do TC va
non - HDL - C, nhung khong lam gidm TG so v6i 16 mo hinh.
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3.3. Tac dung ciaia vién nang Lipidan trong diéu tri rdi loan lipid mau &
nguwoi bénh
3.3.1. Pic diém chung ciia bénh nhén trong nghién ciru

Bing 3.19. Phan b6 bénh nhén theo tudi

hom NC Nhom A (n = 45) Nhom B (n = 45)
30-39 13 28,9 12 26,7
40-49 9 20,0 15 33,3
50 -59 19 42,2 12 26,7

>0,05
> 60 4 8,9 6 13,3
Téng 45 100,0 45 100,0
48,3 £ 9,30 47,6 £10,9
X +SD
47,9 £ 10,07
Ty 18 (%) 344 m30-39

35 m 40-49
" 50-59

30 = =60

25
20
15

10

Nhom tudi

Biéu dd 3.1. Phan bd bénh nhan theo nhém tudi ¢ ¢4 2 nhém nghién ciu
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Két qua & bang 3.19 va biéu do 3.1 cho thdy, tudi trung binh cua bénh
nhan tham gia nghién ciru 1a 47,93 + 10,07. Trong d6, nhom A c6 tudi trung
binh 1a 48,3 + 9,30 tudi, khac biét khong co ¥ nghia thong ké so v6i nhém B
v6i tudi trung binh 13 47,6 + 10,9. O ca 2 nhom, lira tudi 40 - 59 chiém ty 18
cao nhét véi 61,1%, trong do co 62,2% b¢nh nhan & nhom A va 60% bénh
nhan & nhoém B.

Bang 3.20. Phan b bénh nhén theo gi6i

Nhém NC Nhém A (n = 45) Nhom B (n = 45)
Gidi n % n % P
Nam 34 75,6 31 68,9 >0,05
Nir 11 24,4 14 31,1 >0,05
Tong 45 100,0 45 100,0
80 72.2 Nam =Nt

Biéu d6 3.2. Phan b6 bénh nhén theo gi¢i ¢ 2 nhém nghién ciru

Két qua ¢ bang 3.20 va biéu dd 3.2 cho thiy, sé bénh nhan nam tham
gia nghién ctru nhiéu hon s bénh nhan nit véi ty 1é twong ung 1a 72.2% va
27,8%. Su khac biét vé ty 1€ bénh nhan nam, nir gitta 2 nhém khong c6 ¥

nghia théng ké vai p>0,05.



Ty I¢ ()
60-

504
40-
304
201

104

511
444

4,5

75

O CBhuu B Congchic B Lao dong chan tay
48,9

46,7

42,2

433

Nhom A

Nhom B

Chung

Biéu dd 3.3. Phan bé bénh nhan nghién ctru theo nghé nghiép

Két qua biéu dd 3.3 cho thay, bénh nhan tham gia nghién ctu 13 can bo

huu chiém ti 1& cao nhat véi 48,9%, trong d6 nhém A chiém 51,1% va nhom
g

B chiém 46,7%. Dting thir 2 13 nhém bénh nhéan 13 céng chirc chiém ty 1¢
43,3%, trong d6 nhom A chiém 44,4% va nhém B chiém 42,2%. Tham gia

nghién ctru chiém ti 1¢ thap nhat 1a nhom ngudi lao dong chan tay véi 7,8%,

trong 46 nhdm A chiém 4,5% va nhom B chiém 11,1%.
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Bang 3.21. Phan loai bénh nhén truéc diéu tri dua trén chi s6 BMI

Nhom NC | Nhom A Nhém B Tong
(n=45) (n=45) (n=290) p
Chi s6 BMI n % n % n %
Binh thuong (18,5-22,9) | 23 | 51,1 | 20 | 44,4 | 43 | 47,8 | >0,05
Thira cin (23 — 24,9) 10 | 22,2 | 14 | 31,2 | 24 | 26,7 | >0,05
Ty 1& (%)
267 Nhom A
27 -
Nhom B
265 - ﬂ
2 - B Tong
255 -
25 -
245 -
24 -
235 -
23 -

Biéu d6 3.4. Ty 1¢ bénh nhan béo phi @6 I trude diéu tri (BMI = 25-29,9)

Két qua bang 3.21 va biéu dd 3.4 cho thiy, bénh nhan co chi s6 BMI

binh thudng theo tiéu chuan ctia T6 chirc Y té thé gidi danh cho ngudi chau A
chiém ty 18 cao nhit v6i 51,1% bénh nhan nhom A va 44,4% bénh nhan nhom
B. Ty 1¢ thira can béo phi do I nhom A chiém 26,7% va nhom B chiém
24,4%, ty 1€ béo phi do I chung cho ca nhom A va nhom B 1a 25,5%.

So séanh ty 18 bénh nhan dua vao chi sé BMI giita 2 nhom thay sy khéac

biét khong co ¥ nghia thong ké, p>0,05.
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Bang 3.22. Thoi quen sinh hoat ciia bénh nhan nghién ciru

Nhém NC | Nhém A (n=45) | Nhoém B (n = 45)

Thoi quen n % n %

it van dong 23 51,1 27 60,0

Hut thudc 14 12 26,7 10 222 | >0,05

Udng bia ruou 11 24,4 10 22,2

Ty 1€ (%)

48.9 ® Nhom A

50
45
40
35
30
25
20
15
10

Thich an m& dong vat Thich an ngot

Biéu d6 3.5. Thoi quen sinh hoat ciia bénh nhén

Két qua bang 3.22 va biéu d6 3.5 cho thay, s6 bénh nhan 2 nhém cé thoi
quen it van dong chiém ty 1& cao nhét: 51,1% & nhém A va 60,0% ¢ nhoém B.
bung thtr 2 1a bénh nhan c6 théi quen an md dong vat chiém ty 1€ 14 48,9% ¢
nhom A va 42,2% & nhom B. Ty 1& bénh nhan c6 thoi quen udng rugu bia va
hut thude 14 & nhém A chiém 61,1% va nhom B chiém 64,4%. Thap nhét 1 ty
1€ bénh nhan c6 thoi quen an ngot vai 17,8% & nhom A va 22,2% ¢ nhém B.
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Bang 3.23. Pic diém cac thanh phén lipid mau ciia bénh nhén truéc diéu tri

Nhém
, Nhém A (n = 45) Nhém B (n = 45) p
Chi so lipid
CT (mmol/l) 6,14 £ 0,79 591+0,75 >0,05
TG (mmol/l) 3,57 +2,11 2,82 +1,89 >0,05
HDL - C (mmol/l) 0,97 £ 0,26 1,10 £ 0,39 >0,05
LDL - C (mmol/l) 4,00 £ 0,82 4,01+0,91 >0,05

Két qua bang 3.23 cho thiy, khong c6 su khac biét vé trj s6 ctia cac thanh

phan lipid mau giita 2 nhom bénh nhan trong nghién ctru (p > 0,05).

Bang 3.24. Phan loai RLLPM cta bénh nhan trudc nghién ciru

Nhom Nhém A (n=45) | Nhém B (n = 45)
p
. n % n %

Chi s6 lipid
Tang CT méau don thuan 15 33,3 14 31,1
Tang TG mau don thuan 14 31,1 11 24,4

- >0,05
Téang lipid méu hon hop 16 35,6 20 445

Tong 45 100,0 45 100,0




79

27.8%

® Tang CT mau don thuan
® Tang TG mau don thuan

= Tang lipid mau hon hop

Biéu do 3.6. Phan loai roi loan lipid mau ciia bénh nhan trwéc nghién ciru

* Téing lipid mdu hén hop: Tang > 2 thanh phan lipid

Két qua & bang 3.24 va biéu d6 3.6 cho thdy, sé bénh nhan ting lipid

mau hdn hop chiém ty 1é cao nhat 40,0%, dimg thir 2 14 s6 bénh nhéan c6 ting

cholesterol toan phan chiém ty 1& 32.2%, thip nhét 1a sb bénh nhan ting

triglycerid mau don thuan chiém ti 1& 27,8%.

Ty 1€ (%0) M < 3 thang
; 53,4 = 3-36 tha
60 50,0 ang

46,7 M > 36 thang
50 -
40 33,3 33,3
26,7
30+ 23,3
20,0
20 1 13,3
10 -
0]
Nhém A Nhém B Chung

Biéu d6 3.7. Pic diém vé thoi gian mic bénh
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Két qua biéu dd 3.7 cho théy, bénh nhan dugc phat hién co roi loan
lipid mau trong khoang thoi gian tir 3 thang dén 3 nam 14 45 bénh nhan chiém
ty 1€ cao nhét 1a 50,0%. Trong d6 nhém A 1a 21 bénh nhan chiém ti 1& 46,7%
va nhom B 14 24 bénh nhan chiém ty 1& 53,4%. Dtng tht 2 14 s6 bénh nhan
dugc phat hién réi loan lipd mau 1an dau (trong vong 3 thang) 1a 24 bénh nhan
chiém ty 1€ 26,7% va thép nhét 1a nhém bénh nhan méc bénh trén 3 nam cé 21
bénh nhan chiém ty 1¢ 23,3%.

3.3.2. Tdc dung ciia vién nang Lipidan trong diéu tri roi loan lipid mdu

thong qua mot so chi so lam sang

3.3.2.1. Thay doi cdc triéu chitng co nang trude va sau diéu tri

Bang 3.25. Su thay d6i céc triéu chirng theo Van chin

Thoigian Dq (%0) D4, (%0)

Nhom A | Nhém B | Tong s6 | Nhém A | Nném B | Tong sd
Triéu ching (n=45) | (n=45) | (n=90) | (n=45) | (n=45) | (n=90)
Pau dau 23(51,1) | 19(42,2) | 42(46,7) | 0(0,0) 0(0,0) | 0(0,0)
Hoa mét, chong mit | 24(53,3) | 23(51,1) | 47(52,2) | 0(0,0) 0(0,0) 0(0,0)
Tarc nguc 0(,0 | 0(00) | 0(00) | 0(0,0) | 0(0,0) | 0(0,0
Mét moi 22(48,9) | 18(40,0) | 40(44,4) | 0(0,0) 0(0,0) | 0(0,0)
Té ning chan tay | 15(33,3) | 11(24,4) | 26(28,9) | 6(13,3) | 7(155) | 13(14,4)
Té nang than 12(26,7) | 8(17,8) |20(22,2) | 3(6,7) 4(8,9) | 7(7,8)
T chi ra roi 16(35,6) | 17(37,8) | 33(36,7) | 0(0,0) 0(0,0) | 0(0,0)
Pay truéng bung | 3(6,7) | 4(8,9) | 7(7.8) 0(0,0) 0(0,0) | 0(0,0)
An kém 14(31,1) | 15(33,3) [ 29(32,2) | 4(8,9) 4(8,9) | 8(8,9)
Pau lung 4(8,9) | 3(6,7) | 7(7,8) 1(2,2) 000,00 | 1(1,2)
Mbéi gbi 489) | 36,7 | 7(7,8) | 00,0 | 12,2) | 1(1,1)
U tai 7(15,6) | 8(17,8) | 15(16,7) | 1(22) | 1(22) | 2(2,2)
Tiéu dém 489) | 36,7 | 7(7,8) | 122) | 122 | 2(2,2)




Két qua bang 3.25 cho thiy:

- Trudce luc diéu tri: bénh nhan c6 bi€u hién tri¢u chimg hoa mat, chong
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mit chiém ty 1 12 52,2%, tiép sau d6 1a sd bénh nhan c6 biéu hién triéu chimg

dau dau chiém ty 1¢ 1a 46,7%, bénh nhan co biéu hién triéu chimg mét moi

chiém ty 18 13 44,4%, triéu chtng tt chi rd roi chiém ty 18 36,7%, triéu ching

té nang chan tay chiém ty 1& 28,9% va triéu chimg té ning than chiém ty 18

22,2%. Céc tri¢u chting u tai, moi géi, tiéu tién dém chiém ty 1€ thép.

- Sau diéu trj 42 ngay: céc triéu ching trén déu giam nhiéu hoic hét.

Bang 3.26. Sw thay doi cac triéu chirng theo Vong chin

Nhém Do (%) D42 (%)

Nhom A | Nném B | Téngs6 | Nném A | Nhém B | Téng so
Tri€u chimng (n=45) | (n=45) | (h=90) | (n=45) | (n=45) | (n=90)
Hinh thé map 29(64,4) | 27(60,0) | 56(62,2) | 23(51,1) | 22(48,9) | 45(50,0)
Hinh thé b.thuong | 16(35,6) | 18(40,0) | 34(37,8) | 22(48,9) | 23(51,1) | 45(50,0)
Curdongnangné | 26(57,8) | 17(37,8) | 43(47,8) | 7(156) | 4(8,9) | 11(12,2)
Ctr dong b.thuong | 19(42,2) | 28(62,2) | 47(52,2) | 38(84,4) | 41(91,1) | 79(87,8)
Réu trang nhon 14(31,1) | 8(17,8) | 22(24,4) | 0(0,0) 0(0,0) 0(0,0)
Ludi béu nhot 7(15,6) | 11(24,4) | 18(20,0) | 1(2,2) | 2(4,4) 3(3,3)
Ludi ngan rang 10(22,2) | 7(15,6) | 17(18,9) | 2(4,4) 1(2,2) 3(3,3)
Ludi b.thuong 14(31,1) | 19(42,2) | 33(36,7) | 34(75,6) | 33(73,3) | 67(74,5)

Két qua vong chan & bang 3.26 cho thay:

- Hinh thé map nhém A c6 29 bénh nhan chiém ty 1¢ 1a 64,4% va nhom
B 13 27 bénh nhan chiém ty 1¢ 1a 60,0%; cir dong cham chap, ning né nhém A

chiém ty 18 1 57,8% va nhom B chiém ty 1& 12 37,8%; réu ludi trdng nhon
nhom A chiém ty 1¢ 12 31,1% va nhom B chiém ty 1¢ 1a 7,8 %; ludi béu nhot
chiém nhom A chiém ty 1& 15,6% va nhém B chiém ty 1& 1a 24,4%; ludi c6

ngan rang nhom A chiém ty 18 1a 22,2% va nhém B chiém ty 1¢ 1a 15,6%.
- Sau diéu tri 42 ngdy, cac biéu hién bénh ctia nhdm A va nhém B da
giam di ro rét: hinh thé map giam con 51,1% va 48,9%; bénh nhan ctr dong

cham chap nang né gidm con 15,6% va 8,9%, réu hét tréng nhon khong con,

réu béu nhdt va ¢o6 ngan rang con 3,3%.




Bang 3.27. Sw thay déi cac triéu chirng theo Vin chén

82

Nhém Do (%) Da, (%)

Nhom A | Nhém B | Téng s6 | Nhém A | Nhdm B | Tong sé
Triéu chirng (n=45) | (n=45) | (n=90) | (h=45) | (n=45) | (n=290)
Noi binh thuong | 24(53,3) | 26(57,8) | 50(55,6) | 38(84,4) | 39(86,7) | 77(85,6)
Néi nho, yéu 19(42,2) | 18(40,0) | 37(41,1) | 6(13,3) | 5(11,1) | 11(12,2)
NGi to, rd rang 2(4,4) | 122) | 3333) | 122 | 122) | 22,2
Hoi thé hoi 21(46,7) | 20(44,4) | 41(45,6) | 21(46,7) | 20(44,4) | 41(45,6)
Thé binh thuong | 24(53,3) | 25(55,6) | 49(54,4) | 24(53,3) | 25(55,6) | 49(54,4)

Két qua ¢ bang 3.27 cho thay, triéu chimg vé vin chan ctia bénh nhan &

nhoém A va nhém B chua c6 biéu hién gi dac biét.

Bing 3.28. Su thay doi cac triéu chirng theo Thiét chan

Nhém Do (%) D., (%)

Nhom A | Nhom B Téng s6 | Nhém A | Nhém B Téng s0
Tr.ching (n=45) | (n=45) | (n=90) | (N=45) | (n=45) | (n=90)
Mach hoat 45(100,0)| 0(0,0) |45(50,0) | 2(4,4) | 0(0,0) | 2(2,2)
Mach tram té 0(0,0) [45(100,0) | 45(50,0) | 0(0,0) | 3(6,7) | 3(3,3)
Mach nhu hodn | 0(0,0) | 0(0,0) | 0(0,0) |43(95,6) | 42(93,3) | 85(94,5)
Bung thién 4an  |45(100,0) | 45(100,0) | 90(100,0) | 45(100,0) | 45(100,0) | 90(100,0)
Bung cu 4n 0(0,0) | 0(0,00 | 0(0,00 | 0(0,0) | 0(0,00 | 0(0,0)
Co nhuc nhéo | 22(48,9) | 23(51,1) |45(50,0) | 4(8,9) | 8(17,8) | 12(13,3)

Két qua & bang 3.28 cho thay:

- Trude diéu tri, & nhém A, mach hoat chiém ty 1¢ 100,0%; nhém B
mach tram té chiém ty 1¢ 100,0%.

- Sau diéu tri 42 ngay diéu tri, nhom A mach hoat chi con 4,4 %; nhom

B mach tram té chi con 6,7%. SO bénh nhan c6 mach nhu hodn ca 2 nhém
chiém ty 18 cao 94,5%.

- O ¢4 2 nhém, co nhuc nhéo trude diéu trj chiém ty 1€ 50,0%, sau diéu

tr1 42 ngay chi con 13,3%.
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3.3.2.2. Sw thay doi triéu chimg lam sang

Bang 3.29. Sw thay d6i chi s6 nhan tric va mach

Nhém NC Nhém A (n = 45) Nhém B (n = 45)
Chi s6 Do Da Do Dy
Canning | X +SD| 65,82+ 9,10 64,40+8,19 | 62,69+7,60 | 61,51+7,00
(kg) P >0,05 >0,05
BMI X +SD| 23,67+2,34 | 23,56 +2,12 | 23,34 +2,00 23,32 +1,76
chung p >0,05 >0,05
BMI X +SD| 25,60+1,70 | 25,24 +1,63 | 24,80+1,13 | 24,61+0,94
Thtra can >0,05 >0,05
BMIBéo X +SD 26,76+1,31 | 26,28+1,41 | 25,89+0,69 | 24,46+0,68
phi do 1 P >0,05 >0,05
Mach | X +SD | 73,148,21 73,6£7,81 | 75,5816,61 @ 75,96+6,12
(lan/phat) | p >0,05 >0,05

Két qua & bang 3.29 cho thay, can ning va chi sé BMI sau 42 ngay diéu

tri da thay d6i. Tuy nhién, su thay d6i khong cé y nghia thong ké, p>0,05.

Bang 3.30. Su thay d6i huyét ap trén bénh nhan HA binh thuwong

Nhom NC Nhom A (n=27) Nhom B (n=23)
Chi s6 (mmHg) Do Day Do D4,
HATT |(X+SD)| 1174+59 | 1144+58 | 1213+55 | 1183+7,2
PTruse-Sau >0,05 >0,05
HATTr |(X+SD)| 774+53 | 746+48 | 802+41 | 785%35
Prrruse -sau >0,05 >0,05

Két qua ¢ bang 3.30 cho thdy, ca 2 nhom sau diéu tri bang thudc

Lipidan 42 ngay, HATT va HATTr déu khong c6 su thay ddi véi p > 0,05.
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Bang 3.31. Sw thay d6i HA trén bénh nhéan c6 HA tir <90 mmHg dén

<140 mmHg
Nhém NC Nhém A (n=18) Nhém B (n=22)
Chi s6 (mmHg) Do Day Do D.y
HATT |(X £SD)| 136,2+7,3 | 120,8+55 | 137,8+9,1 (120,9+6,1
PTrusc-Sau <0,001 <0,001
HATTr |(X +SD)| 86,7+59 | 783+38 | 868+57 | 782+4,0
PTrusc-Sau <0,001 <0,001

Két qua ¢ bang 3.31 cho thiy, ca 2 nhom sau khi ding Lipidan 42
ngay, chi s6 HATT va HATTr déu giam c6 y nghia thong ké cao (p <0,001).
3.3.3. Tdc dung ciia Lipidan trong diéu tri hdi chirng réi loan lipid mdu
thong qua mot s6 chi so cdn lim sang
3.3.3.1. Su thay doi mét sé thanh phdn lipid mdu sau 42 ngay diéu tri Lipidan

Bang 3.32. Tac dung ciia vién nang Lipidan trén ndng dé cholesterol mau

Chi s Cholesterol (mmol/l) X +SD
Thoi gian Nhoém A (n=45) | Nhém B(n=45) | Tong (n=90) = p

Do 6,14 +0,79 591+075 | 6,02+084 @ >0,05
Da 4,73 £0,48 464+053 @ 468+050 >0,05

p (Do — Da) <0,001 <0,001 <0,001

Ty 16 (%) 23 » Nhom A

23 B Nhom B
22,5 = Tong

22
21,5
21
20,5

Biéu d6 3.8. Ty 1¢ giam ndng dd cholesterol & bénh nhan nghién ciu
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Két qua bang 3.32 va biéu do 3.8 cho thay:

- Ca 2 nhom bénh nhan ubng Lipidan liéu 9 vién/ngay, lién tuc trong 42
ngay da lam giam 13 rét chi sb cholesterol toan phan trong méu so véi trudc
diéu trj (p < 0,001), ty 1& giam trung binh duoc 22,1%.

- Mtic d6 giam cholesterol toan phan & 2 nhém A va B khong c6 su khéc
biét, p>0,05.

Bang 3.33. Tac dung ciia vién nang Lipidan 18n ndng dd triglycerid mau

Chi s6 Triglycerid (mmol/l) X +SD
o Nhém A (n=45) | Nhdm B (n=45) Toéng (n=90)  p
Thoi gian
Do 357+211 2,82 +£1,89 3,19+£230 | >0,05
D4 197 +0,44 1,83+0,32 1,90+0,39 | >0,05
p (Do — D) <0,001 <0,001 <0,001
Ty 18 (%) 38.8 w Nhém A

40 - ’ .thmB
Tong

35
30
25
20
15
10

5

0

Biéu dd 3.9. Ty 1¢ giam nong dd triglycerid ¢ bénh nhan nghién ciu
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Két qua bang 3.33 va biéu d6 3.9 cho théy:

- Ca 2 nhém bénh nhan udng Lipidan trong 42 ngay da lam giam rd rét
chi sd triglycerid trong mau so véi trude diéu tri (p < 0,001), voi ty 1& giam
trung binh dugc 25,7%.

- Mirc d6 giam triglycerid giita nhém A va nhom B sau 42 ngay diéu tri
Lipidan khac biét khong c6 ¥ nghia théng ké, p>0,05.

Bang 3.34. Tac dung ciia vién nang Lipidan 1én nong @ HDL - C

Chi s6 HDL - C (mmol/l) X +SD
Thoi gia Nhom A (n=45) | Nhém B (n = 45) | Tong (n=90) | p
Do 0,97 £ 0,26 1,10 £ 0,39 1,04 +0,33 | >0,05
Day 1,18 +0,17 1,27 £ 0,29 1,22 0,24 | >0,05
p (Do — D) <0,001 <0,001 <0,001
Ty 18 (%) Nhém A
25 Nhom B
u Téng
20
15,5
15
10
5
0

Biéu d6 3.10. Ty 1¢ tiing chi s6 HDL-C ¢ bénh nhéan nghién ciru
Két qua bang 3.34 va biéu d6 3.10 cho thdy, ndong d6 HDL - C trong

mau bénh nhan & ca 2 nhdm nghién ctru sau 42 ngay uéng Lipidan da ting
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cao hon so véi luc trude didu tri va su khac biét co ¥ nghia théng ké, p <
0,001. Mtrc do tang HDL - C giita nhém A va nhém B sau 42 ngay diéu tri
khong co6 su khac biét, p>0,05.

Bang 3.35. Tac dung ciia vién nang Lipidan 1én néng do LDL - C

Chi s6 LDL — C (mmol/l) X +SD
Thoi gia Nhém A (n=45) | Nhdém B (n=45) Toéng (n=90)  p
Do 4,00 + 0,82 4,01 +0,91 4,00+0,86 | >0,05
Das 3,01+0,43 3,06 + 0,55 3,04+0,49 | >0,05
p (Do — Dsy) <0,001 <0,001 <0,001
Ty 18 (%) 24,8 Nhom A
25 - m Nhém B
e
24.4
24.2
24
23.8
23.6 -
23.4 -
23.2 A
23

Biéu d6 3.11. Ty 1 giam chi s6 LDL-C & bénh nhén nghién ctru

Két qua bang 3.35 va biéu dd 3.11 cho thy, nong d6 LDL - C trong
mau bénh nhan ca nhdm A va nhém B sau 42 ngay diéu tri dd giam rd rét so
véi lac trude didu tri voi p < 0,001. Mic @6 giam LDL - C trén bénh nhéan

nhom A (24,8%) so véi bénh nhan nhom B (23,7%) khong khéc biét, p>0,05.



Bang 3.36. Téac dung cia Lipidan 1én ty s6 LDL- C/ HDL- C.
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Nhom LDL - C/HDL - C (X + SD)
Nhom A Nhom B Tong p
Thoi gian (n=45) (n=45) (n=90)
Do 4,28 £1,09 3,99 +£1,39 4,13+1,25 >0,05
D4 3,04 £ 0,69 2,91 +£1,00 2,97 £0,86 | >0,05
D <0,001 <0,001 <0,001
Bang 3.37. Tac dung ciia Lipidan 1én ty s6 CT/ HDL- C.
Nhom CT/HDL - C (X + SD)
Thoi gian Nhom (n=45) | Nhém (n=45) | Téng (n=90) p
Do 6,62 £ 1,61 588 +1,95 6,26 £1,82 | >0,05
D, 473+1,10 4,33 +1,07 453+1,10 | >0,05
D <0,001 <0,001 <0,001

Két qua ¢ bang 3.36 va 3.37 cho thiy, & ca 2 nhom nghién ctru, sau 42

ngay diéu tri v&i liéu Lipidan 9 vién/ngay trong di 1am giam r6 rét ty sb CT/

HDL- C va LDL- C/ HDL- C (p <0,001). Khong c6 su khac biét vé cac ty sb

nay gitra 2 nhém bénh nhan nghién ctru.
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3.3.3.2. Két qua diéu tri theo tiéu chudn dé ra

Bang 3.38. Hi¢éu qua diéu tri ciia Lipidan theo ti¢u chuin YHHD

Nhém| Nhom A Nhom B Tong
(n=45) (n=45) (n=90)
Hi¢u qua n % n % n % P
Hiéu qua tot 29 64,5 25 55,6 54 60,0 | >0,05

Hiéu qua kha 15 | 333 | 18 | 400 | 33 | 36,7 |>0,05
Khong hi¢u qua 1 2,2 2 4.4 3 3,3 | >0,05
Hiéu qua xau 0 0,0 0 0,0 00 | 00
P >0,05

Két qua & bang 3.38 cho thay, nhom A c6 29 bénh nhan chiém 64,5%

va nhom B ¢6 25 bénh nhan chiém 55,6% dat két qua tét. Tong s6 bénh nhan
c6 hiéu qua t6t va kha chiém chiém ty 1& 12 96,7%. Khong c6 bénh nhan nao
c6 két qua diéu tri xau. Bénh nhan nhém A c6 xu hudng dat hiéu qua diéu tri
t6t hon so voi nhdm B, tuy nhién, su khac biét chua c6 y nghia thong ke.

Bang 3.39. Hiéu qua diéu trj ciia Lipidan theo tiéu chuan YHCT

Nhom Nhom A Nhém B Tong
(n=45) (n=45) (n=90) p
Hiéu qua n % n % n %
Hiéu qua tot 24 | 533 | 22 | 489 | 46 |51,1| >0,05
Hiéu qua khé 20 | 445 | 21 | 46,7 | 41 |456]| >0,05
Khong hiéu qua | 1 2,2 2 4.4 3 |33 >005
Hiéu qua xau 0 0,0 0 0,0 0 |00
p >0,05

Két qua & bang 3.39 cho thiy, sau 42 ngay diéu tri, ty 1¢ bénh nhan dat
hiéu qua diéu tri tot va kha chiém 96,7%. Trong d6, 97,8% bénh nhan nhom



90

A dat hiéu qua diéu tri tot va kha va nhom B 14 95,6%. Su khac biét vé hiéu
qua diéu trj gitta nhom A va nhom B khong c6 ¥ nghia thdng ké vai p> 0,05.
3.3.4. Tdc dung khong mong muén khi diing Lipidan
3.3.4.1. Cdc triéu chung lam sang

Trong qua trinh diéu tri, khong gip tac dung khong mong mudn nio cia
thudc & tat ca cic bénh nhan tham gia nghién ctru.
3.3.4.2. Cac triéu chung cdn ldm sang:

Bang 3.40. Thay déi cac chi sé vé xét nghiém cong thirc mau

Nhém Nhom A (n=45) Nhém B (n=45)
Chi Sé) DO D42 DO D42

Hoéng ciu (T/1) | 499+ 0,57 | 4,86+0,32 | 4,86+0,49 | 4,90+0,50

P >0,05 >0,05

Hemoglobin(g/l) | 147,6 +1,3 | 147,3+13,1 | 147,3+ 13,5 | 147,8 + 13,5

p >0,05 >0,05

Bach cAu(G/l) | 7,10+151 | 7,16+142 | 7,56 £1,70 | 7,62+ 1,53

p >0,05 >0,05

Tiéu cAu (G/l) |222,2 4550 | 222,7 +54,4 | 223,9+46,0 | 221,0 +42,1

p >0,05 >0,05

Két qua bang 3.40 cho thay, khdng cd su khac biét vé sd luong hong
cau, bach cau, tiéu cau va ham luong hemoglobin trong mau ngudi bénh trude

va sau diéu tri & ca 2 nhém A va B (p > 0,05).
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Bang 3.41. Thay ddi vé cac chi s6 héa sinh mau

Nhém Nhom A (n=45) Nhém B (n=45)
Chi s6 Do Dy Do Dy
Glucose (mmol/l) | 5,96 +£1,10 | 589+ 1,10 | 5,70+ 1,16 (5,80 £ 1,19
p >0,05 >0,05
AST (UI/) 273+8,0 | 27,1+81 | 259+6,5 | 26,0+6,7
p >0,05 >0,05
ALT (UI/) 282+95 | 282+94 | 262+88 |263+86
p >0,05 >0,05
Creatinin (umol/l) (80,6 +12,8 | 80,8+12,7 | 80,8 +15,9 (81,3 +15,6
p >0,05 >0,05
Ure (mmol/l) 521+121 | 523+121 |4,73+1,16 |4,81+1,24
p >0,05 >0,05

Két qua bang 3.41 cho théy, khong c6 sy khac biét vé cac chi sb hoa
sinh mau (glucose, AST, ALT, creatinin va ure) trudc va sau diéu tri ¢ ca 2

nhom bénh nhan A va B (p > 0,05).
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Chuong 4
BAN LUAN

Vién nang Lipidan duoc san xuat tir bai thuéc YHCT gom: Tran bi,
Bach linh, Moc hwong nam, Ngii gia bi, Xa tien tir, Ban ha ché, Hdu phac
nam, Son tra, Sinh khirong. Dy 14 bai thudc kinh nghiém dugc xay dung dwa
trén co s6 1y ludn ctia Y hoc ¢6 truyén.

Vién nang Lipidan dd gép phan hién dai héa thuéc YHCT, mang lai su
thuan tién cho ngudi bénh trong qua trinh st dung. Vién nang Lipidan da
duoc Vién Kiém nghiém thubc trung wong - Bo Y té kiém nghiém dat yéu cau
chat lugng theo tiéu chuan co sé va dugc san xuat tai Trung tAm san xuét cao
duoc lidu cong nghé cao ctia Cong ty ¢ phan BV Pharma (Pat tiéu chuan
GMP - WHO).

Liéu dy kién dung trén ngudi cua vién nang Lipidan 1a 9 vién/ngay,
mdi vién co trong luong trung binh 0,54g, twong duong 0,1 g/ kg/ngay (tinh
trung binh ngudi ning 50 kg). Ngoai suy lidu tir nguoi sang dong vat thyc
nghiém, chudt nhit tinh theo hé s 12, chudt cong hé sb 7 va tho hé s6 3 [112]
thi liéu ding c6 tac dung tuong duong trén ngudi ciia chudt nhat 1a 1,2g/kg,
chudt cong 0,7g/kg va tho 13 0,3g/kg. Pay 1a co s dé tinh liéu dung trén dong
vat thuc nghiém trong nghién ctru ndy. Trong nghién ctru thuc nghiém, thudc
trong nang Lipidan duoc nghién trong cdi si, sau d6 hoa tan trong nudc Cat
thanh cac néng do khac nhau dé phu hop véi muc tiéu nghién cuu.

4.1. Poc tinh cap va ddc tinh ban trwong dién cia vién nang Lipidan
4.1.1. Pjc tinh cip

Nghién ctru doc tinh cip cho thdy chudt udng Lipidan liéu ting dan tir
17,3g/kg/ngay dén 43,2g/kg/ngay (liéu 16n nhét co thé cho chudt nhat trang

ubng duoc - gip 36,0 lan liéu twong duong liéu diéu trj trén nguoi, tinh theo
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hé s6 12), nhung khéng c6 chudt nao chét va khong thdy biéu hién bat thuong
nao & chudt.

Theo Db Tét Loi, trong cac vi thubc co trong thanh phan cua Lipidan,
mot s6 vi khong co doc tinh: Udng aucubin (mot glycosid trong ciy ma dé-
hat 1a xa tién tir) hodc hau phac nam khéng thdy c6 biéu hién doc. Nghién
ctru trén tho thiy cho udng gung (sinh khuwong) hodc zingeron (chét cay
trong ging) lidu cao ciing khong giy hién tuong doc [96]. Tuy nhién, mot sd
nghién ctru cho thdy Son tra ¢ thé gdy tac dung phu nhu phét ban nhe, nhtic
dau, ra mo héi, chong mat, tréng nguc, buodn ngu, kich dong va cac triéu
chtng tiéu hoa [113], [114]. Theo sach c¢6, Ban ha 1a vi thudc c6 doc tinh
[96]. Tuy nhién, trong nghién ctru ddc tinh cap cua Lipidan, khi cho chuot
nhat tring dung dén liéu 43,2 g/kg/ngay - liéu cao gap 36,0 lan liéu tuong
duong liéu diéu tri trén nguoi nhung chua thiy co biéu hién doc. Su phdi
hop cac vi thudc trong bai thudc nay khong thé hién doc tinh cap trén chudt
nhét tring ¢ lidu da dung, co thé do sd lugng mdi vi trong bai thude thip
hodc twong tac gitra cac vi thude trong bai da 1am giam doc tinh ctia mdi vi.
Vi thé, ching toi chua xac dinh duoc doc tinh cap va chua tinh dugc LDsg
ctia vién nang Lipidan trén chudt nhét tring theo duong udng.

Két qua nghién ctru doc tinh cép ciing cho thay liéu du kién dung trén
nguoi cua vién nang Lipidan vai ham lugng 0,54g/vién, dung 9 vién/ngay la
chap nhan dugc.

4.1.2. Péc tinh bdn truwong dién

Nghién ctru doc tinh ban truong dién dugc thuc hién béng cach cho
dong vat thi nghiém uéng thudc thir hang ngay lién tuc trong mot khoang thoi
gian nhat dinh. Theo WHO, d6i v6i mét thuéc Y hoc cb truyén, thoi gian
nghién ctru doc tinh ban trudng dién phy thudc vao thoi gian dy kién dung

trén nguoi. Lipidan dy kién dung 6 tuan trén nguoi. Vi vay, ching toi tién
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hanh danh gia doc tinh ban truong dién trén tho voi hai lidu: liéu 0,3
g/kg/ngay 1a lidu co tac dung tuong duong trén ngudi (tinh theo hé sd 3) va
mot lidu cao hon gip 5 1an lidu trén (1,5 g/kg/ngay), udbng lién tuc trong 6
tuan. Cac chi tiéu dé danh gia doc tinh ban truong dién bao gém: tinh trang
chung va thay d6i trong luong, cac chi s6 huyét hoc, cac chi sd sinh hod danh
gia chirc ning gan, than va dic diém giai phiu bénh [106]. Két qua nghién
ctru ddc tinh ban trudng dién sau 6 tudn trén tho cho thay:

4.1.2.1. Tinh trang chung va sw thay doi thé trong

Trong sudt thoi gian nghién ctru, ca ba 16 tho (2 16 udng Lipidan, 1 16
chtng udng nuéc) déu an udng, hoat dong binh thudng, 16ng muot, mit sang,
phan kho va khong thay biéu hién gi dic biét. Khéng co sy khac biét giita su
gia tang trong luong tho & hai 16 udng Lipidan voi 16 chting. Qua d6 cho thay
Lipidan véi liéu twong duong trén 1am sang (0,3g/kg/ngay) va lidu cao gap 5
lan (1,5g/kg/ngdy) trong 6 tuan khong anh hudng tdi tinh trang chung ciing
nhu mtc dJ gia tang trong luong tho.
4.1.2.2. Anh huong cia Lipidan dén co quan tao méu

Mau 13 mot trong céc t6 chirc quan trong c6 kha ning biéu hién tinh
trang bénh 1y ctia nhiéu co quan khac nhau trong co thé. Néu thudc co anh
huéng dén co quan tao mau thi trude hét cac thanh phan ciia mau sé bi thay
d6i vi mau phan anh trang thai cia cic co quan tao mau [115].

Theo WHO, danh gia duoc cang nhiéu thong sb cia mau cang c6 kha
nang danh gia chinh xac doc tinh cua thudc [106]. Vi viy, trong nghién ctru
nay, ching toi tién hanh dinh luong cac thanh phan ciia mau gdm: sb luong
héng cau, ham luong huyét sac t6, hematocrit, so lugng bach cau, cong thirc
bach cau va s6 lugng tiéu cau.

Ké tqud Xtnghi® mmiuta icthd i i& msauud ngthud c thi

3tud n ¥ 6 tud n cho thd y khong ci sw kAc bié tciinghi a gitr a 2 1o
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dng Lipidan (lié u 0,3g/kg/ngy ¥ 1,5g/kg/ngy) so v& ild ch® ng ¥ so v& i
tr &@ ckhidngthud ¢& tA tcd &cchi sd nghincl u (p>0,05).

Két qua ndy phan anh ca hai liéu Lipidan dd dung khéng giy anh
huong xau 1én co quan tao mau ciia tho sau 6 tudn udng thude thir.
4.1.2.3. Anh hieong ciia Lipidan dén gan

Trong co thé, gan 1a co quan dam nhén nhiéu chirc ning rat quan trong.
Gan con 1a noi thude duoc chuyén héa va thai trir. Khi dua thude vao co thé,
thudc c6 thé gay doc v6i gan, lam ton thuong gan. Vi vay, nghién ciru anh
hudng cta thudc dén gan 14 rat can thiét khi danh gia doc tinh cia thude.

Pé danh gid murc do ton thuong té bao gan, thuong dinh luong hoat do
cac enzym c6 ngudn gdc gan trong huyét thanh. Sy ting hoat do cua céac
enzym nay, quan trong nhat 1a 2 enzym ALT va AST, thuong gin lién vé6i doc
tinh cua thudc thir do su hay hoai té bao gan.

ALT la enzym c6 nhiéu nhat & gan, khu tri trong bao tuong cua té bao
nhu mé gan. Khi t6n thuong hay hoai té bao gan, tham chi chi can thay di
tinh thdm ctia mang té bao gan, hoat d ALT trong mau da ting cao. Khac vai
ALT, 2/3 AST khu tr( trong ty thé (mitochondria) va chi it hon 1/3 luong
AST khu trii & bao twong cua té bao. Khi t6n thuong té bao gan ¢ mic do
dudi té bao, AST trong ty thé duoc giai phong ra. Vi vay, trong viém gan noi
chung, hoat @ ALT luon tang cao hon AST [116].

Trong nghién ctru nay, hoat d ALT va AST trong mau tho & hai 16
ubng Lipidan khong c6 su khac biét c6 y nghia so voi 16 chimg va khi so sanh
giita cac thoi diém trudc va sau khi ubng thude thir 3 tudn va 6 tuan, ching to
ca 2 lidu Lipidan da dung déu khong gay ton thuong hay hoai céc té bao gan.

Két qua mod bénh hoc ciing phu hop véi két qua xét nghiém hoa sinh
mau. Quan sat dai thé gan noi riéng va cac co quan khac néi chung cua tho &

ca 16 chimg va 2 16 tri déu khong thy c6 biéu hién bénh 1y nio.
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Hinh thai vi thé gan ¢ ca hai 16 udng Lipidan liéu 0,3g/kg/ngay va
1,5g/kg/ngay déu thdy cau tric té bao gan binh thuong, khoang ctra va mach
mau binh thuong giéng nhu 16 chimg, khong thay hinh anh ton thuong vi thé
gan (4nh 3.1, 3.2 va 3.3).

Nhu chiing ta di biét, trong cac thubc héa dugc dung dé diéu trj ri loan
lipid mau hién nay, hai nhém thudc dugc dung phd bién 1a statin va dan xuét
acid fibric, ca 2 nhém nay déu c6 tac dung khong mong mudn dang quan tim la
doc tinh trén gan, 1am ting transaminase trong mau. Lipidan khong giy ton
thuong té bao gan, khong lam thay d6i hoat 6 ALT va AST trong mau tho,
diéu nay budc dau cho thdy uu diém cta Lipidan- mot thude Y hoc cb truyén
trong diéu tri rdi loan lipid mdu, mot bénh thudong phai diéu tri dai ngay.
4.1.2.4. Anh huong ciia Lipidan dén thén

Panh gia cau trac va chic ning than 1a mot yéu cau bat budce khi
nghién ctru doc tinh cta cac san pham hodc thudc méi [106].

Than 14 co quan bai tiét ctia co thé. Nhu mo than rat dé bi ton thuwong.
Than c6 dic diém 1a dé bi ngd doc hon cac mé khac vi la mo co nhiéu mau
qua nhét [117]. Chinh vi vy, khi dua thudc vao co thé, thudc c6 thé gay doc
va lam ton thuong than, tir d6 anh huong dén chire nang than.

Hién nay, creatinin 1a chi s thuong duoc dung dé danh gia va theo déi
chtrc nang than [118], [119]. Nguyén nhan 1a do Creatinin 1a thanh phan dam
trong mau 6n dinh nhat, gan nhu khong phu thudc vao ché do an hoic nhiing
thay do6i sinh Iy ma chi phu thuoc vao kha nang dao thai cua than. Khi cau
than bj tén thuong, néng do creatinin mau tang sém va tin cay. Ngoai dinh
luong creatinin, ndéng do ure trong mau tho cling dugc dinh luong dé gop
phan danh gia thém anh huong cua Lipidan dén chirc ning than.

Trong thi nghiém nay, ké tqud inh lugng creatinin va ure trong rfiu

tho & ca 2 16 ud ng Lipidan lié u 0,3g/kg/ngy ¥ 1,5g/kg/ngy cho thdy Am
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lugng creatinin va ure sau 3 tin va 6 tiin uong thude thir khong ci sw khic
bié tciinghi athd ngk sov® ild ch® ng ¥ so $nh gilk a hai thd i i& m
tr & ¢ ¥ sau khi ud ng thud c thlr (p > 0,05).

Quan sat dai thé than cua tit ca cac tho nghién ctru, cAu trac vi thé than
ctia 30% sd tho thuc nghiém & mdi 16 cho thay: ¢ hai 16 udng Lipidan, hinh
anh cau trac vi thé ving vo va vung tiy than, cau than va 6ng than binh
thuong nhu tho 16 ching, khong thdy hinh anh ton thuong & cac 16 thé udng
thudc thir Lipidan (4nh 3.4, 3.5 va 3.6).

Qua d6 co thé thdy Lipidan véi 2 liéu da dung khong lam anh hudng téi
c4u triic va chirc nang than tho thi nghiém sau 6 tudn udng thudc thir.

Tir tat ca cac két qua danh gia doc tinh ban trudng dién trén da ching
minh Lipidan liéu 0,3g/kg/ngay va 1,5g/kg/ngdy udng trong 6 tudn khong gay
doc tinh ban truong dién trén tho, thé hién khong anh huong t&i tinh trang
chung cua tho, khong 1am thay d6i cac chi sé vé sy gia tang trong luong co
thé, cac chi s danh gia chic nang tao mau, muc do ton thuong gan va chirc
nang than, khong gay ton thuong cau tric gan, than tho nghién ctu.

4.2. Tac dung ciia vién nang Lipidan trén mé hinh gay réi loan lipid mau
thue nghiém

Pé nghién ctru thude diéu tri rdi loan lipid mau, trudc hét phai gay
dugc mo hinh ting lipid mau. Cac md hinh c6 thé thudc loai gy ting
cholesterol hodc lipid mau ngoai sinh (dua cholesterol va m& theo duong thirc
an), gy tang cholesterol mau ndi sinh (gay tang tong hop cholesterol) hoic
phéi hop ca hai loai nay.

Nhiéu loai dong vat da dugc st dung va nhiéu mo6 hinh duoc ly da
dugc nghién ctru va 4p dung thanh cong trén dong vat thuc nghiém. Tuy ti
1¢ cac loai lipid thay d6i trong mé hinh nghién ctru trén dong vat cé su khac

biét nhat dinh véi hoi ching roi loan lipid mau & ngudi nhung ph?m 16n cac
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mo hinh nghién ctru nay cho két qua cé su twong quan cao voi céc tac dung
lam sang [120].

Pong vat thuong duoc st dung trong cac mo hinh tang cholesterol mau
la tho, chudt céng, chudt nhit. Ngoai ra co thé dung cac dong vat khac nhu
khi, lon, chim cut... Trong nghién ctru nay ching t6i chon chudt la dong vat
nghién ctru vi chudt 1a dong vat an tap, thanh phan thic dn gan gidng véi
nguoi, do d6 s& cho két qua dang tin cdy hon nghién ctru trén tho.

Nhu ching ta da biét, & hau hét cac phong xét nghiém, cac chi sb lipid
mau thuong duge dinh lugng bao gom TG, TC va HDL- C. Chi sé6 LDL-C
dugc tinh theo cong thire Friedewald: LDL- C (mmol/L) = TC- HDL- C - TG/
2,2. Pay 1a cong thic twong ddi tin cdy va duoc Chuong trinh gido duc quéc
gia vé cholesterol ctia My (National cholesterol Education Program-NCEP)
khuyén cao nhu mot phuong phap thong thuong dé tinh LDL- C [43]. Tuy
nhién cong thirc Friedewald ciing c6 nhitng han ché nhat dinh, c6 thé gy sai
sb khi tinh toan vi dua trén dinh luong 3 thong $6 lipid khac. Hon nira, néu
noéng d6 TG > 2,26 mmol/L thi céng thitc nay khong dang tin cay va phai
nhin do6i it nhat 8 gio trudc xét nghiém dé loai trir su ton tai cua
chylomicron trong mau [121]. Vi vay, NCEP di dua ra chi s6 non- HDL-C,
duoc tinh toan theo cong thirc: non - HDL- C = TC - (HDL- C) khi nong d6
TG> 2,26 mmol/L [43]. Non - HDL- C chu yéu bao gom LDL va VLDL.
Nong d6 non - HDL- C ¢6 thé dugc dinh luong ngay ca nhiing truong hop
khong nhin doéi [122].

Trong nghién ctru trén thuc nghiém, Sanchez- Muniz ciing dd khuyén
céo khong dung cong thirc Friedewald dé tinh LDL- C trén chudt cong tang
cholesterol mau vi s& cho két qua khong chinh xac, nhat 1a khi nong do

cholesterol trong huyét thanh > 100 mg/dL (> 2,59 mmol/L) [123].
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Vi I€ do, trong nghién clru nay, khi danh gia tac dung cua Lipidan trén
cac mo hinh ting lipid mau theo co ché nodi sinh va ngoai sinh trén chuot,
chung t6i khong tinh chi sé LDL- C theo cong thirc Friedewald. Thay vao do,
chi s6 non - HDL- C duoc tinh toan dé thu duoc sd lidu vé chi sb lipid mau
dang tin cay hon.

4.2.1. Tic dung ciia Lipidan trén mé hinh gdy réi loan lipid mdu theo co
ché ngi sinh

M6 hinh noi sinh duoc thuc hién béng cach dung cac chét hoat dong bé
mat khong ion hoa nhu Tween 80, Triton WR-1339 hoac Poloxamer 407 (P-
407) duong toan than ma khong can ding t6i nguodn lipid ngoai sinh bo sung
bang duong an udng. Cac chat ndy di duoc chimg minh co ché lam tang tong
hop cholesterol tai gan [107], [120]. Trudc day, nhdm nghién ctru da st dung
Tween 80 dé gay rdi loan lipid mau nhung két qua thu duoc khong 6n dinh,
khong lam r6i loan 1o rét néng do lipid mau cua dong vat thi nghi¢m. O
nghién ctru nay, chung to6i chon P- 407 vi c6 kha nang gay tang lipid mau cao
hon va an toan hon so vé6i Triton WR-1339 [107], [124]. Tham khao liéu
dung P-407 trén chudt nhat trang tir cac nghién ctru trude [107], [109], [125]
trong nghién ctru nay lidu P- 407 duoc dung 1a 200 mg/kg chudt. Sau khi tiém
mang bung chudt, nong do lipid mau bat dau ting va dat cuc dai sau 24 gio,
sau d6 giam dan vé binh thudng [109], [126], do vay chung toi chon thoi
diém 24 gio sau khi tiém P- 407 dé dinh luong néng do lipid mau cua chuot
thi nghiém. Két qua ¢ bang 3.13 cho thay 24 gio sau khi tiém mang bung P-
407, & 16 md hinh, tit ca cac chi sb lipid mau déu ting so v6i nhém ching
trang, trong d6 néng do TG ting cao nhat (795,4%), nong do TC va non -
HDL- C tang it hon (148,1%va 49,6%). TAt ca chudt & cac 16 sau khi duoc
tiém P- 407 déu khong c6 dau hiéu bat thuong nao vé tinh trang chung nhu:

chudt van hoat dong binh thuong, nhanh nhen, mit sang, long muot, phan
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khé, khong c6 chudt nao chét. Két qua nay hoan toan phu hop véi cic nghién
ctru trude do tién hanh trén chudt nhat tring [107], [109], [124], [125]. Piéu
d6 cho thay P-407 1a mot chat co hiéu qua va an toan trong viéc gdy mé hinh
roi loan lipid mau noi sinh trén dong vat thi nghiém.

Co ché gay RLLPM cua Poloxamer 407 (P-407) di dugc chimg minh
c6 lién quan dén nhiéu enzym trong qua trinh chuyén hoa lipid: tGc ché
lipoprotein lipase (LPL) huyét tuong va cholesterol 7a- hydroxylase (C7a H)
[126], [127]; tang sb luong va hoat dong cua 3- hydroxy- 3- methylglutaryl
coenzym A (HMG- CoA) reductase, giam s6 luong receptor LDL tai gan
[128]. Vi vay, khi stt dung P- 407 gay RLLPM s€ lam tang ca cholesterol va
triglycerid mau.

Mo hinh gay ting lipid mau noi sinh bang cac chat hoat dong bé mat
nhu Poloxamer 407 (P- 407) 1a phuong phap thuong duoc st dung dé déanh
gia sang loc mot cach nhanh chong tac dung diéu chinh rdi loan lipid mau cia
mot thuée méi hodc mot san pham méi [120], [129]. O nghién ctru nay, chung
t61 str dung P-407 dé danh gia nhanh tac dung cua Lipidan trong vong 24 gid,
ldy thudc doi chtng 1a atorvastatin - mot dan xuat nhom statin. Atorvastatin
c6 cAu tric gan giéng véi 3- hydroxy- 3- methylglutaryl coenzym A (HMG-
CoA) nén tc ché canh tranh v6i HMG- CoA reductase, 1am giam tong hop
cholesterol, dong thdi 1am ting receptor LDL & mang té bao, nén duoc uu tién
Ira chon trong truong hop ting cholesterol mau. Din xuét statin ciing ¢ tac
dung ha TG mau. Vi vay, atorvastatin dugc chon lam thudc d6i ching trong
nghién ctru ndy. Trong 1am sang, din xuat statin thuong chi biéu hién day du
tac dung sau 4 tuan dung thudc, nhung vi thoi gian thyc hién mé hinh noi sinh
ngan (udng thudc thir hodc thude ddi ching trong 7 ngay) nén phai chon licu
thudc thir ciing nhu thude chudn rt cao méi c6 thé danh gia nhanh dugc tac

dung diéu chinh réi loan lipid mau. Yee Hor S (2011) d3 dung atorvastatin 75
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mg/kg trén chudt cong trang lam thudc tham chiéu dé so sanh [130] do d6
chung t6i chon lidu atorvastatin 100 mg/kg/ngdy trén chudt nhit tring (gip
khoang 5 lan liéu diéu tri trén chudt nhit c6 tac dung twong duong liéu diéu
tri trén nguoi). Tir liéu atorvastatin, ching t6i chon 2 lidu Lipidan 1a 6,0
g/kg/ngay (gap 5 lan liéu diéu tri trén chudt nhat tinh twong dwong lidu diéu
tri trén nguoi) va lidu cao gip hai 1an (12,0 g/kg/ngay).

Két qua nghién ciru ¢ bang 3.14 cho thiy, atorvastatin 100 mg/kg 1am
han ché 13 rét cac rdi loan lipid méu, lam giam ham luong TC va non - HDL-
C so v6i 16 mo hinh (giam 27,1%va 46,2%). Tuy nhién, atorvastatin lam tang
TG trén mo6 hinh nay. Nghién ctru cia Mai Phuong Thanh gdy mo hinh tang
lipid noi sinh bang P- 407 ciing thay hién tuong nay [125]. Piéu nay can phai
tim hiéu thém dé co thé giai thich duoc rd rang.

Lipidan lidu 6,0 g/kg lam giam c6 y nghia thong ké chi s TC va non —
HDL- C (giam 14,1%va 27,9%), nhung khong 1am thay d6i nong d6 TG so véi
16 md hinh. Lipidan liéu 12,0 g/kg ngoai lam giam c6 ¥ nghia théng ké chi so
TC va non — HDL- C (giam 25,6%va 28,4%), con lam giam 10 rét TG (giam
26,8%) so v6i 16 mo hinh. Nhu vay, Lipidan liéu cao hon thé hién tac dung t6t
hon trén ca mirc TC va TG mau. Tac dung lam ha cholesterol mau cua Lipidan
lidu 12,0 g/kg tuong duong tac dung cta atorvastatin 100 mg/kg.

Vii Thi Thuan (2014) danh gia tic dung diéu chinh réi loan lipid mau
ctia bai thuéc BBT (dang cao 1ong) trén thuc nghiém, két qua cho thay ¢ liéu
10 g/kg va 20 g/kg chua lam thay d6i cac chi sé lipid mau & 16 nghién ciru so
v6i 16 mo hinh va phai sir dung dén licu 50 g/kg, su thay doi mdi co ¥ nghia
théng ké, p<0,05[131]. Nhu vy, hiéu qua diéu chinh rdi loan lipid mau cua
BBT thip hon so v6i Lipidan. Truong Viét Binh (2014) danh gia tac dung

diéu tri r6i loan lipid méu cua bai thudc HTM trén thuc nghiém, két qua cho
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thay voi lidu HTM 10 g/kg trén mé hinh néi sinh lam giam dugc 16,19% TG
va 10,41% CT [132], thap hon két qua nghién ctru Lipidan.
4.2.2. Tic dung ciia Lipidan trén mé hinh gdy réi loan lipid mdu theo co
ché ngoai sinh

Mot s6 nghién ctru trén thé gidi va trong nudc st dung chudt cong
tring truong thanh dé gay mé hinh ting cholesterol ngoai sinh bang cach cho
chudt an hodc ubng cholesterol don thuan [5], [110], [133]. Kinh nghiém
nghién ctru ctia chung t6i cho thay khi gay rdi loan lipid méu bang cach dung
dau cholesterol don thuan trén chuét céng, su 161 loan lipid méu dat duoc
thuong khong cao, khong dong nhét giita céc ca thé va thudng phai dung dai
ngay(> 6 tuan). Nassiri va cong sy da cho chudt uong hdn hop dau cholesterol
gém 10g cholesterol, 10g acid cholic va 3g propylthiouracil (PTU) pha trong
dau lac vira da 100ml trong 4 tuan. Két qua cho thdy & nhom sir dung 10ml
hdn hop dau cholesterol/kg/ngay di giy ting cholesterol 1én 260,8% so véi
nhom chimg [108]. B6 sung acid cholic va PTU 1a mét bién phap dé 1am ting
hép thu cholesterol va 1am giam chuyén hoa cholesterol thanh acid mat, vi vay
giy dugc md hinh c6 do 6n dinh, do dong nhat cao hon va rat ngin thoi gian
nghién ctru. Tuy nhién, acid cholic phai dit mua tor nudc ngoai voi gia tuong
d6i cao, vi vay trong nghién ctru ndy ching t6i 4p dung mo hinh giy ting
lipid mau ngoai sinh theo nghién ctru ciia Nguyén Phuong Thanh (2011)
[109], theo d6 da diéu chinh ham luong acid cholic thip hon 10 1an va PTU
thap hon 6 1an so véi md hinh cta Nassiri (2009) (Bang 2.1). Sau khi diéu
chinh, van gy duoc md hinh ting cholesterol mau ngoai sinh 6n dinh, dong
nhat trén chung chudt céng c6 & Viét Nam. Mai Phuong Thanh di sir dung
hdn hop dau cholesterol c6 ham lugng thap acid cholic va PTU nay dé gay
md hinh ting cholesterol ngoai sinh dat két qua t6t [125].
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Két qua bang 3.15 va 3.16 cho thdy, trudc nghién ctru, chudt dugc lua
chon dé giira cac 16 khong c6 sy khac biét vé trong luong cling nhu tat ca cac
chi s lipid mau. Pé dam bao ddng nhat vé ché d6 an giita cac 16, trong qua
trinh nghién ctru, chudt dugc an cung mdt loai thirc an do Vién V¢ sinh dich
t& trung uong san xuat theo tiéu chuan dinh lugng cho chudt. Trong thoi gian
nghién ctru, chudt & tit ca cac 16 déu co sy gia tang trong lugng theo thoi
gian. O 16 m6 hinh, chudt uéng hdén hop dau cholesterol 3 tuan dau, trong
luong thay d6i nhung su khac biét khong c6 ¥ nghia thdng ké so vai 16 ching.
O tuan tht 4, cAn nang chudt mic du van ting nhung ting it hon so véi 16
chtng trang (p< 0,01), quan sat thdy chudt an it hon, c6 1& do udéng hdn hop
dau cholesterol nhiéu ngay, lam ting lipid mau dan dén chudt chan an ?
Nghién ciru cia Mai Phuong Thanh ciing nhan thdy chudt & 16 mo hinh (uéng
hdn hop dau cholesterol, khong udng thude) c6 xu hudng ting trong luong co
thé it hon cac 16 khac tuy su khac biét chua c6 ¥ nghia théng ké [125].

Céc 16 udng atorvastatin 10 mg/kg, Lipidan lidu 0,7g /kg va 1,4g/kg
khong thay d6i thé trong chudt c6 ¥ nghia thong ké so vi 16 mo hinh tai tat ca
cac thoi diém nghién ctru. Khong co6 su khac biét trong luong chudt gitra cac
16 udng Lipidan va 16 udng atorvastatin.

Két qua ¢ cac bang 3.17 va 3.18 cho thay udng hdn hop dau cholesterol
da gay duogc tinh trang RLLPM 13 rét trén chudt cng trang. Sau 2 tuan, &
16 m6 hinh (uéng hdn hop dau cholesterol, khong udng thudc), ndng do
TC, HDL- C va non- HDL- C di ting rd rét so v6i 16 chimg trang: TC ting
93,3%, non - HDL- C ting 87,7% va HDL- C ting 88,5% v&i y nghia théng
ké cao (p < 0,001), nhung chua lam ting TG c6 ¥ nghia. Sau 4 tuan udng hdn
hop dau cholesterol, néng d6 TC, HDL- C va non- HDL- C tiép tuc tang cao
hon ¢ thoi diém 2 tuan (TC tang 103,1 %, non - HDL- C ting 95,3% va HDL-
C ting 117,3%), dong thoi ndng do TG ciing ting 20,8% so voi 16 chimg trang,
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su khac biét co ¥ nghia théng ké (p < 0,01). Nhu vay, sau 4 tuin uéng hdn hop
dau cholesterol, tat ca cac chi sb lipid trong mau chudt déu ting rd rét so véi 16
chung trang, trong d6 cholesterol tang sdm va ting cao hon TG.

Trén mo hinh nay, atorvastatin dung liéu 10 mg/kg/ngay trén chudt
cdng tring (twong duong véi lidu ¢ tac dung trén nguoi), da dugce nhiéu nha
nghién ctru trén thé gidi va trong nude st dung [125], [134]. Atorvastatin da
thé hién rd tac dung han ché rdi loan lipid mau qua giam c6 y nghia thong ké
chi s6 TC va non- HDL- C so v6i 16 md hinh. Sau 2 tuan, nong do TC giam
31,3%, non- HDL- C giam 45,6%; sau 4 tuan, néng do TC giam 28,3%, non -
HDL- C giam 39,4% so vé&i 16 mé hinh, sy khac biét c6 ¥ nghia théng ké cao
(p< 0,001 va <0,01). Nong d6 TG ¢6 xu hudng giam so véi 16 mé hinh nhung
su khac biét chua co y nghia thong ké.

Lipidan ca 2 liéu 0,7g/kg/ngay va 1,4g/kg/ngay da lam giam rd rét ndng
d6 TC va non- HDL- C so v&i 16 mé hinh. O 16 udng Lipidan 0,7g /kg/ngay,
sau 2 tuan nong d6 TC giam 33,1%, non- HDL- C giam 42.5%; sau 4 tuan,
néng dé TC giam 31,2%, non- HDL- C gidam 46,4% so vo6i 16 mo hinh, su
khac biét co y nghia thong ké cao (p < 0,001 va <0,01).

Hiéu qua ha TC cua Lipidan liéu 0,7g/kg/ngdy sau 4 tuan tuong duong
v6i bai thubc HTM theo nghién ctru cta Truong Viét Binh, nhung bai thudc
HTM phai dung liéu 10g/kg, cao hon nhiéu so voi liéu Lipidan [132]. Trong
nghién ctru cua Vii Thi Thuan, chuot uéng bai thuéc BBT sau 4 tudn chua
thay su thay doi bat ci chi s6 lipid mau nao [136], cho thay hiéu qua cia BBT
dang cao long thip hon so véi hiéu qua cta vién nang Lipidan.

O 16 udng Lipidan 1,4g /kg/ngay, sau 2 tuan nong do TC giam 25,3%,
non - HDL- C giam 35,9%; sau 4 tuan, nong d6 TC giam 23,0%, non - HDL-
C giam 31,8% so véi 16 mo hinh, sy khac biét c6 ¥ nghia thdng ké cao (p<

0,001 va < 0,01). Giong nhu 16 uéng atorvastatin, nong d6 TG ¢ 2 16 uéng
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Lipidan ¢6 xu hudéng giam so vé1 16 mo hinh nhung sy khac biét chua cé ¥ nghia
thong ké.

Nong d6 HDL- C ¢ 16 udng atorvastatin va 2 16 udng Lipidan khong
khac biét so v6i 16 mé hinh. Khong c6 su khac biét co ¥ nghia thong ké vé
ndéng do cac chi sé lipid mau giita 16 ubng atorvastatin va 2 16 uéng Lipidan
tai thoi diém sau 2 tudn va 4 tuan nghién ctu.

Nhu vay, Lipidan da thé hién 10 tac dung han ché rdi loan lipid méu trén
ca hai mo hinh gay rdi loan lipid mau theo co ché ndi sinh va ngoai sinh.

Hoi chtng rdi loan lipid mau c6 sy twong dong voi chimg dam thap, theo
YHCT.Thanh phan cua Lipidan gom 9 vi thubc. Mot sb vi thude trong thanh
phan cua Lipidan dd duogc st dung trong cac bai thudc diéu tri hdi chung rdi
loan lipid méau. Pic biét, Son tra duoc tim thay xuat hién & khoang trén 50%
bai thuéc YHCT [135].

Trén thé gidi da c6 nhiéu cong trinh nghién ctru vé tac dung diéu tri roi
loan lipid méau cua cac vi thude cé trong bai thude Lipidan.

Mot nghién ctru ¢ Trung Qudc nam 2009 thiy Son tra c6 tac dung lam
taing biéu hién cua apolipoprotein IV-A (ApoA-1V)- mét glycoprotein luu
hanh trong mau, dugc tong hop chii yéu ¢ rudt non, co tac dung van chuyén
chat béo trong co thé. N6 1a thanh phan chinh cia HDL- C (mét lipoprotein
co tac dung bao v¢, giup lam gidm luong cholestrerol va ngan ngtra xo vita
dong mach). Quan trong hon, ApoA-IV co thé tham gia vao su kiém soat
luong thuc dn va sy hap thu thirc n vao co thé. Khi kich thich dugc su biéu
hién cua apolipoprotein nay s& gitip cho co thé giam lugng cholesterol va
ngan ngua dugc xo vira dong mach. Trén thyc nghiém, Son tra con co6 tac
dung lam giam céc yéu to kich thich té bao 3T3-L1 hoat dong. Té bao 3T3-L1

1a mot dong té bao c6 ngudn gde tir chudt, duge sir dung trong nghién ciru
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sinh hoc trén md m&. Té bao nay ting tong hop chit béo trung tinh, rat nhay
cam v&i céac kich thich va thude tang tong hop hodc phan hiy lipid [97].

Ban ha véi thanh phan chinh 1a B- sitosterol co tac dung lam giam
cholesterol trong mau, trc ché hip thu cholesterol tir rudt. Theo nhom tac gia
Han Qudc (2006), san pham chiét nuéc tir ré cidy Ban ha co tac dung lam
gidm can nang, luong TG va acid béo tu do trong mau chudt Zucker thuc
nghiém [100].

Mot nghién ctru tai Buc nam 2014 cho théy, dich chiét tr Hau phac nam
co tac dung lam gidm luong triglycerid va cholesterol & gan chudt dugc nudi
bang ché do an giau chat béo trong 6 tudn [101]. Hon hop tinh dau tio, hau
phéc nam va mot sd vi thude khac co tic dung 1am giam trong luong cia
chudt cong dugc nudi dudng bang ché do an giau chat béo [102].

Nghién ctru vé Tran bi cho thdy san pham chiét tir con cua Tran bi da
lam giam luong chat béo trung tinh, giam cholesterol toan phan va LDL-C
dong vat thuc nghiém dugc an ché do c6 cholesterol cao, nhung khong lam
thay d6i hoat do enzym AST va ALT trong méu, chimg to khong gy ton
thuong té bao gan chudt. O Trung Quédc di sir dung san pham Tran bi lam tra
ubng cho ngudi béo phi [98].

Sinh khuong 1a mot vi thudc nhung dong thoi ciing 13 gia vi rat thuong
dung. Nghién ctru cua cac tac gia Uc (2009) cho thidy ¢ chudt cong nuodi
dudng bang ché do an giau chét béo, sau d6 dugc ubng san pham chiét tir ct
gimg trong 6 tuan thay c6 tac dung lam giam luong triglycerid va cholesterol
trong mau. Ngoai ra san phim nay con lam ting sy nhay cam cia té bao véi
insulin [99]. Trong mot thir nghi¢ém 1am sang & Iran, bénh nhan béo phi dugc
sir dung nudc tlr cii gimg hang ngay trong 10 tuan thdy c6 giam trong luong
co thé, luong triglycerid va cholesterol giam hon so v6i nhom khong duoc str

dung nudce ging hang ngay [83].
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4.3. Tac dung ciia vién nang Lipidan trong diéu tri roi loan lipid mau &
nguoi bénh.

4.3.1. Pic diém chung ciia bénh nhin nghién ciru

* Vé tuoi

Theo sb liéu bang 3.19 va biéu d 3.1, tudi trung binh cta bénh nhan dén
diéu tri 1a 47,9 £ 10,07 tudi. Trong do, tudi trung binh cua bénh nhan nhoém A
1 48,3 + 9,3 tudi va nhom B 1a 47,6 + 10,9 tudi. O cd 2 nhém, nhém tudi 40-
59 chiém ti 1& cao nhat 13 34,4%. Su khac biét vé tudi gitta nhém bénh nhan ty
hu dam thap (nhém A) va nhém ty than duong hu (hnhém B) khac biét khong
c6 y nghia thong ké, véi p>0,05. Két qua cia ching toi tuong duong voi
nghién ctru cta Vil Viét Hang (2006), Tran Thi Hién (1996) va Ha Thi Thanh
Huong (2012) [89], [136], [137].

Theo 1y luan ctia YHCT, phu nit 7 tudi thién quy dén, 49 tudi thién
quy kiét, cong ning cua cac tang phi bat dau suy giam, dic biét 1a tang ty
(chi van hoa) 1am cong ning van hoa thuy thip d& bi dinh tré tir d6 gay
chtig dam thap [138].

Theo Y hoc hién dai, ltra tudi ngoai 40 tudi, l0c ndy nir gidi bude vao
giai doan tién man kinh, nam gidi ciing c¢6 nhiéu thay doi trong chu ki sinh
hoc, 1am cho strc dé khang ctia co thé yéu di din dén giam hoat dong va
nhiéu bénh tat phat sinh... Do vdy, & lira tudi nay, con ngudi dang trén da 3o
hoa. Piéu d6 ching minh mdi lién quan mat thiét gilta tudi voi ching dam
thap ctia Y hoc cb truyén ciing nhu hoi chimg réi loan lipid mau ctua Y hoc
hién dai [92].

* Vé gidi

Két qua bang 3.20 va biéu d6 3.2 cho thiy, bénh nhin nam & nhom A

chiém ti 1& 75,6% va bénh nhén nit chiém ti 1¢ 24,4%. O nhém B bénh nhan

nam chiém ti 1& 68,9% va bénh nhan nit chiém ti 1 31,1%. Tuy nhién, trong
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90 bénh nhan nghién ctru thi nam gii chiém ti 18 cao 1a 72,.2% va nit gidi
chiém ty 1¢ thap hon 14 27,8%. Theo chiing tdi, két qua nay hoan toan phu hop
boi di tugng dén kham bénh hau hét 1 can bo, chién sy trong nganh Cong
an, do dic thu nghé nghiép nén nam nhiéu hon nit. Két qua nghién ctu cua
chdng t61 phu hop véi Tang Thi Bich Thuy (2008), trong nghién ctru cia tac
gia nay, ty 1& bénh nhan nam chiém 83,3% va bénh nhan nit 12 16,7% [139].

So sanh thay khong c6 su khac biét vé gidi gilta 2 nhom bénh nhan trong
nghién ctru (p>0,05).
* Vé nghé nghiép

Két qua bang 3.21 va biéu dd 3.4 cho thay, trong nghién ciru ciia chiing
t6i, da s bénh nhan 1a can bd huu chiém ti 18 (48,9%), can bd coéng chirc
chiém ti 1& (43,3%), s6 bénh nhan lao dong chan tay chiém ty 1& thap (7,8%).
Két qua nay phu hop voi nghién ctru cia cac tac gia Phan Viét Ha, Nguyén
Thuy Huong, Ha Thi Thanh Huong va Tang Thi Bich Thuy [89],[140],
[139], [95], [141].

Theo chung t6i, két qua nay 1a hop 1y béi ngudi nghi huu cling nhu can
bd cong chic 1a nhitng ngudi it van dong chan tay. Trong cac y vin cb ciia Y
hoc ¢b truyén nhu sach Té Véan Thién "Tuyén minh ngii khi luan" da viét:
"Ctru ngoa thuong khi, ctru toa thuong nhuc" c6 nghia 1a thuong khi dan dén
ty hu, ty khi hu suy ma gay bénh [12].
* Vé chi s6 BMI

Két qua bang 3.21 va biéu do 3.4 cho thiy, s6 bénh nhan thira can va béo
phi d6 I trudc nghién ctiru chiém ty 1¢ twong Umg 1a 26,7% va 25,5%. So sanh, chi
s6 BMI ctia bénh nhén trong nghién ctru cua chung t6i twong dwong véi nghién
ctru cia Nguyén Thiy Huong véi chi s6 BMI trung binh 24,7+ 0,4 [140].

Ngay nay, do sy phat trién caa nén kinh té, thu nhap ca nhan ngdy mot

tang cao da anh huong tryc tiép dén cac nhu cau sinh hoat, trong d6 c6 nhu
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cau an udng. Khau phan an ting 1am cho luong calo dwa vao co thé nhiéu hon
mirc tiéu thy vi thé da gy nén tinh trang béo phi. Ngoai ra, thanh phan bita dn
khong can ddi v6i nhiéu thuc phém c6 luong acid béo bao hoa cao, nhiéu chat
duong, it chit xo cang lam gia ting tinh trang béo phi. Thanh phan bira n
khong can dbi két hop véi thoi quen luoi van dong... cang lam tinh trang béo
phi, ting can tré nén tram trong. Tang cin, béo phi duoc xem nhu 13 van dé
chung vé strc khoe vi nd 1a nguy co dan dén nhiéu tinh trang bénh 1y nguy
hiém nhu ting huyét ap, réi loan lipid mau, dai thao dudng va hau qua dan
t4i vira xo dong mach. Nhiéu nghién ciru trong nudc va trén thé gisi da
chtimg minh, béo phi thudng di doi v6i hoi chimg rdi loan lipid mau va dé

bi vita xo dong mach [142], [143].

Béo phi da duogc ghi trong sach phuong Pong: "Nhan hitu phi, hitu cao,
hitu nhuc". Nhu vAy nguoi xua dd phan hinh thé con nguoi thanh 3 loai: phi,
cao, nhyc va cho rang chimg phat phi, phat sinh c¢6 lién quan dén chiung dam
thap va khi hu "phi nhan da dam thap", ngudi béo khi hu sinh han, han sinh
thap, thip sinh dam. Nhu viy, tinh trang béo phi va chimg dam thap co lién
quan mat thiét voi nhau. Piéu tri giam béo s& gdp phan 1am giam céc thanh

phan lipid mau [13].
* Moi lién quan giita théi quen sinh hoat Va roi loan lipid mau

O bang 3.22 va biéu dd 3.5 cho thay, ty 1& bénh nhan réi loan lipid mau
c6 thoi quen luoi van dong & nhom A 1a 51,1% va nhom B la 60,0%. Ty 1é
bénh nhan co6 théi quen an nhiéu m& dong vat nhom A chiém ti 1¢ 48,9% va
nhom B chiém 42,2%. Cac th6i quen khac nhu: dn min, udng bia ruou, hat
thudc 1a chiém ty 1¢ thap hon. Két qua nay ciing pht hop v6i nhiéu nghién
clru clia cic tac gia trén thé gidi vé cac yéu to nguy co gay rdi loan lipid méau.

Ty 1€ cac yéu td nguy co cua roi loan lipid mau nhu 161 song tinh tai, luo1 van
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dong an nhiéu m& dong vat, udng rugu bia thudc 14 [2]. Rén luyén thé luc
dugc chung minh khong nhiing lam tdng oxy mau ma con lam tang HDL- C

va giam LDL- C [94].

Udng rugu va hat thude 14 13 nguyén nhan gy ting huyét 4p va ting
cholesterol mau: ruou sau khi vao co thé kich thich sy tong hop céc acid béo
va két hop dé tao thanh triglycerid. Hau qua 1a udng ruou s& 1am gia ting
nguy co dot quy. Hut thude 14 1am tiang ndng do oxyt cacbon trong mau, tir d6
lam giam cung cdp oxy cho t6 chirc, 1am tén thuong té bao ndi mac dong
mach. Mit khac chét nicotin cta thudc 14 1am co mach va gay tiang huyét ap
va thiéu mau co tim [10].

Theo 1y luan ctia YHCT, cac yéu to trén ciing 13 nguyén nhan giy chimg
dam am. Tir Xa xua, cha ong ta di biét viéc an udng khong diéu do, an nhiéu
chat bd béo s& sinh bénh tat. L& Quy Pon di viét “Bénh tai khau nhap, hoa tai
khau xuét”, nghia 13 bénh thi tr miéng ma vao, hoa thi tir miéng ma ra. An
qua nhiéu cao lwong, thirc dn béo ngot 1am ton thwong ty vi 1am giam sat cong
nang van hoa cta ty, vi ma dam thap sinh ra dan toi bénh tat. Yéu t6 nay dong
nghia véi viéc an nhiéu thic dn dau md, dong vat cia YHHD [12]. Ngoai ra,
nam ngéi nhiéu sé& ton thuong khi, 1am cong nang van hoa cua ty, than, phé bi
roi loan sinh dam troc [13]. Sach T Van Thién “Tuyén minh ngii khi luan”
viét “Citu ngoa thwong khi, ciru toa thwong nhuc”. Thuong khi dan dén khi
hu, thwong nhuc dan dén ty hu, ty khi hu suy ma gay bénh [12].

Nhu vay, yéu t6 nguy co cia RLLPM chinh 1a do thdi quen luoi van
dong, an nhiéu md dong vat, udng ruou bia, hut thude 14 [17], [89],[140].

* Pic diém vé réi loan cdc thanh phan lipid mau
Bang 3.23 cho thdy, chi s6 cac thanh phan lipid mau cua bénh nhan ¢ 2

nhém A va nhom B trudce nghién ciru khong c6 su khac biét vai p>0,05.
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Bang 3.24 va biéu d6 3.6 cho thiy, ty 1& bénh nhan ting cholesterol don
thuan chung cho ca 2 nhém chiém 32,2%. Trong d6, nhom A chiém ty 18
33,3% va nhom B chiém ty 1¢ 31,1%. Ty 1¢ bénh nhan tang triglycerid don
thuan & ca 2 nhom 13 27,8%. Trong do, ty 1€ 1a 31,1% & nhom A va 24,4% ¢
nhom B. Tang lipid mau hon hop gip trén 40,0% bénh nhan véi 35,6% &
nhom A va 44,5% nhom B. Két qua nghién ctru cho thay, ty 18 bénh nhan ting
lipid mau hdn hop trong nghién ciru ctia chiing toi thap hon so véi két qua cua
cac tac gia Bui Thi Man (55%), Vii Viét Hang (50,75%), Nguyén Thly
Huong (56,25%) va tuong duong voi nghién ctru cua Ha Thi Thanh Huong
(44,28%) [140], [136],[144].

Két qua & biéu do 3.7 cho thiy, da so cac bénh nhan trong nghién ciru
mac RLLPM trong thoi gian 3 thang dén 3 nam (46,6 % ¢ nhom A va 53,3 %
& nhom B), c¢6 9 bénh nhan méi phat hién bénh lan dau thoi gian 3 thang &
nhém A chiém ty 1¢ 20,0% va 15 bénh nhan phat hi¢n lan dau trong thoi gian
3 thang & nhoém B chiém ty 1¢ 33,3%. Nghién ctru ctia chiing toi phu hop véi
nghién ctru cia Ha Thi Thanh Huwong nam 2012 (50,0%) [89].

Nhu vy, sy tuong dong vé tudi, gidi, cholesterol, triglycerid, LDL- C va
HDL- C gitta nhom A va nhdm B 1a phu hop, dam béao su twong dong giira 2
nhom bénh nhan trong nghién ctru.

4.3.2. Hiéu qua ciia vién nang Lipidan trong diéu tri réi loan lipid mdu
4.3.2.1. Hiéu qud cdi thién cdc triéu chirng 1am sang

Két qua bang 3.25, cho thay trudc diéu tri c6 42 bénh nhan c6 biéu hién
tri¢u ching dau dau chiém ti 1& 46,7%. Trong d6, nhom A chiém ti 1¢ 1a
51,1%, nhém B chiém ti 1& 46,7%. Triéu chung hoa mét, chong mat co 47
bénh nhan chiém ti 1& 52,2%. Sau 42 ngay dung vién nang Lipidan liéu 9
vién/ngay, cé4c tridu chimg dau dau, hoa mit, chong mit cia ca 2 nhom déu

khong con. So sanh, chung toi nhan thay, hiéu qua giam cac dau hiéu dau dau,
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hoa mit, chong mit ctia vién nang Lipidan cao hon so voi vién "Ha md" cia
Nguyén Thuy Huong va tuong duong véi cdm tan "Tiéu phi linh" caa Ha Thi
Thanh Huong [140], [89].

Dau dau, hoa mit, chong mit 13 triéu chimg thudng gip trong bénh nhan
roi loan lipid mau. Theo Pham Khué, triéu chimg dau dau thuong gip 6
nhitng bénh nhan vita xo dong mach giai doan sém [2]. Theo Y hoc ¢b truyén,
dau dau 1a chting dau théng do dam troc thinh, uat két lai che mo thanh duong
gay nén [13],[93]. Pan khé tam phap ghi: “Khong c6 dam thi khong co
huyén” nén muén tri chimg huyén trude tién phai tri chimg dam.

Trong vién nang Lipidan ¢ cac vi thuc: Ban ha, Bach linh, Tran bi,
Son tra, Hau phac nam va Sinh khuong. Theo YHCT, céc vi thudc nay c6 tac
dung 1y khi, hoa dam, trir thap vi thé d3 c6 tac dung lam cac triéu ching dau
dau, hoa mat, chong mat. Két qua nghién ctru cuia Tran Xuan Thao (2008) cho
thﬁy, vi Ban ha va Bach linh c6 tac dung trir dam, tao thép diéu tri dau dau,
hoa mét, chong mit [145]. Mot nghién ctru thuc nghiém cho thay, san pham
chiét nudc tir ré cdy Ban ha co tic dung lam giam cén ning, triglycerid va
acid béo tu do trong mau chudt Zucker [100]. Trong nghién ctru ctia Guo A.J.
nam 2009, Son tra c¢6 tac dung lam giam céac yéu t6 kich thich té bao 3T3-L1
hoat dong nén c6 tac dung giam cholesterol mau [97]. San pham chiét tir con
ciia Tran bi da lam giam dugc lugng chat béo trung tinh, giam cholesterol
toan phﬁn, LDL-C trén dong vat thuc nghiém duogc an ché dd co cholesterol
cao [98]. Mot nghién ctru thir nghiém 1am sang o Iran cho thdy, nhém bénh
nhan béo phi khi str dung nudc tir ¢ gimg trong 10 tudn di giam duoc trong
luong co thé, luong triglycerid va cholesterol so vdi nhdm chung [83]. Két
qua ctiia mot nghién ciru tai e nam 2014 cho thay, dich chiét tir Hau phac
nam co6 tdc dung lam giam luong triglycerid va cholesterol & gan chudt duoc

nuoi bang ché do an giau chat béo trong 6 tuan [101]. Hon hop tinh dau tao,
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Hau phac nam va mdt s6 vi thude khac co tac dung lam giam trong lugng
chudt céng dugc nudi dudng bang ché do an giau chat béo [102]. RS rang, cac
vi thuc Ban ha, Bach linh, Tran bi, Son tra, Hau phac nam va Sinh khuong
trong vién nang Lipidan c6 tic dung lam giam cac thanh phan lipid mau ciing
nhu lam mat céc triéu chimg thuong gip lién quan dén rdi loan lipid mau nhu
dau dau, hoa mét, chéng mat.

Mét moi, té nang chan tay, tr chi ra roi, diy chuéng bung 14 nhimg triéu
chtng hay gip ¢ bénh nhan ty hu dam thip va ty than duong hu. Nhitng bénh
nhan nay thuong do ty hu lam giam cong ning van hoa cia ty nén thiy thap
trong co thé khong hoa duoc ma ngung tu lai dan hinh thanh dam thap [12],
[13]. Mét 1a do dam thap tro tré 1au ngdy lam ton thuong phan khi, ty cha co
nhuc, ty khi hu nuéi dudng co nhuc kém nén khi hoat dong nhanh mét moi.
Theo YHCT, t& moi thudc chimg "ma moc", nguyén nhin do dam thip dong
lai & bi phu, co nhuc gy can tré luu thong khi huyét ma sinh ra. Két qua
nghién ctru cta ching toi cho thiy triéu chimg mét moi da giam tir 44,4%
trude diéu tri xudng con 0,0% sau diéu tri. Nhu vy, vién nang Lipidan c6
hiéu qua 1am tiéu dam vi thé ma dam thap khong 1am trd tré nita lam cho phan
khi khong bi ton thuong vi thé co thé thdy hét mét moi, tac dung tét hon so
v6i cém tan "Tiéu phi linh" va vién nén "Ha m&" khi chi 1am hét mét méi trén
80,0% va 89,6% bénh nhan [140], [89]. Cac triéu chung nhu t€ nang chan tay
da giam tir 28,9% trude diéu tri xudng con 14,4% sau diéu tri; t& nang than
giam tir 22,2% xudng con 7,8%; day chudng bung, ti chi rd rdi trude dicu tri
chiém ty 18 7,8% va 36,7%, sau diéu tri khdng con (0,0%) va cac triéu ching
dau lung (7,8%), U tai (15,67%), moi gbi (7,8%), tiéu dém (7,8%) sau diéu tri
déu giam va hét.

Giai thich két qua dat dugc tac dung nhu trén 1a do vién nang Lipidan co

cac vi: Tran bi, Son tra va Ban ha co tac dung ly khi, trir dam; Bach linh va
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Xa tién tir co tac dung loi thuy, tham thép, thai troc gilr tinh hoa cho than;
Ngii gia bi tic dung trang gan cdt, trir phong thap, bo than. Cac vi thude trén
phéi hop véi Moc huong, Hau phac, Sinh khuong lam tang tdc dung van hoa
cua ty giup qua trinh trir ddm manh hon. Tiur d6, lam cho cac triéu ching 1am
sang trén dugc thuyén giam [13], [145]. Nhu vay, két qua nghién ctru da
khing dinh, Lipidan khéng chi c6 tac dung 1am giam ma thdm chi con lam
mat céc triéu chimg 1am sang lién quan dén rbi loan lipid méau.

Két qua bang 3.26, 3.27 va 3.28 cho thay, 100% bénh nhéan thé ty hu
dam thap biéu hién mach hoat va 100% bénh nhan thé ty thin duong hu c6
biéu bién mach tram té. Sau diéu tri 42 ngdy cd 85 bénh nhan ¢ ca 2 nhom
mach tré vé nhu hodn, chiém ti 18 94,5%.

S6 bénh nhan c6 réu ludi trang nhon, béu nhét, ludi 6 ngan riang trudc
diéu tri chiém ti 18 24,4%; 20%; 18,9%. Sau 42 ngay diéu tri, khdng con bénh
nhan nao c6 biéu hién tinh trang réu ludi tréng nhon, ludi béu nhét. Ty 1€
bénh nhan ludi c6 ngan rang chiém 3,3%.

Bang 3.29 cho thiy, sau 42 ngay diéu trj chi s6 BMI da giam so véi trude
diéu tri voi BMI trung binh nhom A giam con 23,56 + 2,12 va nhom B giam
con 23,32 + 1,76, chi s6 BMI thira cAn nhom A sau diéu tri con 25,24 + 1,63 va
nhom B con 24,61+0,94, chi s6 BMI thira can béo phi d6 I nhém A sau diéu
tri con 26,28+1,41 va nhém B con 24,46+0,68. Tuy nhién, sy thay doi nay
khéng c6 ¥ nghia thng ké véi p>0,05. Nghién ciru nay ctia ching toi phu hop
véi nghién ctru cua Nguyén Thuy Huong va Ha Thi Thanh Huong [140],
[89]. Tuy nhién chi sé6 BMI ciing nhu cin ning ctia bénh nhan phu thudc
nhiéu vao ché d6 an udng, tap luyén va thoi gian dung thude c6 thé chua du
dé thay rd tac dung giam can vi thé ching t6i chua thé dua ra két luan vé tac

dung giam can cua Lipidan.
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Bang 3.30 cho thiy, chi s huyét ap tAm thu va huyét 4p tdm truong, sau
42 ngay diéu trj dung vién nang Lipidan khong lam anh huéng dén chi sd
huyét ap. Véi, p> 0,05. Tuy nhién, & bang 3.31 cho thdy, nhém bénh nhén c6
chi s6 huyét ap 12 136,2 + 7,3 va 137,8 + 9.1 sau 42 ngay diéu tri dung vién
nang Lipidan thi chi sb huyét 4p c6 xu hudng giam rd rét. Khac biét co ¥
nghia thong ké, p<0,01.

Theo Y hoc hién dai, rdi loan lipid mau 1a mot trong nhitng yéu t6 nguy
co chinh ctia bénh vita xo dong mach va tang huyét ap. Diéu tri réi loan lipid
mau sé& lam giam cic nguy co mac bénh vita xo dong mach va ting huyét ap.

Theo YHCT, ting huyét ap thudc pham vi chimg “huyén vung” “dau
théng”, nguyén nhan 1a do dam troc gy ra. Vién nang Lipidan c6 tac dung
cha yéu 1a 1y khi, kién ty, tham thap, trir dam, loi tiéu. Vi thé ma ha duoc
huyét ap trén bénh nhan c6 ting huyét ap rat hiéu qua. Vi thudc Tran bi co tac
dung kién ty, 1y khi, tdo thap, hoa dam, duy tri tinh tham thau cia mach mau
binh thuong, giam tinh xo ciing cia mach mau. Xa tién tir va Bach linh ¢ tac
dung loi tiéu, tham thap, an than. Ngii gia bi 1am gi&n mach ngoai vi, vi thé
lam tang luu lugng mau dong mach, Son tra c6 tdc dung trir dam, ti€u tich. Vi
vay, Lipidan c6 tac dung ha huyét 4p & bénh nhan co biéu hién tién ting huyét
ap theo JNC VI 1a rat tot. Két qua nghién ctru cta chung toi cling phtl hop voi
cac nghién ctru bai thude diéu tri r6i loan lipid mau kém theo ting huyét 4p cua
Tang Thi Bich Thuy va Pham Thi Bach Yén [5], [139]. Tuy nhién, dé khang
dinh chic chin duoc tac dung ha huyét ap cua Lipidan can phai c¢6 nhiing
nghién ciru tiép theo. Chi s6 mach cta bénh nhan trudc va sau nghién ciu
khong thay do6i, khong c6 su kKhac biét vai p >0,05. Nhu vdy, vién nang Lipidan

v6i lidu 9 vién/24 gid ¢6 xu hudng 1am ha huyét ap hiéu qua, an toan.



116

4.3.2.2. Hiéu qua diéu tri ciia Lipidan trén cdc thanh phan lipid mdu

Nhu chiing ta d3 biét: r6i loan lipid mau duoc coi 1a mét nguy co quan
trong cho sy hinh thanh, phat trién ctia bénh vita xo dong mach. Vira xo dong
mach d3 gdy ra nhiéu bién chimg nghiém trong de doa dén tinh mang con
nguoi nhu: bénh mach vanh, nhdi mau co tim, xuat huyét ndo... [2], [3], [10].

Qua nhimg nghién ctru vé dich t& hoc va 1am sang cho thiy cholesterol
mau cao la nguyén nhén chinh gay ra cac bénh nay; viéc lam giam cholesterol
mau c6 tac dung 1am giam ti 16 mic va tir vong cua bénh [39]. Két qua cua
nhiéu nghién ctru cling cho thay, nong do cholesterol mau cang cao thi nguy
co mac bénh mach vanh cang 16n [27], [29], [146].

Nghién ciru ciia Kannel va cong su di cho thay, khi CT ting trén 2,5 g/l
thi nguy co BMV tang 2,25 - 3,25 lan, Khi cholesterol tir 5,2 - 6,5 mmol/I thi
tr vong do BMV ting gip ddi, cholesterol tir 5,2 - 7,8 mmol/l thi tir vong do
bénh mach vanh ting gap 4 lan [4], [32], [147]. Chinh vi vy, nhiéu cong
trinh nghién ctru da duogc tién hanh nham lam giam cholesterol mau. Nghién
ctru LRC (Lipid Research Clinic Coronary Primary Prevention Trial, 1984)
trén 3806 nam gidi theo ddi trong 7 - 10 ndm cho thay, néu lam giam dugc
1% cholesterol thi giam dwgc 2% nguy co bénh mach vanh, néu lam giam
dugc 20% cholesterol thi gidm dugc 40% nguy co nay, vdi cholesterol >1,8
g/l thi ctr tang 0,1g s€ tang 5% tu vong chung va 9% tr vong do tim mach.
Gould va cs (1995), phan tich 35 nghién ctru trén 77.257 bénh nhan, theo doi
trong 2- 12 nim, thay ctr giam 10% cholesterol thi giam dugc 10% tir vong
chung va 13% tir vong do bénh mach vanh [4], [29].

Két qua & bang 3.32 va biéu dd 3.8 cho thdy, trudc diéu tri, chi s6
cholesterol toan phan trung binh cia bénh nhan nhdém ty hu dam thap va bénh
nhan nhom ty than duong hu trong nghién ctru 1a 6,02 + 0,84 (mmol/l). Sau

42 ngay ubng vién nang Lipidan, ham luong cholesterol trung binh 1a 4,68+
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0,50 mmol/l, giam 22,13%. Chi s cholesterol trudc va sau 42 ngay diéu tri
khac biét co ¥ nghia théng ké véi p< 0,001. So sénh, ching toi nhan thay,
hiéu qua giam cholesterol cia Lipidan thdp hon so vé&i vién téi/folat cia
Nguyén Xuéan Ninh (34,8%%) nhung lai cao hon so véi “Giang chi am” cua
Phan Viét Ha (13,54%), “Ngii phuc tim ndo khang” ctia Nguyén Van Hong
(11%), Vién nang ha m& nguu tt cua Bui Thi Kim Hoa (14,06%), Tra rau
muong ctia Nguyén Thi Son (12%) va nam Hong chi Da Lat lidu 4g/24 gid cta
Pham Thi Bach Yén (13,63%) [5], [87], [88], [141], [148], [149]. Tuy nhién,
hiéu qua giam cholesterol ctua Lipidan lai tuong duong véi hi¢u qua cia vién
nén "Ha m&" trong nghién ctru ciia Nguyén Thuy Huong (13,8%), cdm tan
"Tiéu phi linh" ctia Ha Thi Thanh Huong (17,19%) va ndm Hong chi liéu
15¢/24 gio cia Pham Thi Bach Yén (22,09%) [5], [140], [89].

Triglycerid mau 12 mot chi sé quan trong dé tham do vé su can bang
lipid ctia co thé va gop phan phan anh nguy co vira xo dong mach [16], [27].
Két qua bang 3.33 va biéu d6 3.9 cho thy, chi sé triglycerid sau 42 ngay diéu
tri con (1,90+ 0,39 mmol/l) giam 25,7%, su khac biét co ¥ nghia thong ké so
véi trude diéu tri (3,19 + 2,3mmol/l), p < 0,001. Nhu vay, vién nang Lipidan
v6i lidu 9 vién/24 gio ti 1¢ giam triglycerid tvong duong so véi "Giang chi
am” cua Phan Viét Ha (giam TG 32,6%), vién BCK ciia Bui Thi Man (giam
27,7%), “Ngii phtic tam ndo khang” cia Nguyén Vin Hong (giam 20,05%) va
HCT1 (giam 30%) [144],[139], [141], [149]. Nhung khi so v6i Nam Hong chi
lidu 159/24 gio 1am giam triglycerid t&i 40,28% sau 40 ngay diéu tri, két qua
ctia chung toi thap hon [5]. Tuy nhién, hiéu quéa giam triglycerid ciia Lipidan
lai cao hon nhiéu so véi vién toi/folat (6,7%) ctia Nguyén Xuan Ninh [148].

Két qua ciru ¢ bang 3.34 va biéu do 3.10 cho thay, chi s6 HDL- C trung
binh trude diéu HDL- C 1a 1,04 + 0,33 (mmol/l) va sau 42 ngay diéu tri,
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HDL- C trung binh 1a 1,22 + 0,24. Nhu vay, chi sé HDL- C trung binh ting so
Vi trude diéu tri 1a 10,6 %, sy khac biét 6 y nghia thong ké véi p < 0,001,

Hiéu qua lam ting chi s6 HDL- C cua Lipidan thip hon so véi vién
toi/folat ctia nguyén Xuan Ninh khi 1am ting chi s6 HDL- C lén 24,3% va
nam Hong chi Pa Lat ciia Pham Thi Bach Yén 15g/24h sau 40 ngay diéu tri
d3 lam tang chi s6 HDL-C trung binh 17,52% [5], [90], [102]. Tuy nhién,
hiéu qua cua Lipidan trong nghién ctru cta ching t6i lai twong dwong voi nAm
Hoéng chi Pa Lat lidu 4g/24h (12,75%) va cao hon thudc com GCL cua Vil
Viét Hang (7,14%), Truong Qudc Chinh (9,09%) va atorvastatin ciia Blagden
M. D [136], [150].

HDL- C la thanh phan dé dang dua cholesterol ra khoi thanh mach boi
HDL-C c6 tac dung van chuyén cholesterol tir t& bao ngoai bién trd vé gan va
tai day cholesrol dugc thoai hoa va dao thai theo duong mat. Boi vay, HDL-
C con duoc coi la yéu td bao vé chéng vita xo dong mach. N6ng do HDL- C
trong mau ty 18 nghich véi nguy co mac bénh tim mach. Nong d6 HDL thap
1a mot yéu to tién doan cia bénh dong mach vanh & nhitng quan thé co6 muc
cholesterol mau trung binh [58], [81]. Nghién ctru HHS (Helsinhshi Heart
Study, 1987) trén 4081 ngudi thdy cir 1am ting 0,01g/l HDL- C thi giam duoc
2- 4% nguy co bénh mach vanh [29].

Trai vé61 HDL- C, LDL- C mang cholesterol td1 16p ao trong ctia thanh
mach béi LDL ¢6 kha ning van chuyén cholesterol trong mau téi té bao ngoai
bién. Do vay, LDL- C duogc coi 1a cholesterol “x4u”, néng do LDL- C tang
cao trong mau phan anh sy & dong cholesterol ¢ cac mo6 va LDL- C cang cao
thi nguy co bj vita xo dong mach cang cao. Tang LDL- C dudng nhu 13 yéu to
nguy co chinh ctia bénh dong mach vanh [27], [42].

Két qua nghién ctru & bang 3.35 va biéu do 3.11 cho thay chi s LDL- C
trung binh trudc diéu tri 1a 4,0 £ 0,86 (mmol/l). Sau 42 ngay udng thudc,



119

LDL- C trung binh la 3,04 + 0,49, giam 24,0% so v&i trudc diéu trj va su khac
biét c6 ¥ nghia thdng ké véi p < 0,001. So sanh, chiing t6i nhan thdy Lipidan
c6 hiéu qua tuong dwong véi vién "BCK" cua Bui Thi Min nhung thap hon
nam Hong chi Da lat lidu 15/24 gi cua Pham Thi Bach Yén [5], [144].

Trén 1am sang, ti s6 LDL- C/HDL- C huyét tuong ciing 1a mot chi sd
thuong dung dé danh gia nguy co vira xo dong mach. Nguy co vita xo dong
mach ting khi ti s6 LDL- C/HDL- C > 5. Trong nghién ctru ndy di cho thay
thudc Lipidan c6 tac dung lam giam LDL- C, dong thoi lam ting HDL-.C;
diéu d6 chung t6 thudc Lipidan c6 tac dung lam giam chi s LDL- C/HDL- C,
g6p phan vao viéc phong chdng nguy co ctia bénh vira xo dong mach. Nhu
vay, tac dung diéu chinh réi loan lipid mau cua thudc Lipidan 13 rat kha quan.

Giai thich cho tac dung ha m& mau cua vién nang Lipidan, ching toi
nhan thiy, vién nang Lipidan c6 cac vi Son tra, Tran bi, Ban ha, Bach linh,
Mdoc huong nam, Hau phac, Ngii gia bi, Sinh khuong, Xa tién. Trong do6, vi
Son tra 1a loai thao dugc phd bién nhat dung diéu tri chimg bénh ting lipid va
cholesterol va dugc xuit hién trong hon 50% cac bai thubc YHCT. Trong
nhiéu nghién ctru da cho thay dich triét nudc tir Son tra liéu dung 3,6g/ngay
trong 3 thang da ching minh duoc 1am giam ndng do cholesterol, triglycerid,
va LDL- C cho 45 tinh nguyén vién bi tang lipid mau [151]. Tac dung duogc ly
nay chi ra c6 thé do lién quan dén tac dong thai trir cic sterol dang trung tinh
va dang acid. Nghién ctru in vitro da chimg minh rang tac dung ha lipid cua
Son tra ¢ thé lién quan dén viéc (rc ché HMG- CoA reductase [152] va su
lam giam hoat dong cia ACAT duong rudt [153]. Mot nghién ctru in vitro
trén chudt dugc nuoi béng ché d6 an giau chit béo chi ra réng Son tra c6 thé
lién quan téi viéc 1am ting nong do PPARa ¢ gan [154]. Tran bi di 1am giam
luong chit béo trung tinh, giam CT va LDL- C dong vat thuc nghiém dugc an

ché do co cholesterol cao nén da duoc sir dung lam tra udng cho ngudi béo
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phi [98]. Ban ha vé6i thanh phan chinh 1a B- sitosterol c6 tac dung lam
giam cholesterol trong méu, trc ché hap thu cholesterol tir rudt. Theo nhém tac
gia Han Qudc (2006), san pham chiét nude tir ré ciy Ban ha co tac dung lam
gidm can nang, luong TG va acid béo tu do trong mau chudt Zucker thuc
nghiém [100]. Dich chiét tir Hau phic nam co tic dung 1am giam luong
triglycerid va cholesterol ¢ gan chudt dugc nudi bang ché do an giau chit béo
trong 6 tuan [101]. Hon hop tinh dau tao, Hau phac nam va mot sd vi thude
khac ¢6 tac dung lam giam trong luong ctia chudt cong dugce nudi dudng bang
ché d6 an giau chat béo [102]. Sinh khuong 13 mdt vi thudc nhung dong thoi
cling 12 gia vi rit thuong dung va san pham dich chiét tir Sinh khuong d3 lam
giam lugng triglycerid va cholesterol trong mau & chudt céng nudi dudng
bang ché do an giau chat béo sau 6 tuan. Ngoai ra san pham nay con lam ting
su nhay cam cta té bao vé6i insulin [99]. Trong mot thir nghiém 1am sang &
Iran, bénh nhan béo phi sau khi dugc sit dung nudc tir Sinh khuong hang
ngay trong 10 tudn thay c6 giam trong luong co thé, luong triglycerid va
cholesterol giam hon so véi nhém khong dugc st dung nude ging hang ngay
[83]. Xa tién lam tang loi tiéu, thanh can, cb than tang dao thai cac thanh phan
tham gia vao qua trinh chuyén hoa nhu uré, axid uric, mudi... [96]. Két hop voi
cac vi thude trén con ¢6 Moc huong, mot vi thude ngoai co tac dung 1y khi &
trung tiéu con c6 tac dung ting tiét dich mat kich thich tiéu hoa. Vi thé, theo
chung t61, taic dung trir dam cua vién nang Lipidan dugc cai thién ro rét, do vay
ma tac dung lam giam lipid trong mau 1a rat kha quan. Ngoai ra, sy c6 mit cla
Ngii gia bi con co tic dung trir phong thap, trang gan cot, bo than nén lam
manh gan xuong qua d6 cang lam ting tac dung trir ddm thap ma lam giam céc
thanh phan lipid mau ciing nhu cac triéu ching 1am sang lién quan dén réi loan

lipid mau cua vién nang Lipidan.
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Nhu vy, vién nang Lipidan c6 tac dung tot trong diéu chinh cac thanh
phan lipid mau. Tuy nhién, khi so sanh tac dung trén bénh nhan nhom ty hu
dam thip va nhom bénh nhén ty than duong hu ching t6i nhan thay, Lipidan
c6 xu hudng cai thién cac chi sé lipid mau & nhom bénh nhan ty hu dam thip
tdt hon so véi nhom bénh nhan ty than duong hu, nhung su khac biét chua cé
¥ nghia thong ké.
4.3.2.3. Hiéu qua diéu tri ciia Lipidan theo tiéu chudn ciia YHHP va YHCT

Két qua bang 3.38, 3.39 cho thdy, hiéu qua cua vién nang Lipidan dua
theo tiéu chuan cia YHHD, chung t61 théy ¢6 54 bénh nhan chiém 60,0% dat
hiéu qua diéu tri t6t, 33 bénh nhan chiém 36,7% dat hiéu qua diéu tri kha.
Nhu vay, tong sb bénh nhan dat hiéu qua t6t va kha 13 96,7%. Chi con 3 bénh
nhan (3,3%) khong dat két qua va khong c6 bénh nhan dat hiéu qua xau. Két
qua cta ching toi cao hon két qua cua Truong Viét Binh khi dung vién Giao
c6 lam [86] nhung twong tu két qua cta Tang Thi Bich Thay (2007) véi
93.3% bénh nhan diéu tri c6 hiéu qua, trong d6 hiéu qua tét 1a 30% khi ding
HCT1 [139] va nghién ctru ctia tic gia Pham Thi Bach Yén véi 96,8% bénh
nhan dat hiéu qua tot va kha khi dung nam Hong chi liéu 49/24h va 97% bénh
nhan dung ndm Hong chi liéu 15g/24h [5].

Duya trén tiéu chuan caa YHCT, chung t6i thdy, o ca 2 nhom c6 87 bénh
nhan dat hiéu qua diéu trj t6t va kha chiém ty 1& 1a 96,7%. Trong do, ty 18
bénh nhan dat hiéu qua diéu tri tot va kha & nhém ty hu dam thap (97,8%) cao
hon nhém ty than duong hu (95,6%) nhung su khac biét khong c6 y nghia
thong ké, p>0,05.
4.2.3.4. Hiéu qua cia Lipidan theo tiéu chudn dé ra

Sau 42 ngay dung vién nang Lipidan liéu 4,86 g/24 gid hiéu qua diéu tri

dat dugc nhu sau:
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+ Bénh nhan thé ty hu dam thép dat hi€éu qua tdt 53,3%; hiéu qua kha:
44,5%; khong hiéu qua: 2,2%; khong c6 hiéu qua xau.

+ Bénh nhan thé ty than duong hu dat hi¢u qua t6t 48,9%; hiéu qua kha:
46,7%; khong hiéu qua: 4,4%; khong co hiéu qua xau.

+ Hiéu qua diéu tri chung cho nhém nghién ciru: hidu qua tét va kha 1a
96,7%; khong hi¢u qua 3,3%; khong c6 hiéu qua XAu.

So sanh v&i Nam Héng chi Pa Lat ciia Pham Thi Bach Yén 15 g/24h sau
40 ngay diéu tri da lam tang chi sé HDL-C trung binh 17,52% [5], [102]. Tuy
nhién, hiéu qua cua vién nang Lipidan trong nghién ctru cua chung t6i tuong
duong véi nam Hong chi Pa Lat liéu 4g/24h (12,75%) va cao hon thudc cém
"GCL" cua Vii Viét Hang (7,14%) [136], [150].

4.3.3. Tdc dung khéng mong muén

Nhu ching ta da, biét tat ca cac loai thudc khi vao trong co thé déu duoc
chuyén héa qua gan va than. Vi thé, dé danh gia tac dung khong mong mudn
cua thude, chung t6i da lam cac xét nghiém cong thirc mau, ALT, AST, ure,
creatinin. ..

Gan 1a mot co quan quan trong boi nd dam nhan nhiéu chirc nang nhu:
chuyén ho4, bai tiét, khir doc.... Cac thuong ton ¢ gan din dén sy phan giai,
hoai tir t& bao gan lam giai phong cac enzym. Do vay, do hoat d cac enzym
trong huyét twong duoc str dung dé danh gia su ton hai cta té bao gan va dé
chan doan phan biét bénh ctia té bao gan voi bénh tic mat. Cac enzym pho bién
thuong dugc dinh luong trong cac ton thuwong té bao gan nhu: alanin
aminotransferase (ALT), aspartat aminotransferase (AST), alkalin phosphatase
(ALP).... Amino transaferase gom AST, ALT 14 2 enzym duoc str dung rong
rai dé danh gia sy ton thuong cta té bao gan. Khi céc té bao gan bi ton thuong

thi cac enzym ndy tang lén dang ké. Vi vay, d6 chinh 1a xét nghiém thuong
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dung trén thuc té dé khao sat sy ton thuong té bao gan. Két qua bang 3.40,
3.41 cho thay, sau 42 ngay diéu tri, vién nang Lipidan khdng l1am thay ddi cac
thanh phan cua cong thirc mau va cac chi sb sinh hda mau (p> 0,05). Diéu do
chung té vién nang Lipidan khdng c6 anh hudng téi co quan tao mau va
khong gay doc vai gan, than.

Pénh gi4 tdc dung khéng mong mudn cua vién nang Lipidan trén 1am
sang théng qua mot so triéu chimg Nnhu man ngira, dau thuong vi, non - budn
nén, ia chay, tio bon hodc cic triéu chimg bat thuong khac xuat hién trong
thoi gian udng thubc. Khong phat hién trudng hop nao xuat hién man ngia,
budn nén, ndn hay rdi loan tiéu hoa trong sudt 42 ngay diéu tri. Ngoai ra,
ching tdi ciing chua phat hién dugc céac tac dung khong mong mudn nao khéac
trén lam sang.

Nhu vay, két qua nghién ctru cho thidy 100% bénh nhan sau 42 ngay
ding vién nang Lipidan khong c6 biéu hién tac dung khong mong mudn nao

trén 1am sang va can 1am sang.
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KET LUAN

1. Poc tinh cap va ddc tinh ban trwong dién cia vién nang Lipidan:
1.1. Pjc tinh cip:

Chudt nhit tring duoc udng Lipidan véi lidu toi da co thé duoc 1a
43 ,2g/kg/ngay (gap 36,0 1an liéu twong duong liéu diéu tri trén ngudi) nhung
khong c6 chudt nao chét va khong quan sat thdy biéu hién bat thuong nao &
chuot. Vi vay, chua xac dinh dugc doc tinh cép va chua tinh duoc LDsy cua
vién nang Lipidan trén chudt nhat trang theo duong udng.

1.2. Pjc tinh bdn truong dién:

Lipidan liéu 0,3g/kg/ngay (liéu c6 tic dung twong dwong trén ngueoi) va
liu 1,5g/kg/ngdy, udng trong 6 tuan lién tuc, khong giy doc tinh ban truong
dién trén tho, thé hién khong anh hudng t6i tinh trang chung cta tho, khong
1am thay doi cac chi sb vé sy gia ting trong luong co thé, cac chi s danh gia
chtic nang tao mau, murc d6 ton thuong gan va chiic ning than, khong gay ton
thuong ciu tric gan, than tho nghién cuu.

2. Tac dung ciia vién nang Lipidan trén md hinh gay réi loan lipid mau
thuc nghiém.
2.1. Trén mé hinh gay réi loan lipid mdu theo co ché ngi sinh:

Trén chudt nhit trang, Lipidan liéu 6,0 g/kg lam giam 14,1% chi s6 TC
va 27,9% chi s6 non - HDL- C, nhung khéng 1am thay doi nong do TG so voi
16 md hinh. Lipidan liéu 12,0 g/kg ngoai lam giam co6 y nghia thdng ké chi sd
TC vanon - HDL- C (giam 25,6%va 28,4%), con lam giam 10 rét TG (giam
26,8%) so voi 16 mo hinh.

2.2. Trén mé hinh gay réi loan lipid mdu theo co ché ngoai sinh:
Trén chudt cong trang, Lipidan liéu 0,7g/kg/ngay va 1,4g/kg/ngdy, udng

trong 2 tudn co tac dung lam giam rd rét TC (33,1% va 25,3%) va non —
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HDL- C (42,5% va 35,9%). Sau 4 tuan, Lipidan liéu 0,7g/kg/ngay 1am giam
TC 31,2% va non - HDL 46,4%; liéu 1,4g/kg/ngay lam giam TC 23,0% va
non - HDL- C 31,8% so v&i1 16 mo hinh.
3. Tac dung cia vién nang Lipidan trong diéu tri rdi loan lipid mau &
nguwoi bénh.

Lipidan liéu 9 vién/ ngay (twong duong 4,86g/ngay), udng lién tuc trong
42 ngay c6 tac dung diéu tri rbi loan lipid méu ddi véi ca 2 thé bénh ty hu
dam thap va ty than duong hu:

- Cai thién tot cac triéu ching co nang, lam mat hodc giam rd rét cac
tricu ching theo van chan, vong chan va thiét chan.

- Lam giam rd rét cac chi sb lipid mau: cholesterol giam 22,1%,
triglycerid giam 25,7%, LDL- C gidm 24,0% va lam tang HDL- C 17,3%

- Két qua diéu tri: ty 1¢ dat két qua tot va kha 13 96,7%, khong co két qua
3,3% (theo tiéu chuan YHHDP va YHCT).

- Chua thay tac dung khong mong muén trén 1am sang va can lam
sang (qua cac xét nghiém huyét hoc danh gia anh huong cua thudc dén
chtrc phan tao mau va xét nghiém hoa sinh mau danh gia d&nh hudng cua

thubc dén gan va than).
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KHUYEN NGHI

Két qua nghién ctru trong luan 4n budc dau cho thay vién nang Lipidan
c6 do an toan cao va co tac dung tbt trong diéu tri roi loan lipid mau. pé
huéng toi c6 thé st dung thude rong rai trong cong dong, can tiép tuc nghién
ctru day du hon vé Lipidan.

- Tim hiéu co ché tac dung cua vién nang Lipidan

- Tiép tuc nghién ctru vé tac dung cuia Lipidan trong diéu tri rdi loan lipid
mau v6i & mau 1én hon va thdi gian nghién ctru dai hon.

Trén co s& do, hoan thién ho so trinh Bo Y té xin phép san xuét va luu

hanh vién nang Lipidan phuc vu cham soc strc khoe nhan dan.
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PHU LUC 2

BENH AN

I/ PHAN HANH CHINH:

I.Hovatén .........oooiiiiiii . Tudi......... G161: nam/nir

2. NEHE NEBIIBP ..ottt en st n e en et en s
3. DA Chl o,
DTCQ.....ccceeiinil, DTNR

4. Ngay vao vién .............cceuunnn. NQay ra VIién:......cocoeeveeieeiiecieciecieereee,

T 55 6 (o I V2 16 T4 T o P
8. ChAn G0AN [HC VAO VIBIL ... vvvv e,
9. ChAN AOAN TUC T2 VIBTh.. .ot sesesesese et eeeeeeeeeeneeeeeeeeseeeeeens
10.Bénh str (ghi 10 da qua Bénh vién nao):

11. Tién sir bénh:

= THEN ST @IA GHN.o.eeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeae.

Mot s6 bénh 1i va thoi quen khac lién quan dén nghién ctru:

THA: O Cé O Khong
bTb: O Cé O Khong
Bénh mach vanh: OCo 0 Khéng



Viém than(1), suy than(2) O Co 0 Khéng

Thoi quen an udng: OAnmin OMd O Kiéng
Nghién thude 14 (1), thudc lao (2) O CO O Khéng
Thé duc, thé thao 0 Cco O Khéng
An nhiéu chat ngot O Co O Khong
An nhiéu m& dong vat O Co 0 Khéng
Hay udng ruou, bia O Co O Khong

II. PHAN KHAM BENH VA THEO DOI LAM SANG:
1. Kham y hoc hién dai:

1.1. Kham toan than:

1.2. Kham cac bd phéan:

- TIM MACK. ...

Tl'iéll Chl’l’ng DO D42

Co nang

Chiéu cao (mm)

Can nang (kg)

Vong bung (cm)

Chi s6 BMI

2. Kham bénh theo YHCT: (T chan)

Y hgc co truyén Tri¢u chirng 1am sang

Than, sac

Vong Ludi

Nghe

Vian Khi vi




Han, nhiét

Pau

Vén Am thuc

Nhi tién

Khéc:

Mach chan

Thiét Phtic chan

Xuc chan

Bién ching luan tri

3. Cén 1am sang: Dién tim, chup, hic chiéu X quang tim phdi, siéu 4m tong quat. ..

Truwée dieu tri Sau diéu tri

Xét nghiém mau
SHe (Do) (Da420)

Cholesterol TP (mmol/l)

Triglycerid (mmol/I)

HDL-C (mmol/l)

LDL-C (mmol/l)

Ure mau (mmol/l)

Creatininmau(pmol/l)

ALT (UI/L-37°%)

Mau  FAST (UI/L-37°)

Glucose mau (mmol/l)

Hong cau (T/L)

Bach cau (G/L)

Tiéu cau (G/L)

Hemoglobin (g/L)

Nudc Protein

tiéu HC

BC

Try

15. Chan doan:
15.1. Chéin doan theo YHHD:



15.2. Chin do4n theo YHCT :

- Bat cuong:

- Tang phu:

- Kinh lac

- Nguyén nhén:

- Phuong phap diéu tri:

16. Panh gia két qua:
16.1. Panh gia két qua theo Y hoc hién dai:

Ngay  thang  nam

Bac sy truéng khoa Ngwoi lam bénh an



PHU LUC 3
Ché @) an cho ngudi cé cholesterol mau cao
Nguyén tic xdy dung ché dp in:
- Giam, bo céc thtrc an giau cholesterol va khong quéa 300 mg cholesterol
mdi ngay.
- Tang cudng rau qué , nhiéu chit xo .
- Han ché chét béo nhit 1a m& dong vat, han ché duong, bot, banh keo .
- Phan bé thirc dn nén nhu sau :

+ Tong s6 ning luong 1600 - 2000 Kcal .

Protein 15% =270 Kcal ~70¢
Glucid 70% = 1260 Kcal ~300¢
Lipid 15% =270 Kcal ~30g

Cong = 1800 Kcal/ngay

Néu bénh nhan trong tinh trang béo phi, can giam so calo xuéng 1600
calo/ngay.

Nhiing thirc dn nén dung:

- Rau cai, rau muéng, rau dén, dua chuét, dua gang, xa lach, mudp,
mung toi, rau day, bi xanh, gia d6.

- Cam, budi, quyt, man, dao.

- Thit bo, thit ga, thit lon nac.

- Ca nac, ca it mo.

- Stta dau nanh, tao phd, dau phuy, tuong.

- Gao té, banh mi, khoai cac loai.

Nhiing thike in can han ché:

- Puong, banh, keo.

- Stra dac c6 duong, sira bot toan phan.



- Tring céc loai.

- Phu tang gia stic (oc, tim, gan, long, bd duc)

- Thit mo.

- M& cac loai.

- Bo, phomat, socola

Miu thuc don dung cho bénh nhin cholesterol mau cao

Gio an Thir 2 + thur 5 Thir 3 + thur 6 + Chu Thir 4 + thu 7
nhat
7h |Stra chua dau tuong|Sira chua dau twong|Sita chua dau tuong
250ml (25g dau tuong,|250ml (nhu bén) 250 ml (nhu trén)
10g duong)
11h |- Com gao té 150g - Com gao té 150g |- Com gao té 150g
- Pau phu om - Xa lat - Rau cai ludc 200g
Dau phu 100g Dua chudt 300g |- Thit lon rim
Dau thuc vat 10g Gia 46 - Thit sdn 30g
- Rau mudng ludc 200g | Dau thyc vt - Mam 5g
14h |Cam 1 qua 200g Chusi tiéu 2 qua 150g |Chudi hodc du da 150g
17h |- Com gao té 150g
- Tom rang
Tom 50g
Dau 5g
- Canh rau cai: rau 100g
Nang lugng : 1700 - 1800 Kcal
bam : 60 - 70 Kcal tir dam 14%
Chét béo 1 25 - 30 Kcal tir béo 15%
Bot duong : 300 Kcal tur bot duong 71%




Bang ham lugng cholestorol trong mdt sé thwe pham (mg/100g)

Thit lon Thuy, hai san
Thit nac 60 Tep 150
Suon 105 TOm hum 205
Mo 126 Cua 145
Thit bo Ca hoi 60
Thit nac 60 Céa bon 50
Thit it m& 95 So 280 - 470
M& 125 Dau gan c4 500
Da day 150
Tim 145
Gan 320
Bo duc 400
Oc 2300
Gia cam Thire pham chira it hodc khéng c6
cholesterol
Thit ga nac 90 Ngii coc
Thit vit 70 Ca phé, che
Thit ga tay 110 Tréi cay
Chim bd cau 110 Rau
Trimg ga toan phan 468 Dau thuc vat




BO GIAO DUC VA PAO TAO BOY TE
TRUONG PAI HOC Y HA NOI

PO QUOC HUONG

NGHIEN CUU DAC TiNH VA HIEU QUA
CUA VIEN NANG LIPIDAN TRONG DIEU TRI
HOI CHUNG ROI LOAN LIPID MAU

Chuyén nganh : Y hoc co truyén
M4 s6 1 62720201

LUAN AN TIEN ST Y HQC
Ngudi huéng dan khoa hoc:

1. PGS.TS. Pham Vi Khanh
2. PGS. TS. Vi Thi Ngoc Thanh

HA NOI - 2015




LOI CAM ON

Bang tinh cam chdn thanh va long biét on sdu sdc, téi xin bay t6 10ng
biét on téi:

PGS.TS Pham Vii Khdnh - Cuc truéng Cuc OLYDCT B¢ Y té;

PGS.TS Vii Thi Ngoc Thanh - nguyén Pho trudng Bé mén Duoc Iy
Truong Pai hoc Y Ha Noi.

Hai nguoi thay da tan tinh gitip do, hwéng dan va dong vién téi trong
suét qud trinh hoc tdp va nghién ciru.

Toi xin tran trong cam on: Dang uy, Ban Giam hiéu, Phong Pao tao
Sau dai hoc, Khoa Y hoc cé truyén va B6 mon Duoc Iy truong Dai hoc Y Ha
Noi da giup do, tao moi diéu kién thudn loi cho t6i hoan thanh ludn dn.

TOI Xin tran trong cam on: Dang uy, Ban Giam hiéu truong Dai hoc Y
Duwoc Thai Binh da giup do, tao moi diéu kién thudn loi cho téi trong suot
qua trinh hoc tdp, nghién cuu.

Xin tran trong cam on PGS.TS Pé Thi Phuong, Truéng khoa YHCT
Truong Pai hoc Y Ha Néi, GS.TS Nguyén Nhuwoc Kim, nguyén Truwdng khoa
YHCT truwong Pai hoc Y Ha Néi, da tan tinh hwéng dan, dong vién givp do t6i
hoan thanh ludn an.

Xin trén trong cam on Ban Gidm doc, cdc khoa, phong, bénh vién
YHCT Bo Céng An dd tdn tinh gitip dé t6i trong sudt thoi gian nghién ciru.

Xin trdn trong cam on B6 mon Duoc ly - Hoc vién Quan Y, dd tdan tinh
gilip do, tao diéu kién dé t6i hoan thanh nghién ciru.

T6i xin ghi nho cong lao to lon cua nhitng nguoi than trong gia dinh:
Bé, Me, Vo, cac con ciing ban bé dong nghiép da dong vién gitip dé vé tinh
than va vdt chdt dé téi yén tam nghién civu va hoan thanh dé tai nay.

MGt lan nita, cho phép t6i dwoc ghi nhdn tdt cd cdc cong on dy!

Ha Noi, ngay 16 thang 5 nam 2016

Tac gia
P6 Quoc Huong



LOI CAM DOAN

T6i 1a: D6 Qudc Huong, nghién ctru sinh khod 29 Truong DPai hoc Y
Ha Noi, chuyén nganh Y hoc ¢6 truyén, xin cam doan:

1. Pay la luan &n do ban than t6i truc tiép thyc hién dudi sy huéng dan
cua PGS.TS. Pham Vii Khanh va PGS. TS. Vii Thi Ngoc Thanh.

2. CoOng trinh nay khong tring lap véi bat ky nghién ciru nao khac da
dugc cong b tai Viét Nam.

3. Céc sb liéu va thong tin trong nghién ctru 1a hoan toan chinh xac,
trung thyc va khach quan, da duoc xac nhan va chép thuan cua co sé noi
nghién ctru.

T6i xin hoan toan chiu trach nhiém trude phap luat vé nhitng cam két nay.

Ha N¢i, ngay 16 thang 5 nam 2016

Nguoi viét cam doan

P6 Quéc Huong



ACAT
Apo
ALT
AST
BMI
BMV

HATT

HATTYr

Hb

HDL-C

HMG-CoA

reductase

HTGL
NCEP

CAC CHU VIET TAT

Acyl CoA cholesterol acyl transferase
Apolipoprotein

Alanin transaminase

Aspartat transaminase

Chi sb khéi co thé (Body Mass Index)

Bénh mach vanh

Bénh nhan

Binh thuong

Chylomicron

Cholesterol toan phan

Ngay tht 0 (thoi diém trude nghién ciu)
Ngay thtr 42 (thoi diém sau diéu tri)

Huyét ap

Huyét ap tam thu

Huyét ap tAm truong

Hemoglobin

Lipoprotein ti trong cao (High density lipoprotein - Cholesterol)
B hydroxy - p metyl - glutaryl CoA- reductase

Hepatic - triglycerid lipase
National Cholesterol Education Program

(Chuong trinh gido duc Quéc gia vé Cholesterol)



Nhom A
Nhom B
IDL-C

LCAT
LDL -C

Lp (a)
LP

LPL
RLLPM
THA
TG
VLDL-C

VDM
YHCT
YHHD
YTNC

Ty hu dam thép

Ty than duong hu

Cholesterol cua lipoprotein ti trong trung gian
(Intermediate density lipoprotein - Cholesterol)
Lecithin cholesterol acyl transferase

Cholesterol cua lipoprotein ti trong thip

(Low density lipoprotein - Cholesterol)
Lipoprotein a

Lipoprotein

Lipoprotein Lipase

R6i loan lipid mau

Tang huyét ap

Triglycerid

Cholesterol ciia lipoprotein ti trong rat thap
(Very low density Lipoprotein - Cholesterol)
Vita xo dong mach.

Y hoc ¢b truyén

Y hoc hién dai

Yéu to nguy co



MUC LUC

DAT VAN DE ...cooooooiiiieeeeeeeeeeeee et sasnssses s 1
Chuong 1: TONG QUAN ..ottt 3
1.1. Réi loan lipid mau theo Y hoc hi€n dai ......cccoovvveiiiiiii, 3
1.1.1. Pic tinh va ciu tao cla HPId . 3
1.1.2. Thanh phin va cAu tric ctia lipoprotein .........ccvveveeerveereseerseenenn. 3
1.1.3. Phan 10ai HPOPIOtEIN ..evvvvviieiiiiic it 4
1.1.4. Chuyén hoa LiPOPrOEIN ........c.cvvveeeeeeeeeeeees et 5

1.2. RO1 1080 HPId MAU......ieeeeeieeieeeeeee e 8
1.2.1. R6i loan lipid mAau tien Phat ........ccoeveeeeeieeeieeeeeee e, 8
1.2.2. Ri loan lipid MAU thlr Phat...........cveeeereienreereneeesnessses s, 10
1.2.3. Céc rbi loan lipid MAU KDAC .....co.vvevvereeeeeeeereeeeeeessess s 12
1.2.4. Réi loan lipid mau va cac bénh tim mach...........cccccoeciiiiieennnn. 13
1.2.5. Diéu tri hoi ching roi loan lipid MAU.....ooiiiiii 14

1.3. Hoi chimg rdi loan lipid méu theo Y hoc ¢ truyén ..........ccoeeevveeenee. 25
1.3.1. Su van chuyén tAn dich trong co thé........cocooceveeeereereeeeseeean, 25
1.3.2. ChUNE GAM AM ...ovoeeeeeeeeee s 25
1.3.3. Nguyén nhan va co ché benh Sinh .........cccoooevveeieeisieesseeens 26
1.3.4. Réi loan lipid mau va chimg dam thap .........cccoveeeeveeveeesseeen, 28
1.3.5. Nghién ctru thuéc YHCT diéu tri hoi ching réi loan lipid mau... 32
1.3.6. TONE quan v& Lipidan .........cccevvieerieeseeiseeeeeees s s, 33
Chuwong 2: CHAT LIEU, POI TUQNG VA PHUONG PHAP NGHIEN CU'U 39
2.1. Chét [ieu NERIBN CTU ...t 39
2.1.1. ThUbC NGRIBN CHU...e.vvoveviveceeeereseetee et 39
2.1.2. Quy trinh san xuét thudc Lipidan.........ccccoeevvvrierereresrsrnsensenennens 39
2.1.3.DANZ BA0 ChE..oovvveeieeceeeceee e 39

2.2. DO tUoNE NZHIEN CUU ..vovvovevececeeeece et 42



2.2.1. Nghién ctru trén dONng VAL.........ccoeiiiiiiiiiesiesee e 42

2.2.2. Nghién ctru trén 1am SANE ........cocvvvviiiiiiiieiieiie e 42
2.3. bia diém thuc hién NEHIEN CUU ... 44
2.3.1. Nghién ctru trén thuc nghi€m.........ccoooviiiiiiiiiiiceecn, 44
2.3.2. Nghi€n clru trén 1am SANG .......ccvvvviiviiiiiieiiiiie e 44
2.4. Cac trang thiét bi, hoa chat phuc vu cho nghién ciu .......cocvvvviviveninnnnnnn 44
2.4.1. Cac trang thiét bi, hoa chat phuc vu cho nghién ctru thue nghiém .... 44
2.4.2. Cac trang thiét bi, hoa chét phuc vu cho nghién ctru trén 1dm sang..... 45
2.5. Phuong phap nghi€n ClUU........ccoovviiiiiiiii e 45

2.5.1. Nghién ctru doc tinh cip va doc tinh ban trudng dién cua Lipidan ... 45

2.5.2. Panh gia tic dung cua Lipidan trén mé hinh gay rdi loan lipid mau

thue NghIEMm. ..o 47

2.5.3. Panh gi4 tac dung cta vién nang Lipidan trong diéu tri rdi loan
lipid mau & ngud1 benh. .......oovviiiii 50

2.6, XU LY SO HEU ..ottt 54
2.7. Dao @lc trong NZhi€n CUU......cccvvuvieiiiiie e 54
2.8. KIEM SOAL ST SO ovuvvrveveveeeiceeeesieesssesses et es s st eness e, 54
Chuong 3: KET QUA NGHIEN CUU ..o 55
3.1. Poc tinh cap va doc tinh ban trudng dién ctia vién nang Lipidan......... 55
3.1.1. DOC NN CAP .ottt 55
3.1.2. Doc tinh ban trudmg diln .......c.cveveveeeeeceeeeeeee e, 55

3.2. Tac dung cua Lipidan trén mé hinh gy rdi loan lipid méu trén thuc nghiém..65
3.2.1. Tac dung cta Lipidan trén mé hinh gay réi loan lipid mau theo co
CHE N1 SINIL 1.ttt ettt ettt eneeees 66
3.2.2. Tac dung cta Lipidan trén mé hinh gay réi loan lipid mau theo co
Ché NEOAT SINN ..ot 69

3.3. Tac dung cila vién nang Lipidan trong diéu tri réi loan lipid méu &

NEUOT DENN Lo 73



3.3.1. Bac diém chung ctia bénh nhan trong nghién ciiu.............cc.c..... 73
3.3.2. Tac dung cta vién nang Lipidan trong diéu tri réi loan lipid mau
thong qua mot s6 chi s6 1AM SANG ........cvvvvveeveeieeiieeesee e 80

3.3.3. Tac dung cua Lipidan trong diéu tri hoi chung rdi loan lipid mau

thong qua mot s6 chi s6 cAn 1AM SANG .......c.evevvveeeeeeeeeeeeeeeene 84

3.3.4. Tac dung khong mong mudn khi ding Lipidan.............c.cce......... 90
Chuong 4: BAN LUAN .........cccooiiiiiseeeeeeee e eesees st 92
4.1. Poc tinh cap va doc tinh ban trudng din cua vién nang Lipidan ........ 92
4.1.1. DOC NN CAD vttt 92
4.1.2. Doc tinh ban trrdng didn c....c.cvevcveveeeeeeeceeeee e, 93

4.2. Tac dung cia vién nang Lipidan trén mo hinh gay rdi loan lipid méau
thure NEhICM....eoiiii 97
4.2.1. Tac dung cua Lipidan trén mé hinh gy rdi loan lipid mau theo co
CHE N1 SINI 1.ttt ettt n et 99

4.2.2. Tac dung cua Lipidan trén mé hinh gy rdi loan lipid mau theo co

ChE NEO0AT SINN ..., 102

4.3. Tac dung cua vién nang Lipidan trong diéu tri réi loan lipid mau &
NGUOT DENNL ..evviiiiiiii 107
4.3.1. bic diém chung cta bénh nhan nghién ciu .......ocveveeereeereenee, 107

4.3.2. Hiéu qua ciia vién nang Lipidan trong diéu tri i loan lipid mau ... 111

4.3.3. Tac dung Khong mong mudn ...........cceeeeveevevenvenrreesnssensenseneenenn, 122
KET LUAN ..ottt eeese et sns s ssns s s snennsanens 124
KHUYEN NGHLIL.......ooooiiiiiiieieceeseseeees e sessen e sassessen st snesnesnens 126
DANH MUC CAC TAI LIEU KHOA HQC CUA TAC GIA PA CONG BO
TAI LIEU THAM KHAO

PHU LUC



Bang 1.1.
Bang 1.2.
Bang 1.3.
Béng 1.4.
Bang 1.5.
Bang 1.6.
Bang 1.7.
Bang 1.8.
Bang 1.9.

Bang 1.10.

Bang 2.1.
Bang 3.1.
Bang 3.2.
Béang 3.3.
Bang 3.4.
Bang 3.5.
Bang 3.6.
Bang 3.7.
Bang 3.8.
Bang 3.9.

Bang 3.10.
Bang 3.11.
Bang 3.12.
Bang 3.13.
Béang 3.14.

Bang 3.15.

DANH MUC BANG

Pic diém cua cac lipoprotein chinh trong huyét tuong............... 4
Phén loai réi loan lipid, lipoprotein mau theo Fredrickson.......... 9
R&i loan lipid mAu thit PRt .....c..c.cvveeeeeeeeeeeeeeeee e 10
Tang lipid mau tién phat..........ocooeiiiiiii e, 11
Phan loai néng do cholesterol mau..............ccooeeeii 15
Khuyén ciao ATP III- NCEP Hoa Ky nam 2004 ...................... 16
Khuyén céo diéu tri RLLPM theo mutc d6 LDL- C .................. 17
Céc yéu td nguy co bénh mach vanh..........cocccoeveveevveerneenne, 17
Mot s6 thude thuong dung trong diéu tri RLLPM. ................... 24
Méi twong quan gitra hoi chimg RLLPM va chimg dam thap ..29
Thanh phan hdn hop dau cholesterol..........cocvvveevveeeereesernnnes 48
Anh huong cta Lipidan dén thé trong thd..........ccceveeveeeererennsn. 56

Anh hudng ctia Lipidan dén s6 lugng hong cau trong mau tho.....57
Anh hudng cta Lipidan dén ham luong huyét sac t6 trong mau tho...57
Anh huong ciia Lipidan dén hematocrit trong méu tho............. 58
Anh huéng cta Lipidan dén sb lugng bach cau trong mau tho.58
Anh huong ciia Lipidan dén cong thirc bach cau trong mau tho.... 59
Anh huéng cta Lipidan dén sb lugng tiéu cau trong mau tho ..59
Anh huong ctia Lipidan dén hoat do AST trong mau tho ......... 60
Anh huong ciia Lipidan dén hoat @ ALT trong mau tho ......... 60
Anh hudng cta Lipidan dén nong do ure trong mau tho........... 61

Anh huong ciia Lipidan dén ndng do creatinin trong mau tho..61

Thay ddi trong luong chudt trong thoi gian nghién ciu............ 66
Mo hinh r6i loan lipid méu bang P-407........cccccvevvevrerrererrennene. 66
Tac dung cua Lipidan 1én cac chi s6 lipid mau ctia chudt sau

24 gio €M P- 407 ..o 67

Thay d6i trong lwong chudt trong thoi gian nghién ctu............ 69



Bang 3.16.

Béang 3.17.

Bang 3.18.
Béang 3.19.
Béng 3.20.
Bang 3.21.
Bang 3.22.

Bang 3.23.

Bang 3.24.
Bang 3.25.
Béng 3.26.
Bang 3.27.
Béng 3.28.
Béang 3.29.
Bang 3.30.
Béng 3.31.

Bang 3.32.
Bang 3.33.
Bang 3.34.
Bang 3.35.
Bang 3.36.
Bang 3.37.
Bang 3.38.
Bang 3.39.
Bang 3.40.
Bang 3.41.

Nong d6 cac chi sb lipid mau trudce khi nghién ctu................. 70
Nong d6 cac chi s lipid mau tai thoi diém sau 2 tuan nghién ctiru 71

Nong do cac chi s6 lipid mau tai thoi diém sau 4 tudn nghién ctu.... 72

Phan bd bénh nhan theo tUO1.......v.veeeereeeeeeeeeeeeeeeeeeeeeee e, 73
Phéan bd bénh nhan theo GIGi........coovevrveveeeieeieseeeeeeeee s 74
Phan loai bénh nhan trude diéu tri dua trén chi s6 BMI ........... 76
Thoi quen sinh hoat cua bénh nhan nghién clru ... 77
Dic diém cac thanh phan lipid méu ctia bénh nhén trude diéu tri ..... 78
Phan loai RLLPM cua bénh nhan trudc nghién ctru ................. 78
Su thay ddi cac triéu chirng theo VAN ChaAN coveeeeeeeeeeeeen, 80
Sy thay ddi cac triéu chimg theo Vong chan............c.ccoveeene.. 81
Su thay ddi cac triéu ching theo Van ChAN ..o 82
Sy thay ddi cac triéu chimg theo Thiét chin ...........coccovveeenee. 82
Sy thay doi chi s6 nhan tric va mach ...........oceeevveeveeerneeeenne, 83
Su thay d6i huyét ap trén bénh nhan HA binh thuong............... 83
Su thay d6i HA trén bénh nhan c6 HA tir <90 mmHg dén

<TAD MMHG e 84

Tac dung cta vién nang Lipidan trén nong do cholesterol mau 84

Tac dung cua vién nang Lipidan 1én nong d6 triglycerid mau ..85

Tac dung cua vién nang Lipidan 1én nong 46 HDL - C ............ 86
Téc dung cta vién nang Lipidan 1én ndng d6 LDL - C............ 87
Tac dung cua Lipidan 16n ty s6 LDL-C/HDL-C. ..........cc.c........ 88
Téc dung cta Lipidan 1én ty s6 CT/HDL-C. .....ccceoevuveieeerrennns 88
Hiéu qua diéu trj ctia Lipidan theo tiéu chuan YHHD .............. 89
Hiéu qué diéu tri ctia Lipidan theo tiéu chuan YHCT............... 89
Thay ddi cac chi s6 vé xét nghiém cong thitc mau................... 90

Thay d61 vé€ cac chi s6 hda sinh mau ..........coceveiiiiiiiciei e, 91



Biéu db 3.1.
Biéu do 3.2.
Biéu db 3.3.
Biéu db 3.4.
Biéu db 3.5.
Biéu do 3.6.
Biéu d6 3.7.
Biéu do 3.8.
Biéu do 3.9.
Biéu d6 3.10.
Biéu d6 3.11.

DANH MUC BIEU PO

Phan b bénh nhan theo nhém tudi & ca 2 nhém nghién ctru..73

Phén bd bénh nhan theo gi6i & 2 nhom nghién ciu ................ 74
Phén bd bénh nhan nghién ctru theo nghé nghiép ................... 75
Ty 1¢ bénh nhéan béo phi do I trudc dilu tri....vvveeeveeeeeeeenes 76
Thoi quen sinh hoat ctia bénh nhan ..., 77
Phan loai r6i loan lipid mau ciia bénh nhan trudc nghién ciru 79
Dic diém vé thoi gian mac bENh ......ccevvvvveeeeeeeeieeeeeeis 79
Ty 1é giam ndéng do cholesterol & bénh nhan nghién ciu........ 84
Ty 1é giam nong d¢ triglycerid & bénh nhan nghién ctu......... 85
Ty 1é tang chi s6 HDL-C & bénh nhan nghién ciru.................. 86

Ty 16 giam chi s6 LDL-C ¢ bénh nhan nghién ctru................. 87



Hinh 1.1.
Hinh 1.2.
Hinh 1.3.
Hinh 1.4.

DANH MUC HINH

Hinh anh ciu trac lipoprotein ..............o.........

Qua trinh chuyén hod lipoprotein binh thudng............ccccvvvveeene.

Chuyén hoa lipoprotein noi va ngoai sinh.....

Chuyén hoa HDL va van chuyén cholesterol



Anh 3.1:
Anh 3.2:
Anh 3.3:
Anh 3.4:
Anh 3.5:
Anh 3.6:

DANH MUC ANH

Hinh théi vi thé gan thd 16 Chiing .........ccooevveevveeveeeeeeeeeeeeene, 63
Hinh théi vi thé gan tho 16 tri 1sau 6 tuan ubng Lipidan............. 63
Hinh théi vi thé gan tho 16 tri 2 sau 6 tuan udng Lipidan............ 64
Hinh théi vi thé than tho 16 Ching ..........ccccvevveveereeeeeeene, 64
Hinh théi vi thé than tho 16 tri 1 sau 6 tuan udng Lipidan........... 65

Hinh thai vi thé than th 16 tri 2 sau 6 tuan udng Lipidan........... 65



So dd 1.1.
So dd 1.2.
So dd 2.1.
So dd 2.2.
So dd 2.3.
So db 2.4.

DANH MUC SO PO

Co ché bénh sinh chting dam thip theo YHCT ......c.ovveeereenenee. 28
MGéi lién quan gitra réi loan lipid mau va ching dam thép.......... 30
CAc giai d0an SAN XUAL ........ccoveveieeeereeeeeee e, 41
QUI EENR SAN XUAL...ecvoveeeeeeeee e eee e e et ee s e eneees s 42
Quy trinh nghién ctru thyc nghi€m.........cccoooiiiiiniini, 49

Quy trinh nghién ctru trén 1am Sang ........ccccovvvveiviiiee e, 52



Phu luc: 1
HINH ANH CAC VI THUOC NGHIEN CUU

Ngii gia bi Méc hwong Ban ha

Tran bi Hau phéac Son tra

Sinh khwong Bach linh Xa tién tir






