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PAT VAN PE

R4i loan lipid mau 1a tinh trang ting lipoprotein ty trong thap, giam
lipoprotein ty trong cao, ting triglycerid huyét trong. Nguyén nhan c6 thé do tién
phat hodc thir phat, rat khé tim duoc triéu chimg 1am sang dic thd caa rdi loan
lipid mau, chi phat hién duoc khi kiém tra mau dinh ky hoic c6 bién ching nhu
dot quy, bénh mach vanh hoac bénh ly mach mau ngoai bién. Chan doan dua vao
xét nghiém cholesterol, triglycerid va cac thanh phan lipoprotein trong méau
[1].[2].[3]-

RLLPM la mét trong nhitng nguyén nhan dé lai di chiing nang va gay tir
vong 16n nhét hién nay. To chac YTTG cho rang nguyén nhan tir vong & cac
nuéce ¢o nén kinh té phat trién 1a bénh tim mach ¢ lién quan d&én VXBM chiém
45%, tai bién mach vanh 1a 32,0%, tai bién mach nao 1a 13,0%. Cholesterol mau
cao co lién quan dén ty Ié tir vong cia bénh mach vanh va nhdi mau co tim
[4] . Theo udc tinh cia WHO nam 2008, ty 16 mac chung rdi loan lipid mau (duoc
xac dinh 1a nong do TC trong mau> 5 mmol /I (190 mg / dl) & Pong Nam A
(30,3%) va Tay Thai binh duong (36,7%) thap hon nhiéu so v&i chau Au (53,7%)
va chau M¥ (47,7%) [ 31,[5].

O Viét Nam bénh VXPM vaéi biéu hién 1am sang: Suy vanh, nhoi mau co
tim, nhdi mau ndo c6 xu hudng gia ting. Sau nam 2000 bénh Iy VXPM di tro
thanh bénh 1y dang ké cho sirc khoé con ngudi néi chung va ngudi cao tudi noi
rieng [41,[6].[7].

Theo Nguyén Bich Ha nghién ctru 118 bénh nhén tim mach trong d6 co

44,0% nhoi mau co tim. 51,9% tang huyét &p c6 cholesterol tang va 24,0% nhoi
mau co tim, 40,4% bénh nhan tang huyét &p co tang TG [8].

Viéc diéu tri c6 hiéu qua hoi ching rdi loan lipid mau sém s& han ché duoc

su phat trién caa bénh vira Xo dong mach va ngan chan duoc bién chang caa no.



Pé giam lipid mau thi viéc thay doi ché do an, ting cuong hoat dong thé luc Ia
nhitng bién phap rat quan trong cling vai viéc sit dung céc thude co tac dung ha
lipid mau [9],[10].

Hién nay, bén canh viéc sir dung céc thubc tan duoc, viéc nghién ciu mot
duoc liéu riéng biét hoac phdi hop 2-3 duoc liéu hoic mét bai thudc dé diéu tri
rbi loan lipid mau dang dugc nhiéu nha khoa hoc quan tam. Trén thi truong Viét
Nam da cd cac thudc diéu tri rdi loan lipid mau tir thao dugc nhu vién Colestan,
vién Bidentin, vién Curpenin, Gylopsin,... c6 nhitng tac dung nhat dinh trén 1am
sang. Gan day nhom nghién cau cia Pham Thanh Ky da xay dung quy trinh bao
ché vién nang cting Vinatan tir cao khd Giao c¢6 lam va polyphenol cua I& ché
xanh, hai thao dugc da duoc danh gia 1a c6 tac dung ha lipid mau trén thuc
nghiém nhung cho tdi nay chua cé nghién ctru nao danh gia tinh an toan va tac
dung giam lipid mau trén dong vat thuc nghiém va 1am sang khi phéi hop hai loai
duogc thao nay. Dé tai luan an “Nghién ctu tinh an toan va tac dung caa vién nang
ctrng Vinatan trong diéu tri hoi chang réi loan lipid mau trén thuc nghiém va 1am
sang” duoc thuc hién vai 3 muc tiéu sau:

- Xdc dinh déc tinh cdp va bdn truong dién cia vién nang cizng Vinatan

- Pdanh gid hiéu qud cua vién nang cing Vinatan trén mét sé chi sé lipid
mau ¢ dong vat thi nghiém gdy tang cholesterol mdu ngi sinh va ngogi sinh.

- Pdnh gid hidu qua diéu tri va theo ddi tac dung khdng mong mudn cua

vién nang citng Vinatan trén bénh nhan réi logn lipid mau .



Chuong 1
TONG QUAN TAI LIEU

1.1. KHAI NIEM VE LIPID MAU
1.1.1. Pai cwong vé lipid mau

Lipid 1a mét trong nhiing thanh phan co ban cua co thé, nguon cung cap ning
luong cho té bao. Vé cau tric hoa hoc, lipid 1a san pham cua su két hop gitra acid
béo va alcol nho lién két este. Sy két hop ndy tao ra cac lipid don gian hoac m&
trung tinh, néu két hop thém acid phosphoric, cac base amin va cac loai duong thi
cho céc lipid phuc tap,...[4]

Trong co thé lipid ton tai & ba dang chinh [4],[11]:

- Lipid cua té bao: la lipid cau trlc trong thanh phan cua mang té bao va mot sé
bo phan trong té bao.

- M& trung tinh duoc dy trit trong cac té bao mé.

- Lipid luu hanh trong mau dudi dang lipoprotein (thanh phan chinh cua lipid
mau)

1.1.2. Phan bé va chuyén hoa cac thanh phan lipid caa co thé.

- Cholesterol: La tién chat ciia hormon steroid va acid mat, la thanh phan co
ban ciia mang té bao, n6 chi c6 & dong vat. No dugce hap thu & rudt non va gan
vao voi chylomicron caa niém mac rudt. Sau khi chylomicron chuyén TG cho mo
m&, phan con lai cua chylomicron s& mang TC dén gan. TC c6 tac dung ngugc
diéu hoa sy tong hop chinh n6 bang cach uc ché men HMG. CoA reductase
[4][11],[12].

- Triglycerid: TG 14 ester cua glycerol va 3 acid béo. N6 dugc tong hop &
gan va cac md md qua con dudng glycerolphosphat. Khoang 90% TG c6 ngudn

gbc ngoai sinh.



- Cé4c acid béo: Acid béo 1a thanh phan khdng thé thiéu duoc cua tat ca cac
loai lipid, phan 16n gan vao albumin & dang lién két ester, c6 rat it & dang ty do.
Chudi acid béo c6 thé ¢ dang no hoic khong no. Nang luong cia acid béo duoc
str dung nhiéu & tim, nhung & tat ca cac md ké ca ndo déu c6 thé oxy hda acid béo
tu do thanh CO,va H,0 [11].

- Céc alcol: C6 nhiéu loai alcol trong thanh phan cua lipid, nhung chu yéu l1a
sterol va glycerol. Ngoai ra con mot sé céc loai khac nhu: alcol cerylic, alcol
cetylic va nhiing alcol mach thang két hop véi acid béo cho céac cerid [11],[13].
1.1.3. Cac lipoprotein (LP)

Apok " Apob

Apo#A

ApalC ApoB

Hinh 1.1.Cdu tric lipoprotein (From Wikipedia, the free encyclopedia)

Lipid khong tan trong nudc do d6 dé van chuyén trong mau ching can phai
duoc chuyén chd bang cac lipoprotein. LP 1a nhitng tiéu phan hinh tron, gom I8i
ky nudc co chira TG, cholesteryl este khdng phéan cuc bao quanh bai 16p vo méng
ky nudc cd chia phospholipid va cholesterol tu do va apolipoprotein dac hiéu.
l6p V6 ngoai gitp cho lipoprotein tan duoc trong huyét twong, tao diéu kién van
chuyén nhitng lipid khéng tan ¢ phan 1.

Bang phuong phap dién di va siéu li tim ngudi ta phan ra cac thanh phan LP
(theo ty trong ting dan): Chylomycron, lipoprotein ty trong rat thap (VLDL),
lipoprotein ty trong thap (LDL), Lipoprotein ty trong cao (HDL). Ngoai ra con


http://en.wikipedia.org/wiki/File:Chylomicron.svg

mot sé dang trung gian nhu chat du chylomycron, lipoprotein ty trong trung binh
(IDL) [11].

- Chylomicron: 1a LP Ién nhat, dugc téng hop tir rudt non, ¢ day
chylomicron méi c6 apolipoprotein B-48, A-1, A-11. Chylomicron chira nhiéu TG
ngoai lai [4],[14],[15].

- VLDL Ia LP ty trong rat thap, n6 1a LP twong tu chylomicron. VLDL dugc
tdng hop tir acid béo trong té bao gan, mét phan nho do rudt. Qua trinh nay con
chua duoc hiéu rd. Tiéu phan VLDL ciing c6 phan 16i chira nhiéu TG, con lai la
cholesteryl ester. Gan chuyén TG dén cdc mé ngoai vi nho tiéu phan VLDL
[11],[13],[26].

- IDL 1a LP c6 ty trong trung gian va la chat du con lai sau khi chuyén hoa
VLDL [13],[16].

Bdng 1.1: Ty treng va thanh phan céc lipoprotein trong mau.

Thong | Tytrong [Cholesterol|Cholesterol | Triglycerid | Phosphos| Apo Apo
) tw do (%) | ester (%) (%) lipid (%) | (%) chinh
CM 0,95 0,5-1 |[1-3 86-94 3-8 1-2 AB,CE
VLDL | 0,96-1,006 6-8 12-14 55-65 12-18 |5-10 B,C.E
IDL |1,016-1,019 7-9 27-33 15-27 19-23 | 15-19 B,C,E

LDL ]1,019-1,063| 5-10 |35-40 8-12 20-25 | 20-24 B
Lp(a) |1,050-1,210 50 5 36 B-100
HDL |1,063-1,210 3-5 14-18 3-6 20-30 | 45-50 AE

(Al, B48, B100, C, E viét tat ciia Apo Al, Apo B48, Apo B100, Apo C, Apo E)

- LDL (Low Density Lipoprotein) co ty trong thap, duoc tao thanh tir sy
chuyén héa IDL. Trong qua trinh ndy enzym Lipase ¢ bé mit gan thay phan hau
nhu toan bd TG con lai thanh IDL. Phan tir LDL gom c6 18i chia cholesteryl
ester va lop vo chira apo-B100 con céc apolipoprotein khac chi ¢ vét, & nguoi
phan Ién VLDL chuyén thanh LDL va apo-B100. LDL khong dong nhat duoc



tach theo ty trong thanh 3 nhdm nhé: 1,2 va 3; LDL3 la loai nho dam dac (small,
dense) dé gay VXDM [11],[13],[16].

- Lpa [Lipoprotein(a)] 1a mot LP duoc phét hién da 1au. N6 duoc tong hop
& gan véi sb luong it, c6 cau trac twong tu nhu LDL nhung c¢6 thém 1 protein gan
vao apo-B100 goi la Apo (a). Nhiéu nghién ctu hién nay cho thay Lp (a) c6 thé Ia
yéu t6 nguy co doc 1ap cua dong mach vanh. Néu noéng d6 > 30mg/dl nguy co
bénh mach vanh cao gap 2,5 lan [11],[13],[16].

- HDL 1a LP c¢6 ty trong cao, c6 3 ngudn goc: gan san xuat HDL dang dfa,
rudt tong hop truc tiép 1 s6 nho HDL va HDL dan xuat tir cac chat bé mit cua
chylomicron va VLDL (chi yéu mang apoA-1 va phospholipid). HDL ¢ vai trd
chinh trong viéc chuyén chd CT du thira tir m6 ngoai vi dén nhiing té bao can TC
| LP bao vé chéng VXDM [11],[13],[16].
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(Nguén: http://www.pace-cme.org/d/148/residual-risk-and-hdl)
1.1.4. Cac Apolipoprotein
Cac Apo la thanh phan protein trong ciu tric cua lipoprotein. Céc
apoprotein (hoic apolipoprotein) giup cac lipoprotein hoa tan dé chuyén cho TG
va TC trong huyét tuong. Trong qua trinh chuyén hoa lipid, cac apo c6 chiic ning

nhan biét c4c thu thé dic hiéu trén mang té bao, hoat hda hoic tc ché hoat dong



cuia mot sb enzym. Nhiing apo tham gia chu yéu vao qua trinh chuyén héa lipid
gom: Apo A-I: day 1a mot apoprotein chinh caa HDL, apo A-I ciing hién dién &
chylomicron va 1a apoprotein nhiéu nhit trong co thé (ndong d6 khoang
125mg/dl). ApoA-I 1a déng yéu td hoat héa enzym Lecithin - Cholesterol -
Acyltransferase hoat héa (LCAT) dé ester hda cholesterol. ApoA-1 lién két voi
thu thé HDL trén mang té bao, tao diéu kién hap thu Cholesterol tir té bao. ApoA-
I duogc coi 1a yéu t6 bao vé.

- ApoB ¢6 ngudn géc tir gan tham gia vao cu tric cua VLDL, IDL, LDL, ¢6
trong luong phan tir 512.000. Trong qué trinh chuyén hoa lipid, apoB ¢6 nhiém
vu gan voi thyu thé LDL trén mang té bao. N6 1a chat chi diém trung thanh nhat
cua bénh VXDM [11],[14].

- Ngoai ra con cd mét sd apoprotein khac nhu: apoC, apoD, apoE,... nguoi ta
con chua 16 chire nang [11],[14].

1.1.5. Chuyén hoéa lipoprotein

*Theo con dwong ngoai sinh:

TG, Cholesterol, phospholipid dugc dua vao co thé tir thire an, duoc hap thu
qua niém mac rudét non chuyén thanh chylomicron. Chylomicron duoc van
chuyén t&i cac mao mach cia mé mé va co, tai day Triglycerid bi thay phan dudi
tac dung cua enzym lipoprotein lipase thanh glycerol va acid béo. Cac acid béo
nay dugc duy trit hodc duoc té bao sir dung 1am ngudn cung cp niang luong. Qué
trinh thay phan nay xay ra lién tuc 1am cho chylomycron bi rdt dan triglycerid
ddng thoi bi mat ApoC dé cung cap cho HDL va tao thanh chylomycron tan du
giau cholesterol. Chylomycron tan du dugc van chuyén dén gan, té bao gan hap
thu chdng nho cac thy thé dac hiéu doi véi ApoE va ApoB48 cé trong thanh phan
chylomycron tan du. O gan cholesterol dugc chuyén hod thanh acid mat, mudi

mat theo dudng mat xudng rudt non, mot phan cholesterol cung triglycerid tham



gia tao VLDL. VLDL vao hé théng tuan hoan dé bat d¢au con duong chuyén hoa
lipid ndi sinh

* Theo con dwong nai sinh:

VLDL duoc tong hop tai gan van chuyén TG cho cac md, tai day triglycerid
tiép tuc duoc thuy phan dudi tdc dung cua enzym lipoprotein lipase, déng thoi
ApoC ciing dugc chuyén thanh HDL, con lai ApoE va Apo B100, Iam cho kich
thugc cia VLDL giam dan. VLDL sau khi giai phéong triglycerid, nhan thém
cholesterol este va mat di ApoC chuyén thanh LP cd ty trong trung gian. O diéu
kién binh thuong LACT tao ra 75 — 90% cholesterol este trong huyét twong, Phan
cholesterol este con lai cua huyét twong do gan hodc rudt san xuat boi enzym
ACAT (acyl — CoA cholesterol acyl transferase) cia noi bao. Do vay thiéu hut
LACT gay ra roi loan chuyén héa LP. Chuyén hoé cua IDL xay ra rat nhanh, mot
phan IDL bi gan giit lai, phan IDL con lai trong tuan hoan duogc tich ApoE dé tao
thanh lipoprotein ty trong thap (LDL). Cac LDL hinh thanh (chii yéu la cholesterol
este vd mot phan nho cholesterol tu do) giir vai trd chinh trong van chuyén
cholesterol dén cac té bao gan va cac té chac ngoai vi, qua sy nhan dién cua cac
thu thé mang ddi voi ApoB100 cia LDL. Céc thy thé LDL c6 ¢ nhiéu loai t& bao
nhat 1a té bao gan. Sau khi gin vao thu thé LDL duoc dua vao té bao nho hién
tuong thuc bao va sau d6 né bi thay phén trong lisosom, céc receptor tro lai vi tri
cua ching trén bé mat mang té bao. Tai té bao, cholesterol tham gia vao qué trinh
tao hop mang ciing nhu tong hop cac hormon dan xuét steroid. Khi ApoB (két hop
LDL —C) tang phan anh su bai xuat kém caa cholesterol va su & dong cholesterol ¢
mé. Cac HDL khdng dong nhat vé kich thudc va ty trong duoc bai tiét chinh ¢ gan
va rudét. HDL dam nhiém van chuyén cholesterol tu do. Cholesterol van chuyén
dén gan nho cac HDL giau ApoE, chinh né cho phép gin vao céc recepto dac hiéu,
Sy gan két nay co thé truc tiép hoac gian tiép sau khi chuyén doi tir HDL dén LDL
va VLDL nhd cholesterol este transfe protein (CETP), d6 1a qué trinh van chuyén
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nguoc cua cholesterol. Khi ApoA (cting véi HDL — C) ting chiing to chuyén hoé
va dao thai tét cholesterol, trji sé ndy giam chang to bai xuat cholesterol kém va sy
i dong cholesterol ¢ cac mo.

O nguoi binh thuong, hai qué trinh téng hop va thoai hoa lipid dién ra can
bang nhau va phu thudc vao nhu ciu co thé, vi thé duy tri dugc sy 6n dinh vé ham
lwong cua lipid va lipoprotein trong méu. Khi c6 su bt thuong s& gy ra céc kiéu
rbi loan chuyén hoa lipid [11],[13],[16].

O thanh dong mach LDL dugc dai thuc bao. Qua trinh ndy xay ra & ndng do
LDL binh thuong va ting cao khi nong do LDL ting va bi bién d6i (LDL bi oxy
hoa, glycosyl hoa). Khi dai thuc bao qua nhiéu cholesterol este, chiing chuyén
thanh cac té bao bot (foam cell) 1a thanh phan cia cac mang xo vira.[17].

HDL duoc tong hop tai gan hoic tir sy thoéi hda cua VLDL va CM trong mau.
HDL c6 vai tro: Thanh loc cac phospholipid giau triglycerid (CM, VLDL) bang cach
cung cap cho chiing cac apo ClI can thiét cho su hoat héa LPL. HDL ¢ tac dung
van chuyén trung gian cholesterol ty do tir c&c md ngoai vi tré vé gan gilp thoai hda
va bai tiét cholesterol qua mat. Vi vay HDL 1a yéu t6 bao vé chdng vita xo dong
mach [17].

PUONG NGOAI SINH DUONG NOI SINH
(Cholesterol duoc hdp thu tar thdc dn) (Cholesterol duoc téng hop trong co thé)
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Hinh 1.3. So dé chuyén hoa mé mau(Nguan: http://trihuyetapcao.com)
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1.2. ROI LOAN LIPID MAU
1.2.1. Khai niém

- RLLPM: La tinh trang rdi loan va hoic ting nong do céc thanh phan lipid
trong méu, hau qua 1a su tao thanh cac mang vira xo gy tic mach, 1am gia ting
nguy co bién ching tim mach va dot qui , ting cac bién chung mach mau khéc,
dan dén nguy co tir vong hoac tan phé [13],[14].
Puoc goi RLLPM khi ¢c6 mét hoac nhiéu biéu hién sau [18]:

- Tang cholesterol huyét tuong (TC):

+ Tang gidi han: TC mau tu 5,2 -6,2mmol/l (200-239 mg/dl)

+ Tang TC mau khi > 6,2mmol/l (>240mg/1)

- Tang triglycerid (TG) trong mau:

+ Tang gidi han: TG trr 2,26 — 4,5mmol/l (200 - 400mg/I)

+ Tang TG: TG tur 4,5 — 11,3mmol/l (400 - 1000mg/dl)

+ Rat tang: TG > 11,3mmol/l (> 1000mg/dl)

- Tang LDL-C:

+ Tang gidi han: 3,4 — 4,1mmol/l (130 -159 mg/l)

+ Tang cao: LDL-C > 4,2mmol/l (>160mg/l)

- RLLPM hén hop: TC > 6,2mmol/l, TG: 2,26 — 4.5 mmol/I

- Theo céc khuyén céo gan day da bo sung thém 2 thanh phan: Tiang Non
HDL-C va Apo B. Non HDL-C la tong cholesterol ciia céc hat lipoprotein chua
apoB géom LDL, IDL, Lp(a), VLDL, VLDL thira, cac hat chylomycrol va
chylomycrol thira. NCEP ATP III (2002) da ghi nhan tim quan trong cia Non
HDL-C trong bénh sinh xo vira.
Non HDL-C dugc tinh theo cong thuc: Non HDL-C = TC — HDL-C [10].
1.2.2. Phan loai rdi loan lipid mau

C6 mot sé cach phan loai réi loan lipid méu. Phan loai ciia De Gennes theo
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c4c thanh phan lipid va phan loai cia Hoi tim mach chau Au (EAS) thuong

duoc ap dung trén 1am sang hon cach phan loai cua Fredrickson:
Bang 1.2. Phan loai RLLPM cuaa De Gennes twong &ng typ phan loai
RLLPM cua Fredrickson [6],[12]

Phan loai Typ | Lipoprotein Lipid
. LDL CT > 5,2 mmol/l
Tang CT don thuan Ia CT/TG>25

Tang TG huyét thanh don thuan \Y;

V

Chylomycrol | TG tang cao
va VLDL TG/CT > 25

Ib

Ting lipid mau hdn hop i

VLDL, LDL | TC/TG <2,5
IDL TG/TC <25

Fredickson d& nghi xép hoi chung ting lipid mau thanh 5 typ theo thanh

phan lipoprotein. Sau d6 ngudi ta dé nghi tach typ 1l ra thanh typ Ila va typ b,

bang phan loai nay da tré thanh bang phan loai quéc té tir nam 1970. Dé tién sir

dung cd thé tém tat cach phan loai LP theo bang dud6i day:

Bdng 1.3. Phan logi criia Fredrickson va ciia WHO [2],[17]

Nhém Thanh phan lipoprotein | Thanh phan lipid ting
ting (1) (1)
I Chylomycrol1 TG
lla LDL 11 TCT1
Ib VLDL 1, LDL 1 TC1, TG
1 IDL TC1, TG1
IV VLDL1 TG?
TC1 hoac binh thuong,
\ Chylomycrol 1, VLDL?
TGT1
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Theo Turpin G (1989), ting lipoprotein mau trén 1am sang gap chi yéu & 3 typ
Ila, 1b, 111, IV, khdng gap typ 1 [18].
Bdng 1.4.Phan logi theo higp hgi vita xo dgng mach chau Au (EAS) [19]

Typ A B C D E
Cholesterol
52<CT< 65 |65<CT<7,8 |CT<5.2 52<CT<78 |CT>78
(mmol/l)
Triglycerid
TG<2.2 TG<2.2 22<TG<55|22<TG<55 |TG>55
(mmol/)

Phan loai cua chuong trinh gido duc qudc gia vé cholesterol caa My
(National Cholesterol Education Program - NCEP): Céch phan loai nay cho biét sy
thay doi cac thanh phan lipid dé gady VXDM, dé phong chdng vita xo dong mach va
n6 ciing cho biét mirc d6 réi loan cac thanh phan trén.

Bdng 1.5. Phan logi theo NCEP [20]

Cholesterol | <200mg/dl (5,2 mmol/l) Ly tuéng
toan phan 200 - 239 mg/dl (5,2 — 6,2mmol/I) Gidi han cao
> 240 mg/dl (6,2 mmol/l) Cao
Triglycerid <150 mg/dl (1,7mmol/l) Ly tuéng
150 — 199 mg/dl (2,3 — 4,5 mmol/l) Gidi han cao
200 — 499 mg/dl (4,5 — 5,7mmo/l) Cao
> 500 mg/dl (5,7 mmol/l) Rét cao
HDL -C < 40 mg/dI (1,0 mmol/1) Thap
> 60 mg/dl (1,6 mmol/l) Cao
LDL - C <100 mg/dl (2,6 mmol/l) T6i wu
100 — 129 mg/dI(2,6 — 3,3 mmol/I) Gan t6i uu
130 — 159 mg/dl (3,4 — 4,1 mmol/l) Gidi han cao
160 - 189 mg/dl (4,2 — 4,9 mmol/l) Cao
>190 mg/dl (4,9 mmol/l) Rat cao

Néu nong do TG < 400mg/dI (4,5mmol/l) thi nong do LDL-C dugc tinh dya vao

cong thuc Friedewald: LDL.C (mmol/l) = TC — HDL.C — (TG/2,2) hoac
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LDL.C (mg/dl) = TC — HDL.C — (TG/5). Non-HDL.C = TC-HDL.C
Bdng 1.6. Phan loai néng dg cholesterol va triglyceride (mg/dl) theo Hgi nai
tiét - ddi thdo dwong Viét Nam (2018) [10]

Non — HDL-C LDL-C

Binh thuong <130 Binh thuong < 100
Trén binh thuong  130-159 Trén binh thwong  100-129
Gidi han cao 160-189 Gidi han cao 130-159
Cao 190-291 Cao 160-189
Rat cao >220 Rat cao >190
Triglycerid HDL-C

Binh thuong <150 Thap < 40 (nam)
Gidi han cao 150-199 Cao <50 (nix)
Cao 200-499

R4t cao > 500

1.2.3. Nguyén nhéan cia RLLPM:
R6i loan lipid mau nguyén phat: [21]

Do bénh ly di truyén theo phuong thuc troi hoic lan nhidm sic thé thuong
biéu hién: Tang cholesterol mau nhiéu gen, khiém khuyét apoB -100 c6 tinh chat
gia dinh. Tang triglycerid mau do thiéu hut lipoprotein lipase, apo CII, ting TG
c6 tinh chat gia dinh. Tang lipid mau hdn hop c6 tinh chat gia dinh, ting
lipoprotein méu typ 111 hoic HDL thap do thiéu hut alpha lipoprotein mau, thiéu
hut lecithin. Réi loan lipid mau nguyén phat thuong gap o tré em, khdng phai la
nguyén nhan thuong gap ¢ ngudi truong thanh,

R6i loan lipid mau thir phéat

- Nguyén nhan tht phat thuong gap co lién quan dén ché do6 an nhiéu thuc an giau
chat béo bao hoa, hoat dong thé luc, hat thude, ubng ruou va bénh noi khoa kém
theo nhu béo phi, dai thao duong, bénh Gout, suy tuyén gidp, suy tuyén yén va
bénh to dau chi, hoi chung tac mat, hoi chang than hu, do thudc..[13],[15], [21] [22].
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1.2.4. Piéu tri hdi chieng réi loan lipid mau theo Y hec hién dai

Muc tiéu cta diéu tri 1a 1am giam lipid trong mang xo vita, giam sé phan tir
LDL oxy héa dé ha thap ty I& bénh mach vanh, tai bién mach méau ndo va ty 18 tir
vong [14],[18],[21].
1.2.4.1. Nguyén tac chung:
- Ché d6 an va rén luyén thé luc thich hop
- biéu tri nguyén nhan gay ting lipoprotein méau
- Giam cac nguy co
- DUNg riéng ré& hozc phoi hop thude
- Thuong xuyén theo dbi két qua diéu trj va tac dung khdng mong muén do thude
- Lya chon diéu tri phy thudc vao nhiing rbi loan dic trung ctia cac thanh phan lipid
mau.
+ Pdi voi bénh nhan nhém nguy co cao va mac bénh mach vanh (BMV) can diéu tri
LDL-C <1,8mmol/l. Néng d6 LDL-C > 2,59 mmol/l dugc coi nhu ngudng dé &p
dung dong thoi thay doi 16i séng va ding thudc ha lipid mau.
+ Pich diéu tri LDL-C cho c4c bénh nhan nguy co cao 1a < 2,59 mmol/l.
+ Nhom nguy co vira va thap: LDL-C dat mac < 3,0mmol/l [2],[17],[21], [22]
1.2.4.2. Ché do én va luyén tap:
* Ché d6 dinh dudng va rén luyén thé luc [15]:

Theo NCEP (1995) va ADA (1999) thanh phan co ban cho bira an 1a:

- Chét béo bao hoa ty 18 thap chiém dudi 10% tong sé nang luong.

- Chat béo khong bao hoa da lién két dudi 10% tong sb nang lugng.

- Luong CT dudi 300 mg/ngay.
Mgt sé tiéu chudn khac:

- Tong nang lugng tir chat béo chiém khoang 30%.

- Nang luong lay tir protein chiém tir 10-15%.

- Nang lwong lay tir glucid chiém 60%.
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Mgt sé chat dinh dwdng ddc biét:

- Chat xo: Tang ty & chat xo s& lam giam ndng d6 LDL-C mau.

- Protein trong nudc Xi dau: Ngudi ta thidy nudc chim c6 protein tir nguon
g6c dau tuong co thé 1am giam ndng d6 CT mau. Cac chit béo khong bdo hoa da
lin két omega-3, céc acid eicosapenaenoic va docosahexaenoic ¢ trong dau ca
c6 tac dung giam luong TG & gan.

- Tang cuong hoat dong thé luc: Ché do tap thé duc déu din hang ngay vira
stc. Duy tri chi s6 khéi co thé BMI ¢ mac 19-23, vong bung khdng qua 90cm &
nam va 85cm & nir. Hoat dong thé luc 1am giam bét ma du thira, giam can nang,
tang strc dé khang caa co thé, ting HDL-C nhd d6 c6 thé cai thién duoc huyét ap,
dai thao duong.

- B6 nhitng thoi quen c6 hai; uéng ruou bia quéa nhiéu, hat thudc 14 vi nd c6
anh huong dén réi loan lipid mau, ting qua trinh hinh thanh xo vita dong mach,
tang huyét ap, dai thao duong. Tranh 16i song tinh tai, tinh than cing thang, lo
au.v.v. [10].
1.2.4.3. CAc thudc diéu tri

Thudc diéu tri hoi ching RLLPM duoc chia 1am 2 nhém: [23],[24].

- Thudc ic ché hdp thu va tang thdi trir lipid:
+ Chat tao phuc voi acid mat

+ Chat wc ché hap thu cholesterol
- Thuéc 1am giam tong hop lipid

+ Cac statin

+ Acid nicotinic

+ DAan xu4t cua acid fibric

+ Céc thudc moi

Chét tao phirc véi acid mat
- Thé hé cii: Cholestyramin (thuéc bot), Colestipol (thudc bot, vién nén)
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- Thé hé méi: Colesevelam (vién nén)
- Co ché tac dung:

+ T4c dung truc tiép: tao phirc véi acid mat 1am giam nhii teong héa lipid do
d6 1am giam hép thu lipid

+ Té4c dung gian tiép: Lam tang chuyén hoa cholesterol thanh acid mat, 1am
tang s6 lugng va hoat tinh LDLr & mang té bao
- Tac dung trén cac théng sb lipid mau: Thudc cé tac dung ha LDL-C, bat dau
c6 tac dung sau 4—7 ngay, tc dung tbi da sau 2 tuan. Thudc lam ting HDL-C.
Bénh nhan cé nong do TG binh thuong c6 thé ting TG thoang qua sau trd lai
binh thuong.
- Tac dung khdng mong mudn: Thubc khdng duoc hap thu qua dudng udng nén
tuong d6i an toan. Co thé gap mot sé tac dung: Roi loan tiéu hoa: day hoi, kho
tiéu,tdo bon. Lam giam hap thu cac vitamin tan trong dau(A,D,E,K) Giam hép thu
vitamin K lam giam tong hop mot s6 yéu t6 dong mau gay xuat huyét néu ding
kéo dai.
- C6 thé tao phic véi mot sb thude (cac thiazid, digoxin, warfarin, tetracyclin)
udng cac thude khac trude 1h hoac sau udng resin 3-4h.
Thudc 1am giam hap thu va ting thai trir lipid Ezetimib.
Co ché tac dung:
- Tac dung truc tiép: Uc ché hoat dong cua protein van chuyén sterol trén thanh
rudt non (NPC1L1) do @6 lam giam hap thu cholesterol.
- T4c dung gian tiép: Lam tang s6 lwong va hoat tinh LDLr & mang té bao.
- Tac dung trén céc thong sé lipid mau: Tac dung ha LDL-C, don tri liéu hozc phdi
hop véi statin. it anh huong dén nong d6 TG va HDL-C.
- Dugc dong hoc: Thude dugc ding bang duong uéng. Khong tan trong nudc,
lien hop véi glucuronid tai rudt non va duoc van chuyén vé gan thdng qua chu

trinh gan-rudt. Thai trir chi yéu qua phan.
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Thai gian ban thai: 22gio. Resin tao phuc voi acid mat e ché hap thu ezetimib
vi vay khdng udng dong thoi 2 thudc nay.

- Tac dung khdng mong muén: C6 thé gap rdi loan tiéu hda, dau dau,mét moi dau
co. Hiém gap: Qua man (ngta,phtl mach, sé¢ phan vé),viém gan... Rat hiém gap:
Viém tuy, viém tdi mat, giam tiéu cau, ting creatinkinase, tiéu co.. .

Chi dinh trong ting cholesterol méau, thuong phéi hop vai statin. Ezetimib don trj
liéu trong tang cholesterol mau khi khong dung nap statin. Chéng chi dinh céc
truong hop qua man, suy chirc ning gan trung binh va ning.

Dan xuat cia acid fibric

- Co ché tac dung: Thudc c6 tac dung ting oxy hoa acid béo tai md. Tang sb lugng
cua lipoprotein lipase (LPL). Giam nong do apo ClII 1a yéu t6 uc ché hoat dong
cua LPL. Lam tang s6 luong apo Al va All (thanh phan cau tric cia HDL) do d6
lam tang nong do HDL-C.

- Tac dung: Giam TG mau. Tang nong do HDL-C (fenofibrat > gemfibrozil). Doi
v6i LDL-C c6 thé giam, khdng anh huong hodc ting.

- Duogc dong hoc: Pugc ding bang duong udng. Hap thu nhanh, thic an 1am ting
hap thu. Thai trir chu yéu qua than. Thoi gian ban thai co sy khac biét gitra cac
fibrat, thay doi tir 1h (gemfibrozil) téi 20h (fenofibrat) Gemfibrozil qua duoc hang
rao nhau thai.

- T4c dung khdng mong muén: C6 thé gap réi loan tiéu héa. Mét méi, nhirc dau,
thiéu mau. Pau co, tieu co van (gemfibrozil): Tang nguy co khi chic nang than
giam va khi phéi hop véi statin. Ngoai ra tang nhe transaminase, giam phosphatase
kiém. Tang nguy co hinh thanh s6i mat (clofibrat).

- Chi dinh cho cac RLLPM, uu tién lya chon sir dung trong tang TG. Khong dung
cho cac truong hop qua man, giam chirc ning gan (xo gan &t mat tién phat), than,

s6i mat, phu nit ¢d thai, cho con b, tré em < 10 tudi.
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Cac statin

La thude diéu chinh RLLPM hiéu qua nhat, c6 kha nang dung nap tét va duoc

str dung rong rai nhat.
- Co ché tac dung: Thudc cé tac dung tic ché canh tranh véi HMG-CoA reductase
la enzym quan trong trong sinh tong hop cholesterol. Giam tong hop cholesterol tai
gan. Tang tong hop LDL-C receptor do d6 lam ting thanh thai LDL két qua lam
giam noéng d6 LDL-C.

Ngoai ra nhiéu nghién ctu con cho biét statin c6 tac dung cai thién chirc ning
noi mac mach, 6n dinh mang XVBM, chong viém, chéng huyét khéi, chéng oxy
hoa, ting mat do xwong. Do d6 c6 kha niang chdng XVDM, giam nguy co nhdi
mau co tim, giam huyét 4p, chéng lodng xuong.

- Téc dung ddi véi cac thanh phan Lipid méau: || LDL-C, | TG, 1 HDL-C. Thuéc
c6 tac dung sau 2 tuan, tac dung toi da sau 4-6 tuan. T4c dung trén LDL-C, TG phu
thugc statin va liéu dung.

- Duoc dong hoc: Str dung bang duong ubng, cc statin ¢ thoi gian ban thai dudi 4
gid dugc udng vao budi téi do cholesterol duoc tong hop manh nhét khoang nira
dém dén 2h sang. Cac statin duoc chuyén hda qua gan, thai trir cha yéu qua mat,
phan. Thoi gian ban thai: 1 — 4h, ngoai trur atorvastatin va rosuvastatin la 20h va
simvastatin la 12h.

- Tac dung khong mong mudn: Nhe: Phat ban, réi loan tiéu hda (budn nén, tiéu
chay, day hoi...), mét moi, mat nga. Ning: Nhiém doc gan, dau co, tiéu co van

- Chi dinh: Tang cholesterol mau, RLLPM hon hop, ting TG mau. Du phong tién
phat va thir phat tai bién tim mach & BN ting cholesterol mau, dai thao dudng.
Lam giam tién trién xo vira mach vanh trén BN ting cholesterol mau cé tién su
bénh mach vanh.

- Khong dung trong trudng hop: Quéa man, phu nir ¢é thai, cho con bi. Bénh gan

hoat dong hoac tang transaminase dai dang ma khéng giai thich duoc.
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- Tré em: Mot s6 statin dugc chi dinh cho tré em bi ting cholesterol mau gia dinh
di hop ti: Atorvastatin, lovastatin va simvastatin c6 thé cho TE > 11tudi.
Pravastatin c6 thé chi dinh cho TE > 8tudi.

Acid nicotinic

- Co ché tac dung: Niacin tc ché su thuy phan TG bai cac lipase nhay cam voi
hormone, 1am giam luong acid béo tu do vé& gan va giam tong hop TG va giai phong
VLDL tai gan. Niacin con tc ché hoat dong cua diacylglycerol acyltransfenase - 2
(enzym tham gia qué trinh tong hop TG [25].

- T4c dung phy thuong gap caa Niacin 1a boc hoa, ngira, dau dau, budn non, chudéng
bung, ting men gan, ting acid uric mau va ting duong huyét. Co thé 1am giam con
bdc hoa bang cach dung aspirin 30 phut trudc mot vai lieu thude dau. Boc tinh véi
gan mot phan phu thudc vao liéu dung.

Tranh dung Niacin cho bénh nhan bi gout, bénh gan, bénh loét da day ta trang,
dai thao duong khong dugc kiém soat nong do duong huyét. Dung than trong cho
bénh nhan dai thio duong dugc kiém soét tot (HbAlc) < 7%. Can theo ddi enzym
transaminase, glucose, acid uric 6-8 tuan /1 lan trong qua trinh ting liéu, sau dé 4
thang kiém tra mot lan.

Pé giam bét tac dung phu caa thudc nén udng thube vao bira an véi lidu ting
dan. Cac Niacin dang tinh thé duoc dung liéu 1-3g/ngay duong udng va chia thanh
2-3 liéu nho cing bita an. Niacin loai phdng thich kéo dai (Niaspan) ubng vao budi
t6i, lidu khoi dau 1a 500mg dén t6i da 1a 2000mg [23],[24],[25].

Céc thudc méi [24],[ 26 1:
Thudc izc ché protein van chuyén triglycerid ¢ microsom(MTP):

- Lomitapid: protein van chuyén triglycerid ¢ trong lugi noi bao c6 chuc
nang van chuyén triglycerid dén cac VLDL & gan va dén céac chylomicron ¢ niém
mac rudt. Ngoai ra, protein ndy con c6 nhiém vu gan va dong cac phan tir lipid

gitta mang té bao va su tap trung apo B chira trong cac lipoprotein & gan va ruét.
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Do vay, khi MTP bi &c ché s& l1am giam VLDL, LDL- cholesterol. Thuéc ding
duong udng sau an toi 2 gio voi lidu ting dan tir 5-60 mg/ngay dé diéu tri ting
cholesterol co tinh gia dinh thé dong hop tu.

Chat izc ché protein vdn chuyén cholesterolester(cholesterylester tranfer protein,
CETP):

- Cholesterylester tranfer protein(CETP) c6 chirc ning van chuyén
cholesterol ester, triglycerid va cac phospholipid gitta HDL-cholesterol va cac
phan doan lipoprotein(fraction) trong méau. Protein ndy gilp cho su trao ddi
cholesterol ester cia HDL véi triglycerid cua VLDL va LDL din dén 1a ting
triglycerid trong HDL giup HDL nhanh chéng bi di héa. Khi protein nay bi uc
ché s& 1am tang HDL va giam LDL-cholesterol.

Hién coO anacetrapib va evacetrapib dang duoc thir nghiém lam sang céac
pha 111 hy vong céc chat ndy s& sém duoc luu hanh trén thi truong.

Chat ¢ ché PCSK9 (protein convertase subtilisin/kexin type 9):

- PCSK9 Ia mot enzym thudc ho serin protease dugc ma hoa bdi gen
PCSK9 duoc san xuit chi yéu ¢ gan. PCSK9 gin vao LDL-receptor (LDL-R)
trén bé mit té bao gan gy giang héa LDL-R 1am giam sy nhap LDL-cholesterol
vao trong té bao gy ting LDL-cholesterol trong mau. Khi PCSK9 bi trc ché s&
taing LDL-receptor giup ting nhap LDL vao trong té bao lam ha LDL-cholesterol
mau. Hién c6 2 khang thé don dong alirocumab va evolocumab d3 duoc FDA cip
phép luu hanh 2015.

- Alirocumab (Praluent): Pugc ding don thuin hodc két hop véi cac thube
khac dé kiém soat LDL- cholesterol muc tiéu ¢ nhitng bénh nhan tang cholesterol
don thuan hodc két hop nguyén phat khong cé tinh gia dinh hodc cé tinh gia dinh
kiéu di hop tir.
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- Céch dung: Tiém duéi da 75 mg, cach 2 tudn mot lan. Trudng hop ting
LDL qua cao can giam nhanh co thé tang liéu 150 mg, 2 tuan tiém mot 1an hodc
300 mg, mdi thang 1 lan.

Khi str dung c6 thé gip mot sb tac dung khéng mong mudn: phan tng tai
chd tiém, viém nhiém dudng ho hap dudi, ngira.

- Evolocumab (Repatha): duoc dung don thuan hodc két hop véi cac thude
khac dé kiém soat LDL-cholesterol muc tiéu ¢ nhitng bénh nhan ting cholesterol
don thuan hodc két hop nguyén phat khong co tinh gia dinh hodc co tinh gia dinh
kiéu di hop tir hodc déng hop ti.

- Cé4ch dung: Tiém dudi da 140 mg, cach 2 tudn mot lan hodc 420
mg/lan/thang dbi véi rdi loan lipoprotein nguyén phét co tinh gia dinh kiéu di hop
tir hodc khong co tinh gia dinh.

- Tré em trén 12 tudi va nguoi 16n ting cholesterol ¢ tinh gia dinh kiéu
dong hop tir, khoi dau tiém dudi da 420 mg, mdi thang mét 1an, sau 3 thang diéu
tri tiy theo dap tmg c6 thé tiém 420 mg, cach 2 tuan mot lan.

Khi str dung c6 thé gap mot sb tac dung khong mong mudn: Viém mili hong,
nhiém khuan duong ho hip dudi, dau lung, dau khép, gia cam, budn non.

1.3. Y HOC CO TRUYEN VA HOI CHUNG ROI LOAN LIPID MAU

Trong YHCT khong c6 bénh danh rdi loan lipid méu, cin ctr vao cac biéu
hién 1am sang thi nd thuoc chimg dam am véi biéu hién chinh: Nguoi béo, vang
dau, tay chan niang né, mét moi, dai tién nat...v.v.

1.3.1. Méi twong quan giira RLLPM va chirng dam am

Nhiéu tac gia trong va ngoai nudc trong nhiéu nim qua di dua ra nhing
triéu chiing hoac nhitng phan tich, tim méi quan hé gitra hoi chitng RLLPM va
ching dam am [27], [28].
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Bdng 1.7. Nguyén nhén va co ché sinh bénh theo YHHD va YHCT

Y hoc hién dai Y hec co truyén
- Tang Triglycerid do thiéu Tién thién bat tlc
Di enzym lipoprotein lipase
truyén |- Tang cholesterol mau gia
dinh kiéu doéng hop tir. Bénh
nhan bi VXDM tir tré tudi
An An nhiéu thire an c6 acid béo | An nhiéu thirc an béo ngot lam ton
uéng no nhu pht tang d6ng vat, ma | hai ty vi, 1am cho ty vi that diéu,
dong vat dam thap noi sinh
Vian dong lam gia ting tuan | Sach T6 Van viét “Cuu ngoa
Van hoan, nho d6 ma diéu chinh | thuong khi, cttu toa thuwong nhyc”
dong | réi loan chuyén héa lipid va | Thuong khi dan dén khi hu, thuong
thé lyc | giam sy liang dong ¢ thanh |nhuc dan dén ty hu suy ma gay
déng mach bénh dam thap.
Su 130 hoa tuong ung Vvéi su | Hai Thuong Lan Ong noi:
Tuoi | gia tang san xuat goc ty do. | “Tudi khoang 40, am khi giam con
tac Vi thoi gian, hau qua caa| mot nua, su hoat dong da sut kém”
cac goc tu do cd chira oxy da
vuot qué su diéu tiét va tich ty
gay ra su lao hoa.

Y hoc hién dai coi hoi chiing réi loan lipid mau 1a mét réi loan chuyén hoa
lipid c6 lién quan dén tudi tac, su dn udng hap thu va chuyén hoa, di truyén. Y
hoc ¢6 truyén coi chirng dam thap c6 lién quan dén su luu théng cua thuy dich, su
manh yéu cta tang ty, phé, than. Nguyén nhan cé thé do tién thién bat tuc, ché do

an ubng, sinh hoat va sy 140 hoa.
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Hai Thuong Lan Ong noi: “ Tudi khoang 40, &m khi giam con mat nira, su
hoat dong da sat kém”. Tudi cang cao thi than khi suy dan, toc bac, rang rung, luc
pht ngil tang ngay cang suy ton. O nam gidi 8 x 8 = 64 tudi thi thién quy kiét, luc
phu ngii tang suy ton. O nix gisi 7 x 7 = 49 tudi thién quy can, kinh nguyét hét,
than thé hao mon [28]. Khi tudi cang cao c4c tang ty, phé, than suy giam dan lam

cong nang van hda thay thap bi dinh tré va sinh chirg dam thap.

Réi loan lipid méu
Chung dam am

v

Nguyén nhan:

Hoi chirng RLLPM

'

Nguyén nhan

. . - Tién thién bat tlc
- ROI loan chuyén hoa

i Y - An udng.
- Liéen quan dén tuol

o - It van dong thé luc
- An uong, it van dong

- Tinh chi, tudi cao

I '

- Di truyén

- Pau diu - Dau thong
- Hoa mit, chéng mat - Huyén viing
- Dicam - Di cam
- Tac nguc - Tam quy
» | Piéu chinh RLLPM —

Hinh 1.4. Méi twong quan giiva réi logn lipid mau va chitng dam dam
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1.3.2. Nguyén nhén va co ché bénh sinh chieng dam am
1.3.2.1. Khai ni¢m.

- Tan dich 1a nudc trong co thé, chat trong 1a tan, chat duc la dich. Tan dich
dugc tao thanh tir thire dn, nudc udng, nhd sy van hoa cua ty vi, khi hoa cua tam
tiéu di vao luc pha ngii tang. Tan di toan than nuoi dudng tang phu, kinh mach,
dich bé sung cho tinh tay 1am khép xuong cir dong dé dang, nhuan da 16ng. Su
chuyén hoa tan dich trong co thé do 3 tang ty, phé, than phu trach: Ty van hoa
hap thu dua Ién phé. Phé tlc giang xudng than, than khi hoa céc chit trong dua
Ién phé phan bd toan than, chat duc dugc dua xudng bang quang va thai ra ngoai.
[29],[30].

- Pam am: Céc chat chuyén hoa khéng hoan toan ciia nuéc do chirc nang van hoa
cua ty bi rdi loan, thir dic duc goi 1a dam, thu trong lodng goi 1a am. Theo Hai
Thuong Lan Ong thi “ Pam 12 bién chat cua tan dich” [27], [28],[29].

Theo Hoang Bao Chau thi “ Pam l1a mét loai bénh ma nguyén nhén gay bénh
chinh 14 thay dong, luu lai & mét vj tri trong co thé khdng van hoa theo quy luat
binh thuong. “Nbi kinh” goi 1a tich am. “Kim quy” goi 1a dam am. [29],[30],[31].

Theo Tran Thay “DPam am Ia san pham bénh ly. Pam 1a chat dac, am I chat
trong lodng. Pam am sau khi sinh ra s& gay nhitng bénh méi, dic biét pham vi
gay bénh ciia Pam rét rong rdi khong phai chi c6 ho khac ra dom” [32],[33],[34].

Noi thip sinh ra lién quan dén ty mat kién van, khong van héa dugc thay
thap 1am thay thim dinh ty. Thip ¢ thuong tiéu thdy ching tac nguc kho tho,
thap & trung tiéu thay day chudng khong mudn an, thap ¢ ha tiéu thuong dai tién
long, nét, tiéu tién kho, thap luu & kinh mach sé thay dau ciang ning, co thé niang
né, cac khap co dudi kho. [35].
1.3.2.2 Nguyén nhan va co ché bénh sinh

- Nguyén nhan din dén tinh trang nay thuong do an udng khéng diéu do, an

nhiéu chat béo ngot, uéng nhiéu bia ruou 1am ton thuong cong ning cia tang ty.



26

Ty hu khong van héa dugc thuy thap, 1am cho thay thap & dong tai kinh mach,
tang pha, bi phu gay nén can tro su luu thong khi huyét, tan dich, thay céc dan
dén dam thap noi sinh.

- Do tinh chi: Lo nghi hai ty, budn rau hai phé, lo so hai than. 3 tang nay
chiu trach nhiém vé su dai ta nuéc trong co thé, khi ton thuong déu co thé gay
chung thuy thiing, thay thip. Ngoai ra gian dit hai can, can vugng khac ty tho 1am
cong nang van hda cua ty bi suy yéu thiy thap dinh tré sinh dam am [34].

- Do ché d6 1am viéc tinh tai, it hoat dong thé luc "ctru ngoa thwong khi, ciru
toa thwong nhuc ” hay ‘thi da hai huyét , toa da hai ty>> (nam nhiéu hai khi, nhin
nhiéu hai huyét, ngdi nhiéu hai co nhuc). Thuong nhuc din dén ty hu, ty hu sinh
dam am [28].

- Do tién thién bat tic (bénh Iy bam sinh), do 140 hda: Than bat tdc khdng 6n
am duoc ty duong, ty khdng van héa dugc thuy thip sinh dam am [28].

Chinh su luu théng khi huyét, tan dich, thay céc giam cang lam cho dinh
dudng cua tang pha kém di, gdy nén sy mét moi. Cang mét moi cang lam cho khi
hoa tai phé, bang quang kém, dan dén doan khi, hao khi. Qua trinh nay kéo dai 1a
co hdi cho su phat sinh can phong néi dong, gay chiang tring phong, doan khi,
tam thong, tiéu khat... [28], [30],[31].

Theo Hai Thuong Lin Ong thi “ dam sinh héa 1a do ty, cin ban cua dam la do
& than. HE c6 chimg dam, khong & tang no thi ¢ tang kia. Pam vén 1a tan dich
trong co thé, nd tly theo vi tri td cam vao ma thanh tén bénh. Vi chinh khi hu,
khong c6 su cai quan, ta thira hu vao, kich dong sinh ra dom, chir khong phai vi
dom ma sinh bénh, thuc ra vi bénh ma sinh ra dom [28].

Theo Tran Thiy “Dam do ty hu khong van hoa duoc thuy thap, than duong
hu khong on dudng ty duwong nén khong van hoa duogc thay coc va khong khi hoa
dugc nudc, phé khi hu khong tic giang thong diéu thuy dao, trén 1am sang thiy

hién tuong: Dom nhiéu, nguc suon day tac...”[33]. “Sach Thénh té tong luc” noi:
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“Tam tiéu 1a dudng giao thdng cua cac chat thay cde va 1a noi dé cho khi téi.
Tam tiéu diéu hoa, khi huyét quan binh thi c6 thé luu thong duoc cic chét thiy
dich, vao trong duong kinh, héa sinh huyét mach dé nuéi dudng khip co thé. Khi
tam tiéu khong luu thong, duong mach bé tic, nude dong lai khong luu hanh dwoc
roi tu thanh dam am [28].

- Tién thién I Khong tic giang

L, - = | Phekhihu | = thong diéu thuy
bat tlc dao
- An thic dn Dam
béo neot [> S | Tyhu Khong van héa |:> am

&6 = dugc thuy thap >

- Tinh chi
oA A Than Khong 6n dudng

It van dong = duone h => ty, khong khi hoa

ons tan dich

Hinh 1.5. Nguyén nhan, co ché bénh sinh chitng dam dm
1.3.3. Piéu tri chirng dam am:
1.3.3.1. Nguyén tdc:

Ttr co ché bénh sinh ma dé ra nhitng nguyén tac diéu tri sau:

- Ching dam am co6 dic diém ban hu, tiéu thyc vi vay diéu tri can theo
nguyén tic cap tri tidu, hodn tri ban hoic tiéu ban dong tri. Tri ban thi dam tiéu
hoac ‘tri dam tién tri khi, khi thuan thi dam tu tiéu .

Khi thay dam am khong chi chita dam am ma phai chira bénh tan gdc. Noi kinh
viét: “ Chita bénh tat phai tim gc bénh, thay thuéc ma thau duoc 18 huyén diéu ay
méi thuc 12 nguoi Xuat sac trong y gioi” [28]. Vi nhu thap thang, ty vi sinh dam thi
ly ty thap s& hoa, dam sé& tu tiéu. Than hu thuy troi noi sinh ra dam, 6n than thi thay
khong troi noi 18n trén nita dam sé& ty tiéu. Hai Thuong Lan C)ng da noi “ Bénh dam

c6 hu ¢o thyc, thap tré thai qua 1a ty thuc, tho suy khong tc ché duoc thay 1 ty hu.
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Phép chita dom: Thuc thoi cong, hu thoi bd. Nhung cong phai cd thir tu, bd phai 1an
tim tir coi ngudn tir chd héa nguyén méi 1a dung phép [28].

1.3.3.2. Phdp diéu tri:

Diéu tri ddm gdm co6 3 phuong phap: Hoéa dam, tiéu dam va diéu dam. Bénh nhe
ding héa, bénh ning dung tiéu, ddm & mot chd khdng ra dung phép diéu dam.

+ Phép hoa dam chu yéu chira nguyén nhan sinh ra dam, vi vay diéu tri hoa
dam phai két hop véi kién ty hoa vi.

+ Phép tiéu dam va diéu dam 1a bai trir dam ra, hai phép nay cé tac dung
khac phat, dung nhiéu s& ton thuong nguyén khi [29],[30],[32].
1.3.3.3. Piéu tri theo nguyén nhan:

Duwa vao triéu ching 1dm sang va nguyén nhan gay bénh nguoi ta chia dam
thap 1am 5 loai: Phong dam, tdo dam, han dam, nhiét dam, va thap dam.

- Phong dam: c6 2 nguyén nhan gay bénh: Noi phong va ngoai phong. Ngoai
phong do phong ta lam tén thuong phé khi gay phéat sét, so lanh, ho nhiéu dam.
Noi phong thuong do can vuong khic ty tho, ty hu khéng van hoéa thay thap sinh
dam, dam nhidu 18n trén dan dén can phong noi dong sinh ching dau théng,
huyén vung, tim thong, khac dam,...

Phép diéu tri: Ngoai phong: Trir phong héa dam

Bai thubc: Chi khai tan: Cat canh, tir uyén, bach tién, tran bi, kinh gidi, bach bo,
cam thao.

Noi phong: Kién ty, trir thip, héa dam, binh can tac phong.

Bai thudc: Bén ha bach truat thién ma thang: Ban ha ché, bach linh, tran bi, cam
thao, bach truat, thién ma, sinh khuong, dai téo.

- Thap dam: Do ty duong hu khong van hoa dugc thay thap, thiy thap dinh
lru tich ty thanh dam biéu hién: Pom trang, dé khac, lom giong, ngudi mét moi,
chéng mat, réu ludi tring tron dinh.

Phép diéu tri: Téo thap hoa dam.
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Bai thudc Nhi tran thang: Tran bi, ban ha ché, bach linh, cam thao.

- Han dam: Do phé han luu 4m hoic ty than duong hu, sinh chimg ho, dom

long, ludi nhat, réu tron, mach tram tri.
Phép diéu tri: On duong hoa dam.
Bai thudc Ly trung hoan: Pang sam, can khuong, bach truat, trich thao

- Tao dam: Thuong két hop véi phong 1am tén thuong phé, phé am hu ton,
tan dich can kiét thanh dam, dung cac bai thudc thanh nhuan phé tdo. Bai cb
phuong thuong ding: Béach hop ¢é kim thang: Sinh dia, bach hop, huyén sam,
bach thugc, cat canh, thuc dia, mach mon, duong quy, cam thao.

- Nhiét dam: Do nhiét ta d6t tan dich ngung lai thanh dam, thuong biéu hién
cac triéu chimg: Ho, dom vang dinh, mat do, phién nhiét, réu ludi vang, mach
séc. Céc bai thude thuong dung Boi mau qua lau thang: B6i mau, thién hoa phan,
tran bi, qua lau, phuc linh, cat cénh.
1.3.3.4. Piéu tri theo thé bénh:

Theo *’Bénh chiing két hop Trung y”, dam thap gom 5 thé: [34],[35],[ 36].

- Ty than duwong hu: Thudng gap & nguoi cao tudi, ngudi mét moi, nang né, chan
in, bung day, dai tién nat, réu ludi trang mong, chat ludi nhot, mach tram té vé
lyc. Phap diéu tri: Tro duong thong lac, kién ty ich than. Bai thudc thuong dung:
Ly trung hoan hop vai ta quy hoan.

- U tré dam troc: Ngudi béo, dau nang, chan tay niang né t& mai, tac nguc, tam
quy, dn ngt kém, nhat miéng, chat ludi béu réu nhét, mach huyén hoat. Phap diéu
tri: Thanh hoa dom troc, kién ty ich khi. Bai thuc thuong dung: Ban ha bach
truat thién ma thang.

- Can than am hu: Chéng mat, U tai, dau lung moi gbi, phién nhiét, dao han, mat
ngu hay quén, chat ludi do, mach té sac. Phap diéu tri: Tu bo can than, dudng am

thanh nhiét. Bai thudc thuong dung: Luc vi dia hoang thang.
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- Am hu duong vuong: Pau dau chong mat, d& cau gian, béc hoa, miéng déng,
dai tién tao, nudc tiéu it va do, chat ludi hong, réu vang, mach huyén khan. Phép
diéu tri: Tu 4m, binh can tiém duong. Bai thudc thuong ding: Nhat quén tidn.

- Khi tré: Nguc suon day tac, tdm phién, dau ving trude tim, ria ludi co diém
huyét, mach huyén khan. Phap diéu tri: hanh khi thdng lac, hoat huyét hda u. Bai
thudc: Huyét phu truc @ thang.

1.4. MOT SO KET QUA NGHIEN CUU DUGC LIEU BPIEU TRI ROI LOAN
LIPID MAU O VIET NAM VA TREN THE GIOlI

1.4.1. Thuéc YHCT dwoc nghién ciru diéu tri RLLPM & Viét Nam:

1.4.1.1. Nghién ctru doc vi:

- Cheé xanh: Pham Thién Ngoc da danh gia tac dung cua bot polyphenol chiét
Xuat tir 14 ché xanh Viét Nam trén sy RLLPM & tho udng cholesterol va trang thai
chbng oxy héa & tho bi chiéu xa [37].

Két qua: Pa chirng minh bot polyphenol cua ché xanh ¢6 tac dung han ché
rbi loan chuyén hoa lipid va peroxy hoa lipid théng qua cac chi sé6 TG, TC,
LDL-C va MDA huyét twong. Trén hinh anh md bénh hoc cho thiy bot
polyphenol ché xanh cé tac dung lam giam muc d6 vira xo dong mach & tho thi
nghiém.

- Ché day: Nguyén Bing Suong da nghién ctiu tac dung cta polyphenol ché
day trén mot sé chi sé lipid mau va md bénh hoc cua xo vira dong mach & tho
uéng cholesterol. Két qua: polyphenol ché day cé tac dung giam chi sé TG,
cholesterol toan phan, LDL-C va lam ting HDL-C huyét twong. Ngoai ra
polyphenol ché day cé tac dung ngin can thodi hoa té bao gan, ngin ngtra ton
thuong than, 1am giam mutc 46 VXPM 6 tho udng cholesterol [38].

- Giao ¢ lam: Nhiéu nghién ctru da chimg minh nudc sic va saponin giao
co lam (Gypenosid) cd tac dung giam cholesterol toan phan, LDL va VLDL, Lam
ting HDL va ty 16 HDL/LDL & dong vat thi nghiam [39].
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- Nan nghé: Nguyén Trung Chinh va cong su. di danh gia tac dung ha
lipoprotein mau cua vién Diosgin chiét tir nan nghé thiy giam 16% triglycerid,
22% LDL-C va tang 28,57% HDL-C [40]. Truong Thi Mai Van danh gia tac dung
cua vién Hamomax (nan nghé) trén bénh nhan RLLPM cho thiy: ché pham da
giam 8,7% cholesterol toan phan, 28,2% triglyceride, 11,1% LDL-C, ting 1,8%
HDL-C [41].

- Toi: V& Hién Hanh va cs. da thuc hién danh gia tac dung ha cholesterol mau
cua toi cho két qua: Giam 30-50% CT toan phan cua 75 bénh nhan diéu tri [42].

- Nguu tat: Mot sé nghién ctu cac ché pham tir cao va saponin nguu tat
dung diéu tri ting cholesterol mau va ting huyét 4p cho két qua: Giam TC mau
trén 65% s6 bénh nhan. Muc do ha tir 25-50% so Véi trude diéu tri, giam ty 18 B,
o lipoprotein mau & 82% sb bénh nhan cé ty 18 nay cao, c6 tac dung giam huyét
4p & 83% bénh nhan cao huyét ap, huyét ap trung binh tir 180/100mmHg giam
xuéng 140/90mmHg.

Ché pham tir cao nguu tit da dugc diéu tri cho 31 bénh nhan VXPM.
Thudc c6 tac dung giam TC, B lipoprotein va TG [43],[44],[45].

- Nghé vang: Nguyén Khang da tién hanh nghién ciu trén thuc nghiém cao
long nghé vang diéu tri RLLPM thay giam 11% TC. Pham Ti&r Duong va cs. da
dung cao long nghé va vién nén nghé¢, dung trong 1 thang da lam giam 7,7% lipid
toan phan trén bénh nhan lipid méau cao [46].

- T4o meo: Vii Minh Tién: Nam 2011 da dénh gia tac dung diéu chinh réi
loan lipid mau cua son tra trén dong vat thuc nghiém cho thay: Son tra co tac
dung phong va diéu trj rdi loan lipid mau trén mé hinh ngoai sinh vai liéu 10g/kg
lam giam 17,6% TG, 9,97%TC va 17,63% LDL-C ¢ huyét thanh tho so voi 16
chung da duogc gay réi loan lipid mau [47].

- L4 dau: Nguyén Quang Trung [48] chitng minh bot chiét 14 dau c6 tac dung

diéu tri réi loan lipid mau trén chudt céng thuc nghiém: Sau 60 ngay diéu tri ca
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hai liéu 300mg/kg/ngay va 600mg/kg/ngay lam giam TG huyét trong c6 ¥ nghia
véi p<0,05. Sau 30 ngay va 60 ngay diéu tri vai lidu 300mg/kg/ngay va
600mg/kg/ ngay 1am giam TC huyét twong c6 ¥ nghia véi p< 0,05. Chi s LDL-C
huyét twong sau 30 ngay & ca 2 lidu 300 va 600mg/kg/ngay co xu hudng giam
nhung khéng c6 y nghia théng ké.
1.4.1.2. Nghién ctru bai thudc:
Tran Thi Hién nghién ciu bai thude “ Nhi tran thang” gia Uat kim va Thao quyét
minh ¢ tac dung giam 13% CT, 37 %TG, 19% LDL-C, ting 20% HDL-C [49].
Bui Thi Man nghién ctu tac dung diéu tri hoi chang réi loan lipid mau cua
vién BCK Ia bai thudc Son tra Nhi tran c6 tac dung giam CT 18,34%, TG 27,7%
va LDL-C la 18,6%, ting 18,6% HDL-C [50].

- Hoang Khanh Toan, Chu Quéc Truong, Pham Tir Duong nghién ctu tac
dung caa bai “ Ban ha bach truat thién ma thang” trong diéu tri hoi chang rdi loan
lipid mau cho thay bai thudc co tac dung giam 16% CT, 31,5 % TG, 20,2% LDL-
C, ting 19,8% HDL-C.[51]

Truong Viét Binh, Vi Thi Thuan nghién ciu tac dung diéu chinh RLLPM
va giam xo vira dong mach cua bai thuéc BBT (Bén ha bach truat thién ma thang)
trén thuc nghiém cho két qua: Cho tho ubng liéu 3g/kg/ngay va 6g/kg/ngay 8 tuan
lién tuc lam giam 10,06% va 10,35% TC, giam 36,47% va 27,86% LDL-C [52].

Nguyén Khic Thay d3 danh gia tac dung cua bai thudc “Pich dam thang”
trén bénh nhan c6 rdi loan lipid mau cho thay: Bai thudc cé tac dung giam 11,4%
cholesterol, giam 40,2% TG; 27,2% LDL-C va ting 21,3% HDL-C. Bai thudc
con ¢6 tac dung giam chi sé6 BMI so véi trudce diéu tri [53].

Nam 2005 Vii Viét Hang da danh gia tac dung diéu tri RLLPM caa cém
GLC (Giang chi thang gia vi). Két qua sau 60 ngay diéu tri c6 tac dung giam lipid
mau 91,05% bénh nhéan, giam 26,65% TG; 16,19% CT; 10,49% LDL-C, lam tang
7,14% HDL-C [54].
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Nam 2012 Vii Viét Hang dd nghién ctru tAc dung diéu tri rdi loan lipid mau
cua bai “ Giang chi tiéu khat linh” bao ché dudi dang cdm dong vién nang cung
trén mo hinh thuc nghiém chudt cdng gay rdi loan lipid mau va dai thao duong
typ2. Két qua: Giang chi tiéu khét linh cé tac dung du phong va diéu tri rdi loan
lipid mau & chudt cong trang sau 60 ngay giam 40,1% TG; 50,1% TC; 16,3%
LDL-C; tang 182,9% HDL-C. Giang chi tiéu khéat linh con cé tac dung giam
glucose mau sau 30 ngay va hiéu qua rd rét sau 60 ngay diéu tri & chudt cong
tring gay DTD typ2: Giam 79,8% va 67,8% glucose [55].

Nam 2015 Vi Thi Méan da danh gié tac dung bai “Giang chi tiéu khat linh”
trong diéu tri hoi chang rdi loan lipid mau cho biét: Sau 30 ngay diéu tri trén 60
bénh nhan cé tac dung giam lipid mau 90% bénh nhan trong do giam 29,7%TG;
14,3 % TC: 16,8% LDL-C va ting 6,3% HDL-C [56].

- Nam 2014 Nguyén Xuan Luan da danh gia tic dung cua bai  Chi truat
thang” gia son tra, ha diép diéu tri hoi chung réi loan lipid mau cho két qua: Tac
dung ha lipid mau 22/30 bénh nhan lam giam 22,79% CT; 15,38% LDL-C;
9,40% TG:; ting 15,38% HDL-C [57].

- Lipidan: Thanh phan gom: Tran bi, Bach linh, Ngii gia bi, Son tra, Xa tién
tar, Sinh khuwong, Ban ha nam, Moc huong nam, Hau phac nam. bd Quéc Huong
va cs. da nghién cau tac dung diéu tri RLLPM cua vién nang Lipidan cho két qua:
Thudc c6 tac dung giam TC 22,1%, TG 25,7%, LDL-C 24,0% [58].

- Nguyén Trung Xin di danh gia tac dung hd tro cua bai thubc “Trach ta
thang” két hop Hemfibrat trén bénh nhan co6 réi loan lipid mau cho thay: Bai
thudc c6 tac dung hd trg giam 1,54mmol cholesterol, giam 1,43mmol TG. Pugc
so sanh v&i nhom dung hemfibrat don thuan [59].

- P4 Linh Quyén di danh gia tac dung cua bai thuéc “On dom thang™ trong
diéu tri hoi chung rdi loan lipid méu cho két qua: Bai thudc cé tac dung giam TG,
LDL-C, ting HDL nhung khong c6 tac dung trén chi s6 cholesterol [60].
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Nim 2014 Truong Qudc Chinh di danh gia tac dung caa bai “ Ha md NK”
trén bénh nhan réi loan lipid méu nguyén phat thé dam thap cho két qua: giam
16,55% CT; giam 32,17% TG, giam 15,26% LDL-C va tang 9,09% HDL-C [61].

- Cao long Pai An: Thanh phan gém: Son tra, Bach truat, Phuc linh, Ban ha
ché, Than khdc, Lién kiéu, Lai phuc tir. Ta Thu Thay danh gia hiéu qua diéu tri
cua bai thudc nay trén bénh nhan ri loan lipid méu cho két qua: Bai thudc ¢ tac
dung giam 17,7% CT; giam 20,0% TG, giam 14,1% LDL-C va tang 8,4% HDL-C
[62].

1.4.2. Nghién ciru thude YHCT diéu tri RLLPM trén thé giéi

Mot sb vi thudc va bai thube dugc nghién ciu va tng dung diéu trj réi loan
lipid méu trén 1am sang caa YHCT Trung Quéc [63],[64],[65]:

- Vi thuéc tac dung 1én céc thanh phan lipid mau:

+ Giam TC: Bach qua, d6 trong, ha thu 6, cam thao, mot duoc, cat can.

+ Giam TG: DPai hoang, kim ngan hoa, linh chi, ré dai mach, thé miét tring.

+ Giam TG va TC: Thao quyét minh, bd hoang, ngii linh chi, déng trung ha
thao, nit trinh tir, nhan sdm, nhan tran, cot khi, dan sam, con bd, hai tao, son tra,
trach ta, ngh¢, tam that.

- Tc dung theo co ché:

+ Ut ché hap thu lipid: Pai hoang, ha thi 6, thao quyét minh cé tac dung
tang nhu dong rudt, ting dao thai lipid. Cac vi dau xanh, rong bién, bd hoang: Uc
ché hap thu lipid trong ruét.

+ Giam su hinh thanh TC va TG: Trach ta, nghé, bd hoang, ha tha 6 Gc ché
sy hinh thanh TC. Uc ché sy hinh thanh TG: Trach t4, linh chi.

- Bai thudc c6 tac dung giam lipid mau:

+ Linh qué truat cam thang: Phuc linh, qué chi, bach truat, cam thao. C6 tac

dung giam TG va TC trén md hinh gan nhiém m& & chuot [66].
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+ Vién thong huyét: Ha thu 6, nhan tran, hong hoa, xuyén khung, xich thugc
ché thanh vién ubng c6 tac dung ha lipid mau.

+ Thao ha son hop t&: Thao quyét minh, ha diép, son tra, tang ky sinh, ha thu
6, uat kim nau thanh cao long. Thudc c6 tac dung giam CT, B- lipoprotein, khdng
ha TG.

+ Nhan tran hop t&: Nhan tran, trach ta, cat can sic udng. C6 tac dung giam
TC vatriglyceride.

+ Ha tha 6 hop t&: Ha thu 6, thuc dia, mach dong, sa sam, huyén sam, clc
hoa, bach thugc sac uéng hang ngay.

+ Giang chi phwong: Thao quyét minh, son tra, dan sim ché thanh vién. Bai
thudc c6 tac dung ha cholesterol va triglyceride [67],[68].

+ Huyét pha tryc & thang: Sai ho, duong quy, sinh dia, bach thuoc, dao
nhan, hong hoa, chi thuc, cam thao, cat canh, xuyén khung, nguu tat. Bai nay co
tac dung giam TC, LDL-C huyét thanh, Tang HDL-C, khong thay d6i nong do
TG huyét thanh trén md hinh gdy RLLPM chuét [69].

1.5. TONG QUAN VE THUOC NGHIEN CUU

Vién nang ctng Vinatan 500mg dugc san xuat tir dugc liéu Giao ¢6 lam va
Ché xanh: Bot cao khd Giao cb lam 350 mg, bot polyphenol ché xanh 150mg va
ta duoc vira du 1 vién.
1.5.1.Giao co lam

Theo YHCT: Giao c6 lam vi dang tinh han vao kinh can, phé, c6 tac dung thanh
nhiét, giai doc, chi ho, trir dom|[70].

Nhom nghién cau cia Pham Thanh Ky tién hanh nghién ctu Giao cb lam thu

hai & Viét Nam tir naim 1997, d3 thu duoc nhitng két qua sau:
- Vé mgt thuc vidt hoc: Pa mo ta dic diém thuc vat cay Giao co lam, nghién ciu

dinh tén khoa hoc la: Gynostemma pentaphyllum (Thunb) Makino, ho Bi —
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Cucurbitaceae, di xac dinh dic diém vi phau 14, than, dic diém bot dugc liéu gop
phan tiéu chuan hoa duoc ligu
- Vé thanh phdn héa hec:

+ Bang phan ¢ng hoa hoc di xac dinh trong Giao cd lam c6 saponin,
flavonoid, acid hiru co, acid amin, hop chét sterol.

+ D3 chiét xuat phan lap dugc céc flavonoid: Rutin, quercetin, ombuin,
ombuosid, 3,6- dimethoxy 7, 3', 7' trihydroxy flavon[71],[72].

+ Pa phéan 1ap va xac dinh ciu tric hoéa hoc 7 saponin méi c6 khung
Dammarane dat tén la Gypenoside VN-1, Gypenoside VN-2, Gypenoside VN-3.
Gypenoside VN-4, Gypenoside VN-5, Gypenoside VN-6, Gypenoside VN-7, va
1 saponin da biét la 30 B, 20S, 21-trinydroxy dammar -24- ene- 30-{[a-L-
rhamnopyranosyl(1—2)[B-D-glucopyranosyl(1—3)]Jo—L- rabinopyranosyl}-21-0
- B —D - glucopyranosid [73].

+ Pa dinh luong bang phuong phap can xac dinh ham luong flavonoid trong
la: 5.17+ 0.53% trong than cay dat 1.77 + 0.10%. Saponin trong 14 dat 7,39+
0,32% , trong than cay dat 3,79 £ 0,23% [74].

- Vé déc tinh

+ Thir doc tinh cap: Bang duong udng véi lieu 50g/kg thé trong chudt khong thay
c6 biéu hién ngo doc trén chudt thi nghiém trong thoi gian theo doi 72 gio [75].

+ Thir doc tinh ban truong dién trén tho vai lidu udng 3g/kg/ngay, dung lién tuc
trong 1 thang, thudc khong anh huong dén chirc ning tao mau, cac chi sé sinh hoa
cua gan, than va céc to chuac gan, than [75].

- V@& tac dung sinh hoc

+ Da nghién curu tac dung ha cholesterol mau theo phuong phap ndi sinh va
ngoai sinh. Két qua cho thay véi liéu 10g/kg thé trong chudt bang duong udng co
tac dung e ché su tang cholesterol mau ¢ chudt in cholesterol hang ngay 1a 71%

so va&i nhém ching. Vi liéu 5g/ kg thé/ ngay dung trong 4 ngay lién tuc co tac
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dung ha cholesterol mau 82% (theo phwong phap ndi sinh) két qua co y nghia
thng ké véi p <0,02 so vai 16 ching khong diéu tri [39].

+ P nghién ctu tac dung dap wng mién dich cua cao dic Giao ¢ lam cho
két qua [76]:

O md hinh gay ¢ ché mién dich bang cyclophosphamid: Giao c¢6 lam c6 tac
dung tang dap tng mién dich té bao thé hién qua théng sé test bi ovalbumin so
véi khdng diing Giao ¢o lam c6 ¥ nghia thong ké vai p < 0,01.

O md hinh ¢ ché mién dich bang tia xa.

Nhom chudt sir dung Giao ¢6 lam 2 ngay trudc + 6 ngay tia Xa + uéng Giao ¢o
lam tiép 5 ngay cho thay:

* Tang dap tng mién dich dich thé thé hién bang su ting % sb lugng té bao tao
quang dung huyét véi p < 0,01.

* Tang bach cau &i toan so véi nhém khéng ding Giao ¢6 lam vai p < 0,05

- i chitng minh saponin chiét tir Giao ¢6 lam c6 tac dung ting luc trong nghiém
phap chudt boi.

- b3 ching minh saponin caa Giao ¢6 lam c6 tac dung bao vé gan, chéng
oxy hoa trén mé hinh gy doc té bao gan bang paracetamol. Thir nghiém cho thay
véi lidu 200mg saponin/kg va 600mg/kg ttc c6 tac dung han ché tén thuong gan
thong qua 1am han ché ting trong luong gan twong d6i va hoat do AST, ALT, lam
giam ndéng do MDA trong dich dong thé gan, han ché duoc ton thuong gan trén
giai phau vi thé gan. Tac dung cua saponin lidu 200mg/kg ttc twong duong VGi
Sylimarin liéu 70mg/kg thé trong chudt [77].

- Ba chitng minh saponin cta Giao cb lam c6 tac dung han ché su hinh thanh
va phat trién khéi u rd rét & mé hinh gay khdi u biéu mé trén chudt bang benzo a

— pyren va croton oil (dau ba dau) [78].
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- P chitng minh cao Giao c6 lam va saponin cua Giao ¢6 lam ¢ tac dung
ha duong huyét trén md hinh gy ting duong huyét cua chudt bang streptozocin
liu 150mg/kg [79].

- Bay saponin mai (Gypenoside VN 1-7) c6 tac dung doc véi 4 dong té bao
ung thu A-549 (ung thu phdi) HT-29 ung thu ruét, MCF (ung thu va) va SK-
OV-3 (ung thu budng tring) véi IC 50 tir 19,6 + 1,1 t6i 43,1+1,0um [73].

1.5.2. Ché xanh

Theo YHCT ché c6 vi dang chat, tinh mat, cd tac dung thanh nhiét giai khat,
tidu thuc, loi tiéu, dinh than, 1am cho dau ndo dugc thu thai, da thit mat me, khoi
chéng mat xay xam, bt mun nhot, cam ta Iy [80].

Che c6 tén khoa hoc la Camellia sinensis (L) Kuntze (= Thea sinensis L) thudc ho
ché Theaceae [81], Cay ché c6 ngudn géc tir Trung Québc, An Po, Myanma, thich
hop véi khi hau néng 4m viing can nhiét déi, duoc trong rong rai tir ving khi hau
nhiét dai téi vang khi hau 6n déi chau A. Hién nay cay ché duoc trong & hon 20
nuéc chau A, chau Phi va Nam My. O Viét Nam cay ché duoc trong & khap moi
mién tir Bic dén Nam, duoc dung 1a mot loai d6 udng théng dung hang ngay &
nhiéu gia dinh va da dugc xuat khau di nhiéu nuéc trén Thé gigi.

Cay ché dugc quan tdm nghién cau tir 1au vé dic diém hinh thai, phuong
thirc canh tac, cach ché bién ciing nhu vé thanh phan héa hoc va tac dung dugc ly.
- V& thanh phan héa hoc:

L4 ché cd nhiéu thanh phan nhu polyphenol, cafein, protein, acid amin,
carbohydrat, vitamin C, By, B, B3 va cac nguyén t vi luong,... trong d6 thanh
phan chiém ty 1& nhiéu nhat 1a carbohydrat (bao gom ca cellulose) va protein hau
nhu khéng tan trong nudc nong. Céc thanh phan cé trong luong twong d6i nho
hoa tan trong nudc nodng tao nén huong vi thom ngon ctia nudc cheé la polyphenol,
cafein, va mot s6 acid amin. Ty 1é cac thanh phan nay c6 anh huong Ion téi

huong vi ctia nudc che.
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Polyphenol 1a thanh phan quan trong nhat cua la ché, chiém khoang 6-16%
trong luong kho cua Ia ché, chat nay duoc chiét xuat khi ngdm 14 ché trong nudc
nong hoic chiét xuat bang ethyl acetat [37]. Polyphenol cua ché gdom c6: catechin va
c4c dan chat cia no, ham luogng cua nd khac nhau tiy thudc vao céc loai ché va mua
thu hoach. Thanh phan cua polyphenol trong 14 ché gém c6: (+)- catechin, (-)
epicatechin, (+) — Gallocatechin, (-) Epigalloatechin, (- ) Epicatechin gallate, (-)
Gallocatechin gallate, (-).Epigallocatechin gallate, trong d6 ham Iuong (-)
Epicatechin gallate va (-) Epigallocatechin gallate 1a cao nhat
- Tac dung cua cheé va polyphenol trong che

Cho dén nay d3 c6 nhiéu cdng bé ¢ nudc ngoadi vé tac dung cua ché va
polyphenol trong ché. Sano va cong sy nghién cau tac dung chdng oxy hoa trén
chudt cho thay & nhoém chudt duoc udng polyphenol caa ché c6 mirc do peroxy
hoa lipid trong huyét thanh va & t6 chiic déu c6 ¥ nghia so véi nhém chang. [81],
[82].

O Viét Nam, Nguy@n Liém va cong su nghién ciu tac dung chdng oxy hda
invitro mot sé cay thudc Viét Nam cho thay 14 ché xanh c¢é tac dung manh hon 14
ché khé, la chay, ha thu 6 [83].

Nguyén Thanh Duong va cong su da chang minh ché xanh c6 tac dung

chéng phéng xa va 1am giam cholesterol mau trén dong vat thyc nghiém [84].
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Chuwong 2
CHAT LIEU, POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1.NGHIEN CUU THUC NGHIEM:
2.1.1. Chat liéu nghién ciu:
- Thubc nghién ctu: Vién nang cing Vinatan 500mg
Bot cao khd Giao ¢6 lam: 350mg
Bot polyphenol che xanh 150mg
Ta duogc (tinh bot, talc, magnesi steanat) vira da 1 vién.
Thudc duoc san xuat tai cdng ty ¢d phan san pham thién nhién Vinacom. Ngay
san xuat 07/08/2015 han dung: 07/8/2018. Két qua kiém nghiém Vinatan dat tiéu
chuan co so (Phu luc 1), Quy trinh bao ché (Phy luc 2)
- Thude d@6i chung: Sir dung thudc thudc nhém Statin: Vién nén Atorvastatin
20mg (STADA — Viét Nam), SBK 23341- 15. San xuat: Cong ty lién doanh
TNHH Stada Viét Nam.
Trén mo hinh noi sinh ding liéu Atovastatin 100mg/kg/ngay va ngoai sinh dung
licu Atovastatin 10mg/kg/ngay.
- Hoé chdt phuc vu nghién ciu

+ Cholesterol tinh khiét (Merck — Bric)

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

+ Propylthiouracil vién nén 50 mg (Biét duoc Rieserstat® — Rudolf
Lomapharm Lohmann GmbH KG — buc)

+ Acid cholic (Sigma — Singapore)

+ Poloxamer 407 (Sigma — Singapore)

+ Atorvastatin vién nén 20 mg (STADA — Viét Nam)
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+ Kit dinh lwong c&c enzym va chét chuyén hoa trong mau: TC, TG, LDL-
C,HDL-C, ALT (alanin aminotransferase), AST (aspartat aminotransferase) cua
hing Hospitex Diagnostics (Italy) va hang DIALAB GmbH (Ao).

- May mdc phuc vu nghién cau

+May xét nghiém sinh hda ban tu dong XC-55 chemistry analyzer (Trung Quéc)
+ Céan phan tich Nhat

2.1.2.Pdi twong nghién cuu:

- Chuét nhat trang chang Swiss khoe manh, ca 2 giéng, trong lugng 20 + 2g
do vién Vé sinh dich t& Trung Uong cung cap.

- Chuét cdng trang chung Wistar khée manh, 16ng tring, can ning 200 +
20g, do Trung tdm cung cap dong vat thi nghiém Pan Phuong cung cap. Bong
vat duoc nudi 7 ngay trudc khi nghién ciu va trong sudt thoi gian nghién cau
bang thirc dn chuan riéng cho ting loai (do Céng ty lién doanh Guyomarc’h-VCN
va Vién Vé sinh dich t& Trung Uong cung cap) tai phong thi nghiém caa Bo mon
Duoc ly — Truong Pai hoc Y Ha Noi.

2.1.3. Phuwong phap nghién ciru
2.1.3.1.Nghién cizu déc tinh cap[85],[86],[87].[88].

Nghién cau doc tinh cap va xac dinh LDs cua thudc thir vién nang ctng
Vinatan trén chudt nhat trang theo duong uéng.

Trudc khi tién hanh thi nghiém, cho chuét nhin n qua dém.

Chuét dugc chia thanh cac 16 khac nhau, mdi 16 10 con. Cho chudt uéng thuéde
thir vién nang ctiing Vinatan véi liéu tang dan trong cing mot thé tich dé xac dinh
licu thip nhat gay chét 100% chuot va lidu cao nhat khdng gay chét chuot (gay
chét 0% chudt). Theo ddi tinh trang chung caia chudt, quéa trinh dién bién bat dau
c6 dau hiéu nhiém doc (nhu ndn, co giat, kich dong, bai tiét...) va sé lugng chuot
chét trong vong 72 gid sau khi udng thube. Két qua thu dugc ghi vao bang 2.1.

Tat ca chudt chét duoc mo dé danh gia ton thuong dai thé. Tur d6 xay dung
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d6 thi tuyén tinh dé xac dinh LDs cua thudc thir. Sau d6 tiép tuc theo ddi tinh
trang cua chudt dén hét ngay thir 7 sau khi udng vién nang ciing Vinatan.

Bang 2.1. Két qua sd liéu xac dinh doc tinh cap cua vién nang cang Vinatan

Lo chudt | Lidu dung | S6 chudt thir | S chudt chét | DAu hiéu bt
(ml/kg) thuong khéac

1 30 10

2 45 10

3 60 10

4 75 10

Tir s6 liéu thu dugc, tinh LDs theo phuwong phap Behrens.[89].

2.1.3.2. Xdc dinh dgc tinh ban trwong dién [88],[89],[90]:

Chudt cdng trang 30 con dugc chia 1am 3 16, mdi 16 10 con.

- L1 (ching sinh hoc) (n=10): uéng nudc cat 1ml/100g/ngay

- L6 tri 1 (n=10): Uéng Vinatan liéu 0,36g /kg/ngay (liéu c6 tac dung firong
dwong trén nguwoi, tinh theo hé s¢ 6).

- Lo tri 2 (n=10): Ubng Vinatan liéu 1,080g/kg/ngay (gap 3 lan 16 tri 1)

Chuét dugc udng nudc hodc thude thi trong 4 tuan lién, mdi ngay mot lan vao
budi sang.

Cac chi tiéu theo doi truwoc va trong qua trinh nghién cizu:

- Tinh trang chung, thé trong caa chuot

- Panh gia chuc phan tao mau théng qua sé lugng hong cau, thé tich trung binh
hong cau, ham legng hemoglobin, hematocrit, s6 lugng bach cau, cong thic bach
cau va s6 luong tiéu cau

- Panh gia chtic nang gan théng qua dinh lugng mot sé chat chuyén hoa trong
méu: Bilirubin toan phan, albumin va cholesterol toan phan

- Panh gia mic d6 huy hoai té bao gan thong qua dinh luong hoat do enzym
trong mau: ALT, AST.
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- Panh gi4 chirc ning than thong qua dinh lwong ndng do creatinin huyét thanh.

Céac thong sb theo ddi duoc Kiém tra vao trudc ldc udng thude, sau 2 tuan
uéng thudc, sau 4 tuan uéng thude.
- Mb bénh hoc: Sau 4 tuan udng thuéc, chudt duoc mé dé quan sat dai thé toan bo
cac co quan. Kiém tra ngau nhién cau tric vi thé gan, than cua 30% sb chuot &
moi 16.
2.1.3.3. M6 hinh gdy tang cholesterol mdu ngoai sinh:[90],[91],[92],[93].

M6 hinh ngoai sinh duoc thuc hién bing cach cho chuét cng trang udng
hdn hop dau chaa cholesterol vai liéu 10ml/kg can nang (1ml/100g) mdi ngay
vao budi sang, trong sudt 4 tuan lién tuc (28 ngay) dé gdy RLLPM.

B6 sung acid cholic va PTU la mot bién phap dé lam ting hap thu
cholesterol va 1am giam chuyén hoa cholesterol thanh acid mat, vi vay giy duoc
mo hinh c¢6 d6 6n dinh, do dong nhit cao hon va rat ngan thoi gian nghién cau
(bang 2.2).

Bdang 2.2. Thanh phan hén hep ddu cholesterol

Thanh phan M® hinh Nassiri (2009) | Mé hinh d4 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

Thudc chiing duong duoc lua chon nhdm thudce statin (e ché tong hop lipid,
co ché tac dung la uc ché canh tranh HMG-CoA-Reductase nén lam giam tong
hop TC, ting sinh LDL-receptor mang té bao nén dugc wu tién chon lya trong
RLLPM. Liéu trén nguoi la 80mg/ngay, liéu dung trong nghién cau la
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10mg/kg/ngay (lidu twong duong lidu trén ngudi véi hé sé 6), day ciing 1a liéu ma
rat nhiéu nghién ctu trén thé gisi da sir dung dé so sanh trong cac nghién ctu cua
minh [88].

Chuét céng 50 con duoc chia thanh 5 16, mdi 16 10 con, cac 16 duoc ubng
thudc trong 4 tuan nhu sau:

- L6 1 (Chang sinh hoc): Hang ngay chudt chi udng nuéc cat véi cung thé
tich nhém ubng thubc.

- L& 2 (Md hinh): Hang ngay chudt duoc ubng hdn hop dau cholesterol
1ml/100g chudt, sau d6 2 gio cho udng nudc cat 1ml/100g chudt.

- L6 3 (Udng atorvastatin): Hang ngay chudt duoc ubéng hdn hop dau
cholesterol 1ml/100g chudt, sau d6 2 gid cho ubng atorvastatin 10mg/kg chudt.

- L6 4 (16 uéng Vinatan liéu 1/3 liéu tuong duwong 1am sang): Hang ngay
chudt duoc udng hdn hop dau cholesterol 1ml/100g chuét, sau d6 2 gid udng
thudc thir liéu 0,12g /kg/ngay.

- L6 5 (16 udng Vinatan liéu twong duong 1am sang): Hang ngay chudt duoc
uéng hén hop dau cholesterol 1mL/100g chuét, sau d6 2 gio uéng thude ther lidu
0,36 g/kg/ngay (liéu co tac dung tuwong dwong liéu dimg trén nguoi, tinh theo hé
S6 6).

Tién hanh can kiém tra trong luong chudt ¢ tat ca cac 16 tai thoi diém trude
va hang tuan cua thi nghiém. Vao ngay dau tién, ngay tha 15 (sau 2 tuan) va ngay
thir 29 (sau 4 tuan) cua thi nghiém, chudt trong cac 16 cho nhin an qua dém. Lay
mau dudi cia chudt va tién hanh dinh lvgng TC, TG, HDL- C, LDL-C dugc tinh
theo cong thuc Friedewald [94]: LDL-C = TC — HDL-C — TG/2,2 (mmol/l)

@mo ) ( Tuan2 ) ( TuﬁrD

Uéng nuécc cét hodic thudc thir l Uodng nudc cat hogc thuac l

Pinh lugng TC, TG, binh lugng TC, TG,
HDL-C, LDL-C HDL-C, LDL-C
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2.1.3.4. M6 hinh gdy tang cholesterol mdau néi sinh

Str dyung va diéu chinh mé hinh giy tang lipid mau ndi sinh bang P407 theo
Millar va cong su [95],[96],[97].[98].

Chuan bi dung dich P407 2% bang cach pha 0,4g P407 vira du 20ml NaCl
0,9%, dé ti lanh qua dém dé 1am tang d6 tan ctia P407. Kim va xylanh dung dé tiém
chuot dugc ngam trong nudc da trudc khi sir dung.

Atorvastatin liéu 100mg/kg dugc sir dung 1am thude ddi chang. Ching toi
chon liéu nay vi thoi gian tién hanh nghién cau noi sinh chi dién ra trong 1 tuan,
nén dé danh gia duoc chinh xéac tac dung diéu chinh RLLPM cua thubc, ching toi
st dung atorvastatin véi liéu cao. Atorvastatin va cac thudc trong nhém statin cd
co ché tac dung la uc ché canh tranh HMG-CoA-Reductase nén lam giam tong
hop TC, tang sinh LDL-receptor mang té bao nén dugc wu tién chon lya trong
diéu tri RLLPM. Chiing t6i chon day 1a thudc chuan dé so sanh véi tac dung cua
thudc thir.

Chudt nhit trang 50 con dugc chia lam 5 16, mdi 16 10 con. Cac 16 duoc tiém
va udng thudc nhu sau:

- L6 1 (Chuang sinh hoc): Tiém mang bung nudc mudi sinh Iy 0,9% véi thé tich
0,1ml/10g thé trong chudt, sau d6 udng nudc cat véi clng thé tich nhém udng
thudc.

- L6 2 (M6 hinh): Tiém mang bung dung dich P407 2% liéu 200mg/kg
(0,1ml/10g), ngay sau d6 udng nudc cét véi cling thé tich nhém udng thudc.

- L6 3 (Ubng atorvastatin): Tiém mang bung dung dich P407 2% liéu 200mg/kg
(0,1ml/10g), ngay sau d6 udng atorvastatin liéu 100mg/kg véi thé tich 0,2ml/10g.
- L6 4 (16 tri 1): Tiém mang bung dung dich P-407 5% liéu 200 mg/kg (0,1
ml/10g), ubng Vinatan liéu 0,72g/kg/ngdy (twong dwong liéu 1am sang).

- L6 5 (16 tri 2): Tiém mang bung dung dich P-407 5% liéu 200 mg/kg (0,1
ml/10g), uéng Vinatan liéu 2,16g/kg/ngay (gap 3 lan liéu 1am sang).
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, ] . Chugt nhin doi
Uong nwoc cat hogc thuoc thar hoan toan

R oo
Ngayl ) /Ngé\y {  Ngay8

Tiém mang bung Dinh luong TC, TG,
P407/ NaCl 0.9% LDL-C, HDL-C

Chuét duoc udng nudc cat hoac thude thir sudt 7 ngay lién tuc trude khi tiém
mang bung dung dich P407. Sau khi duoc tiém P407, chuot nhin doi hoan toan
nhung van duoc uéng nudc ty do.

Sau 24 gio ké tir khi duoc tiém P407, tat ca cac chudt duoc ldy mau dong
mach canh lam xét nghiém dinh lugng TG, TC, LDL-C, HDL-C. Non-HDL-C
duoc tinh theo cong thac: Non-HDL-C = TC — HDL-C (mmol/l).

2.2. NGHIEN CUU LAM SANG

2.2.1. Chat liéu nghién ciru:

- Thudc nghién ctu: Vién nang ciing Vinatan 500mg,

Cong thuc bao ché 1 vién thudc:

Bot cao kho Giao c6 lam: 350mg

Bot polyphenol che xanh 150mg

Ta duogc (tinh bot, tale, magnesi steanat) vira da 1 vién.

Thudc duoc san xuat tai cdng ty ¢d phan san pham thién nhién Vinacom. Ngay
san xuat 07/08/2015 han dung: 07/8/2018. Két qua kiém nghiém Vinatan dat tiéu
chuan co s& (Phu luc 1), Quy trinh bao ché (Phu luc 2).

- Thubce d6i chung: Vién nén Simvastatin 20mg thuéc nhdm statin san xuét tai
Pharmascience Inj Canada, L6 499715, Han st dung: 5/2018.

2.2.2. Poi twong nghién ciru:

Péi tuong nghién ctu gom 100 bénh nhan duoc chan doan xac dinh ¢6 hoi chang
RLLPM va chimg dam am thé ty hu dam thap (theo YHCT), dén kham va diéu tri
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tai bénh vién Tué Tinh. Bénh nhan dugc khdm Idm sang, lam xét nghiém, ghi vao
phiéu nghién ctu (Phu luc 5).
2.2.2.1. Tiéu chuén chon bénh nhén:
- Tudi > 40, khong phén biét gi6i tinh, nghé nghiép.
- Chua dung thudc ha lipid mau 1an nao hodc da ngung thudc udng diéu tri
RLLPM > 3 thang.
- Thoi gian mac bénh duoc phat hién it nhat 3 thang, da dugc tu van ché d6 an
kiéng khi phét hién bénh.
- Tu nguyén tham gia nghién ctru, dong y lam xét nghiém day du, dung thoi diém
trugc va sau diéu tri.
- Tiéu chudn chon bénh nhin theo YHHD: Bénh nhan dugc chan doan RLLPM
(dua theo tiéu chuan (NCEP ATP Il 2002 — Chuong trinh gido duc suc khoe
qudc gia vé cholesterol cia My).
Xét nghiém lac déi (sau an 9 — 12 gid) c6 mot hoac nhiéu biéu hién sau day:

+ Cholesterol > 5,2 mmol/l

+ Triglycerid > 2,26 mmol/l

+ LDL- C > 3,4 mmol/l

+ HDL — C < 0,9Immol/l
- Khong loai trir bénh nhan tang huyét ap do | va tién tang huyét ap.
- Tiéu chudn chen bénh nhan theo YHCT:
Bénh nhan sau khi di du tiéu chuan theo YHHD duoc chon vao nghién cuu,
Nhitng bénh nhan dugc chan doan Pam thap thé ty hu [29], [33], [35]. dva vao ti
chan bénh nhan c6 2 hay nhiéu biéu hién triéu chung sau:
+ Vong: Nguoi thé trang béo béu hoic binh thuong, chat ludi béu, réu ludi trang
nhét.
+ Van: Tiéng noi nho, yéu.

+ Van: Co thé nang né, mét moi, nguc suon day chudéng, an c6 cam giac
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day, chong mat, dai tién nat.

+ Thiét: Mach hoat hodc huyén hoat, chan tay lanh

2.2.2.2. Tiéu chudn logi tr:

- RLLPM thir phat: Thiéu ning tuyén gidp, hoi ching than hu, soi ti mat, dai
thao duong, gout, ding corticoid, estrogen, lgi tiéu thiazid, chen al giao cam,
chen B giao cam...

- Bénh nhan dang diéu trj tai bién mach néo cap, nhiém tring cip tinh suy gan,
suy than, tang huyét ap do 11, I11.

- Phu nir ¢6 thai va cho con ba.

- Bénh nhan trong qué trinh diéu tri diing cac thudc khac c6 tac dung giam lipid
mau, hoic dung thudc diéu tri khac anh huong dén chuyén hoa lipid.

- Dung thuéc nghién ciu khi c6 biéu hién bat thuong trén 1am sang va can 1am
sang: San ngta, dau dau, ndn, réi loan tiéu hoa, men gan ting ... dwgc cho 14 c6
lién quan dén thudc nghién ctu.

- Nhitng bénh nhan khdng thé tro lai kham dinh ky theo quy dinh va bo 2 ngay
uéng thubc. Khéng tu nguyén tham gia vao nghién ctu.

2.2.3. Phwong phap nghién ctru:

- Phuong phép tién cuu, thir nghiém 1am sang c6 so sanh trudc sau diéu trj va
so sanh nhdm nghién ctru (A) vai nhém chang (B).

- C& mau: Chon c& mau theo cha dich. Tong sé bénh nhan nghién ctu: 100
bénh nhan chia 2 nhdm: Nhom A cé 50 bénh nhan va nhom B c¢6 50 bénh nhan.
Phan bb bénh nhan vao 2 nhom theo phuong phap ghép cip dam bao sy twong
ddng vé tudi gidi, trieu chung 1am sang va can 1am sang. Trén thuc té chang toi
phai lay sd lugng bénh nhan Ién hon dé phong va loai trir nhitng bénh nhan
khong tuén tha quy trinh nghién cau.

- Nhoém A (Nhém nghién ctu): 50 bénh nhan udng vién nang cing Vinatan

500mg ngay 2 1an mdi 1an 3 vién sau bira an.
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- Nhém B (Nhém ching): 50 bénh nhan ubng vién nén Simvastatin 20mg ubng
1vién/ lan/ngay vao budi téi sau bira an.
2.2.3.1. Chi' tiéu nghién crizu:

- Triéu chung 1am sang danh gi4 vao ngay dau tién tham gia nghién ctu va
ngay thir 60 sau khi ding thudc.

- Chi s6 lipid méau danh gia vao ngay dau tién (Do) va ngay thtr 30 (Do) va 60
(Deo) sau khi duing thudc.

- Téc dung khéng mong muén trén 1am sang: Theo ddi trong thoi gian ubng
thudc va danh gia vao ngay thir 60 (Deo).

- T4c dung khdng mong mudn trén can 1am sang dugc danh gia vao ngay dau
tién (Do) va ngay thtr 60 (Deo) sau duing thudc.
2.2.3.2. Cdc buéc tién hanh:
- Kh&m lam sang

Ho tén tudi, nghé nghiép, thoi gian phat hién bénh.

. Cac yéu té nguy co. Mtic do rén luyén thé luc, ché d6 an, udng, hut thudc.
. Tién st gia dinh: Tang huyét &p, RLLPM.
Triéu ching co nang:
Theo dbi su thay doi ciia cac triéu chimg: Pau dau, hoa mat chéng mit, dau tirc
nguc, r0i loan gidc ngu, t& méi chan tay, vai gdy, mét moi.
Kham thiec thé:
+ Po chiéu cao 1 lan trudc diéu tri bang thudc gan trén can.
+ Can nang: Can vao luc doi, vao budi sang
+ Tinh chi sé BMI = can ning (kg) / (Chiéu cao) 2(m)

Trong nghién ciru nay BMI duoc phan loai theo khuyén nghi cta co quan khu
vuc Tay Thai Binh Duong thudc To chic Y té thé gigi (WPRO) va Hai nghién ctu
béo phi qudc té véi Vién nghién ctiru dai thio duong qudc té (IDI) danh cho nguoi

truéng thanh & chau A.
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Bdng 2.3. Bdng phan logi BMI theo tiéu chudn ap dung cho nguwéi chau A

Phan loai BMI
Nhe can <185
Binh thuong 18,5-229
Thtra can 23249
Béo phi do | 25-299
Béo phi do Il >30

+ Huyét ap do & tu thé nam bang huyét ap ké dong hé Nhat Ban.

Pé dam bao chinh xac trude khi do bénh nhan khéng duoc hoat dong manh,
khong duoc tam, khéng udng ca phé, khong hat thubc 14, khéng ding thube khéc.
Bénh nhan dugc nam nghi 15 phut trudc khi tién hanh do. Mdi bénh nhan dugc
do huyét ap vao mot gio nhat dinh trong ngay (8-11gio).

L4y sé liéu huyét &p trung binh cong caa 3 lan do trudce khi vao vién: HA cua
ngay Do, trung binh cong cua 3 lan do cua ngay thi 60 1am HA cua ngay Dso.

- Vong bung va méng (cm): Puoc do vao budi sang luc doi bang thudc day,
trude va sau diéu tri.

- Theo ddi cac biéu hién bat thuong: Man ngira, dau dau, budn non...

- Cdc xét nghigm sinh hod va huyét hoc:

Puoc tién hanh tai khoa xét nghiém Bénh vién Tué Tinh.

+ Xét nghiém huyét hoc: Lam trén may Boule Quintus cta hing Swelap
Thuy Dién san xuit nim 2014.

+ Xeét nghiém sinh hod: Lam trén may xét nghiém sinh hoé tu dong A15 —
Byolizer 600 san xuat nim 2014 tai Dac. Nguyén ly ky thuat dinh luong céc
thanh phan lipid mau (Phu luc 7).

- Pinh lwong cholesterol toan phan trong mdu

Pon vi biéu thi: mmol/l gia tri binh thuong 13 3,9 — 5,2 mmol/I.
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- Dinh lwong Triglycerid mau:
Pon vi biéu thi: mmol/l gia tri binh thuong la 0,46 — 1,88 mmol/I.
- Dinh lwong HDL- C mau: HDL-C mau. Pon vi biéu thi: mmol/l, gia tri binh
thuong la: 1,0 — 1,5 mmol/I.
- Dinh luwong LDL-C mau:
Tinh néng d6 LDL-C mau dya theo cong thirc Friede Wald:

LDL.C (mmol/l) = CT- HDL.C- (TG/2,2) (véi didu kién TG < 4,57mmol/l)
hodc LDL- C (mg/dl) = CT- HDL.C — (TG/5).
Pon vi biéu thi: mmol/l gié tri binh thudng 1a 2,0 — 3,4 mmol/l. < 4,0mmol/I.
- Nong d6 non-HDL-C (mmol/l) = TC — HDL.C.
- Cdc xét nghiém sinh hoa khac: ALT, AST, creatinin, glucose, ure, billirubin.
- Cdc xét nghiém huyét hoc: Hemoglobin, s6 lugng hong cau, tiéu cau, bach cau.
+ Thoi gian xét nghiém: Bénh nhan duoc ldy mau xét nghiém vao budi sang, khi
chua udng va an sang, cach bita t6i hom trude it nhat 8 -10 gio.
- Theo dbi tac dung phu cia thuéc:
Theo quy trinh gidm sat an toan va bao cdo cac trudng hop tai bién (Phu luc 6).
Tat ca cé4c tai bién xuat hién trong nghién ctru 1am sang sé duoc ghi vao bénh an,
phiéu nghién ctu. Mic d6 nghiém trong s& duoc danh gia theo 3 muc do: nhe,
trung binh, nang.
+ Murc d6 nhe: Cam giac kho chiu nhung khong anh huong dén hoat dong binh
thuong hang ngay.
+ Mtrc d6 trung binh: Cam giac kho chiu rd rét, 1am anh huéng dén hoat dong
binh thuong hang ngay.
+ Muc do niang: Anh hudng dén stc khoe, giam hoac khong thuc hién duoc cac
hoat dong hang ngay.
- Bét ctr két qua xét nghiém bat thudng nao trong qua trinh diéu tri, gay ra it nhat

mot trong nhitng tinh trang dudi day déu duoc ghi trong mau vé céc tai bién
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+ Lién quan dén triéu chiing 1am sang.
+ Dan dén viéc thay doi thude diéu tri.
+ Yéu cau phai thay doi liéu phap ddng thoi (thém, ngat quang...)
2.2.3.3. Phwong phdp diéu tri.
- Nhém nghién cizu (nhdm A) uéng vién nang ciing Vinatan 500mg
Liéu dung vién nang cingVinatan dudng udng 3 vién/lan x 2 1an/ ngay, sau bira
an, udng trong 60 ngay.
- Nhém chizng (nhém B) uéng vién Simvastatin 20mg
Ngay uéng 1 vién/ 1an vao budi ti sau an, uéng trong 60 ngay.
- T4t ca cac dbi tuong nghién ciru duoc hudng dan ché do an (phu luc 4) va cach
ding thuéc.
- Theo ddi cac chi tiéu nghién ctiu sau 60 ngay diéu tri.
- Puoc theo ddi trén mot mau phiéu théng nhét.
- Tong két két qua, so sanh doi chiéu giira 2 nhom.
2.2.3.4. Phuwrong phdp déinh gid két qua diéu tri
- Tiéu chudn ddnh gid theo YHHD:
+ Panh gia su thay doi ting chi s6 lipid mau trude va sau diéu tri.
+ Panh gia anh huong caa thude dén mot sé chi tiéu sinh hod va huyét hoc.
+ Hiéu luc cua thuc duoc danh gia qua sy thay doi cua cac thanh phan lipid
mau trude va sau diéu tri.
+S0 sanh ting phan nhoém va gitta hai nhom véi nhau.
+ Panh gia hiéu qua diéu tri: Dua theo tiéu chuan nghién ctru 1am sang cua
bd y té Trung Qubc [99].
*Higu quad rd rét (Tat): Khi dat duge mot trong céc chi tiéu sau:
+ CT gigm > 20%
+ TG gidm >40 %

+ HDL- C tang > 0,26mmol/1 so véi trudc diéu tri
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+ LDL- C giam dat < 3,9mmol/I

* Co hi¢u qua (kha): khi dat dugc mot trong céc chi ti€u sau
+ CT giam 10 — < 20%
+ TG gidam 20— <40 %
+ HDL-C tang 0,104mmol/l — 0,26mmol/l so véi trude diéu tri

+ LDL-C giam dat 3,9 — 4,9 mmol/Il

*Khong higu qud: Cac chi sb lipid mau khong dat dugc céc chi tiéu trén.

-Tiéu chudn ddnh gid theo YHCT:

- Dya theo tiéu chuan danh gia 1am sang ctia Bo Y té Trung Quéc [99].

- Thang diém danh gia thay d6i triéu chang YHCT:

Triéu changl Cothé | Pay |[Chong| Mét | Dai |ChéntayRéuludi | Mach
Thay nang né|chuéng| mat | moi |tién nat| lanh frang, ludi | hoat
doi béu nhét

Hét 0 0 0| O 0 0 0 0
Giam 1 1 1] 1| 1 1 1 1
Khong thay doi

2 2 2 2 2 2 2 2
hoac tang

- Hiéu qua diéu tri cua thudc trén 1am sang:

+ Hiéu qua tot:

+ CO hiéu qua:

+ Khong hiéu qua:

Céc triéu ching 1am sang dugc cai thién ro.

Tong sé diém giam > 70%

C4c triéu chiing 1am sang c6 bién chuyén.

Tong s diém giam > 30 %

Tong sé diém giam < 30 %

2.2.3.5. Theo ddi tac dung khéng mong mudn: (Phu luc 6)

Triéu ching lam sang:

- Khéng c6 bat ky tac dung phu nao cua thuéc.

Cac triéu ching lam sang khong cai thién hoac tang 1én.
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- C6 mot sb biéu hién thoang qua khdng can ding thudc.

- C6 tac dung khéng mong muén phai dung thuéc.
Triéu chirng can lam sang:
Danh gia thong qua cac chi s6 huyét hoc, sinh hod mau.
2.3. BPIA BPIEM VA THOI GIAN NGHIEN CUU
2.3.1. Nghién ctru thwc nghiém:
Cac nghién cau thuc nghiém vé doc tinh cip va ban truong dién, tac dung diéu
chinh RLLPM cua vién nang ctng Vinatan dugc tién hanh tai bo mén Duoc ly —
Dai hoc Y Ha Noi. Cac xét nghiém vi thé dugc thuc hién tai Trung tdm Nghién
ctru va phat hién som Ung thu (do PGS.TS. Lé Dinh Roanh doc két qua vi thé).
Thoi gian nghién cau Doc tinh cap va ban truong dién tir thang 11-12/2015, tac
dung diéu chinh RLLPM théang 5- 6/2016.
Giao ¢6 lam da xac dinh doc tinh ban truong dién trong thai gian 1 thang, khi két
hop véi che xanh (vién nang ciang Vinatan) ching toi lam trong 28 ngay.
2.3.2. Nghién ctru trén 1am sang:

Nghién ctru dugc tién hanh tai phong kham Noi tiét - Bénh vién Tué Tinh
thuoc Hoc vién Y Dugc hoc ¢ truyén Viét Nam. Céac xét nghiém sinh hoa, huyét
hoc thuc hién tai Khoa xét nghiém — Bénh vién Tué Tinh.

Thaoi gian nghién ctu tir thang 4/2017- 11/2017.

2.4. PHUONG PHAP XU LY SO LIEU:

- Theo phuong phap théng ké y sinh hoc, st dung phan mém Excel, SPSS 16.0
- Céc test thong ké dugc dung: So sanh sy khac nhau gitra c4c ty 18 %: test 2
So sanh sy khac nhau giira hai gid tri trung binh: bang test t- student

Su khéc biét co y nghia thong ké khi p < 0,05

2.5. DAO PUC TRONG NGHIEN CUU:

- Pé tai tién hanh v&i muyc dich phong va diéu tri cho ngudi bénh
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- Nghién ctru nay duoc sy cho phép cua Hoi ddng y dtic Hoc vién Y Duoc hoc ¢b
truyén Viét Nam (Phu luc s 3).

- Cac bénh nhan tham gia nghién cau vai tinh than te nguyén duoc mién phi xét
nghiém va tién thudc.

- Trong qua trinh diéu tri nhitng bénh nhan tham gia nghién ctu néu c6 dién bién
bat thuong dugc ding thude va diéu tri tich cuc mién phi.

2.6. KHONG CHE SAI SO:

- Phét nhat ky sir dung thudc tai nha cho bénh nhan (Phu luc 5)

- Panh gia tuan thu diéu tri: Ghi tong sé liéu thude di phat, tong so liéu bénh
nhan da dung, nhitng bién ¢ bat loi (néu c6) ( Phu luc 5).

- Phat to huéng dan ché do an cho bénh nhan (Phy luc 4)

- Tuy@n truyén, huéng dan bénh nhan ting cudng van dong rén luyén thé luc.

- Thubc cap cho bénh nhan mién phi va duoc diéu tri mién phi néu co bién ¢ bat

loi duoc cho 1a ¢o lién quan dén thudc nghién cau.

Vién nang ctng
Vinatan

Danh gia doc tinh cip ) Nghién ctru tc dung diéu
Doc tinh ban trueong dien chinh RLLPM

Mo hinh tang cholesterol Mo hinh tang cholesterol
mau ngoai sinh mau ndi sinh

Hinh 2.1. So dé nghién ciru trén thuc nghiém cia vién nang cieng Vinatan
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Trude diéu tri
Kham lam sang

T~

Lam xét nghiém sinh
hoa Do

Lam xét nghiém
huyét hoc Do

N

Ty hu dam thap

Chon bénh nhan thé

A 4

Chia nhém nghién

Nhom A: Huéng dan ché do an va
udng vién Vinatan, theo ddi 1am
sang, xét nghiém sinh héa mau,
huyét hoc Dso

Nhém A: Kham lam sang, xét
nghiém huyét hoc, sinh hoé

Nhom B: Huéng dan ché d6 an va
udng vién Simvastatin, theo ddi
lam sang, xét nghiém sinh hoa
mau, huyét hoc Dao

tri (Deo)

Sau 60 ngay diéu

T

~

Nhém B: Kham 1am sang,
xét nghiém huyét hoc, sinh
hoa

e

Xu ly sb ligu
Két luan

Hinh 2.2.. So' @6 nghién ciu trén 1am sang cha vién nang cieng Vinatan
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Chuong 3
KET QUA NGHIEN CUU

3.1. KET QUA NGHIEN CUU THUC NGHIEM
3.1.1 Két qua nghién ciru ddc tinh cip caa vién nang cing Vinatan
Chuét nhat trang dugc udng thude thir vién nang nang cing Vinatan tir liéu
thap nhat dén liéu cao nhat.

Bdng 3.1: Két qud nghién cieu déc tinh cdp ciaa vién nang cing Vinatan

L6 chudt | n | Liéu (ml/kg) | Liéu (g/kg) | Dau hiéu bat thwong khac
L61 10 30 10,00 Khong
L6 2 10 45 15,00 Khong
L63 10 60 20,00 Khong
L6 4 10 75 25,00 Khong
Nhan xét:

Vién nang cing Vinatan khong cé biéu hién doc tinh cap o lieu 75 ml/kg
dung dich dam dac, twong duong 25gam/kg & chudt sau 7 ngay theo ddi. Khong
c6 chudt chét trong 72 gio sau udng thudc vi vay chua xac dinh dugc LDsy cua
vién nang cing Vinatan trén chudt nhat trang bang duong udng.

Vién nang cang Vinatan véi lidu gap trén 34,72 lan lidu tbi da du dinh dung
trén ngudi van khong co doc tinh cap (tinh hé sé ngoai suy trén chudt nhat 1a 12,
tinh nguoi 16n truong thanh nang 50 kg, tinh licu t6i da du kién dung trén nguoi
la 6 vién/ngay). Vay theo T6 chiic Y té Thé gigi, vién nang ctiing Vinatan la thubc

thir nguon goc dugc lidu ¢o tinh an toan cao.
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3.1.2. Két qua nghién citu ddc tinh ban truwong dién cha vién nang cieng

Vinatan

Tinh trang chung: Trong thoi gian thi nghiém, chudt & ca 3 16 hoat dong

binh thuong, an ubng tét, nhanh nhen, 16ng muot, mat sang, phan khd. Lo trj 1

(ubng Vinatan 0,36g/kg/ngay) va 16 tri 2 (uéng Vinatan 1,080g/kg/ngay).

Bdng 3.2. Anh hwéng cia vién nang cing Vinatan dén thé trong chugt (n=10)

L6 chirng LOotril LG tri 2
% tha Tron % tan % tha
Thoi gian Trong . Y o 0Hne Trong . /
doi trong | luong (g) | trong doi trong
luong (g) luong (9)
luong luong luong
Trudc udng | 184,00 + 189,00 + 188,00 +
thuée 51,52 41,82 35,84
Sau 2 tuan | 219,00 + 208,50 + 197,00 +
, , 119,17 111,25 15,06
uong thuoc | 65,74 41,77 42,44
p trudC -
<0,05 > 0,05 > 0,05
sau
Sau 4 tuan | 208,00 + 207,50 + 201,50 +
, , 114,38 111,34 17,15
uong thuoc | 48,49 38,75 49,44
p trude -
<0,05 <0,05 <0,05
sau

Nhan xét: Két qua & bang 3.2 cho thay: Sau 2 tuan va 4 tuan uéng thubc thtr,
trong lugng chudt ¢ cac 16 déu ting so voi trude khi nghién ciu. Trong luong
chuét & cac 16 ching va 16 uéng vién nang ctimg Vinatan ting hon so véi trudc

udng thudc su khéc biét co y nghia thong ké p < 0,05.
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Bdng 3.3 Anh hwéng cia vién nang cing Vinatan dén sé lireng hong cau

trong mau chugt

S6 lwong hong cau (T/1)

Theot gian
L6 chaeng (n=10) | L6 tri 1(n=10) | L6 tri 2(n=10)
Trudc ubng thude 7,46 £ 0,82 7,79 £0,79 7,30 £ 0,88
Sau 2 tuan udng thuéc | 7,17 + 0,72 7,76 + 0,56 7,13 +0,95
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 4 tuan uéng thuéc | 7,49 + 0,63 7,81 +0,75 7,31 +0,83
p (trudc - sau) > 0,05 > 0,05 > 0,05

Nhan xét: sau 2 tuan va 4 tuan udng Vinatan, sé luong hong cau o ca 16 tri 1
(udng Vinatan liéu 0,36g/kg/ngay) va 16 tri 2 (ung Vinatan liéu 1,080g/kg/ngay)
khong co6 sy khac biét co ¥ nghia so véi 16 chung va gitra cac thoi diém trudc va
sau khi uéng thuéc ther (p > 0,05).

Bdng 3.4. Anh hweéng cua vién nang cing Vinatan dén ham lwong huyét sic

té trong mau chugt (n=10)

o Ham lwong huyét sic to (g/dl)

Thai gian
L0 chaing LOtril LOtri 2

Trude udng thude 12,99 +0,85 [12,97+0,85 |13,41+0,33
Sau 2 tuan udng thuéc | 12,60 +0,74 |12,07+1,14 |13,16+0,64
p (trudc - sau) > 0,05 < 0,05 > 0,05
Sau 4 tuan udng thuéc | 12,56 +0,77 |12,01+0,86 |12,53+0,96
p (trudc - sau) > 0,05 < 0,05 < 0,05

Nhan xét: Bang 3.4 cho thay: sau 2 tuan va 4 tuan uéng Vinatan, ham
luong huyét sic té ¢ ca 16 tri 1 (uéng Vinatan liéu 0,36g /kg/ngay) va 16 tri 2
(ubng Vinatan liéu 1,080g/kg/ngay) c6 xu huéng giam so véi thoi diém truéc khi

uéng thudc ther, dac biét sau 4 tuan, mac giam ham luong huyét sic td 1a co y
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nghia thdng ké khi so sanh vai thoi diém trude ubng thudc. Tuy nhién khong c6
su khac biét khi so sanh ham luong huyét sic té ¢ cac 16 udng Vinatan véi 16
churng sinh hoc (p > 0,05).
Bdng 3.5. Anh hwéng cia vién nang cing Vinatan dén hematocrit trong mau
chugt (n =10)

Thoi gian Hematocrit (%0)

L0 ching LOtril LOtri 2
Trudc ubng thube 39,60 + 4,22 40,37 +2,36 | 37,99 +2,69
Sau 2 tuan udng thudc 37,46 + 3,66 38,55 + 2,11 35,68 *+ 3,42
p (trudc - sau) > 0,05 > (0,05 > (0,05
Sau 4 tuan uéng thuéc 40,07 + 2,70 40,66 + 3,21 38,60 + 3,13
p (trudc - sau) > 0,05 > (0,05 > 0,05

Nhan xét: Sau 2 tuan va 4 tuan ubng Vinatan, xét nghiém danh gia
hematocrit & ca 16 tri 1 (udng Vinatan 0,369 /kg/ngay) va 16 tri 2 (uéng Vinatan
1,080g/kg/ngay) khdng cd su khac biét c6 ¥ nghia so véi 16 ching va thoi diém
trudc va sau khi ubng thude thi p > 0,05.

Bdng 3.6. Anh hwéng cia vién nang cing Vinatan dén CMV trong mau chugt

(n =10)
o CMV (Thé tich trung binh hang cau (fl )
Thoi gian
L0 chang LOtril LOtri 2
Trudc uong thuée 53,11 + 1,68 52,13 + 4,49 52,39 + 4,47
Sau 2 tuan uong thuoc 51,72+ 2,01 49,83 £ 3,83 50,64 + 3,17
p (truéc‘- saq) ’ > 0,05 > 0,05 > 0,05
Sau 4 tuan uong thuoc 5355+2,01 52,24 + 3,74 53,05 + 3,48
p (trudc - sau) > 0,05 > 0,05 > 0,05

Nhan xét: Bang 3.6 cho thay: sau 2 tuan va 4 tuan uéng Vinatan, xét nghiém

danh gia thé tich trung binh hong cau ¢ 16 tri 1 (uéng Vinatan 0,369 /kg/ngay) va
16 tri 2 (udng Vinatan 1,080g/kg/ngay) su khéc biét khdng c6 ¥ nghia so vai 16
chting va cac thoi diém trudc va sau khi ubng thude thi (p > 0,05).
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Bdng 3.7. Anh hwéng ciia vién nang cing Vinatan dén sé lwong bach cau

trong mau chugt (n =10)

S6 lwong bach ciu (G/l)

Thot gian L0 charng LOtril LOtri 2
Trudc udng thude 8,75+ 1,50 8,60 + 1,65 8,56 + 1,73
Sau 2 tuan udng thuéc 10,72 + 2,28 9,60 + 1,41 8,84 + 1,93
p (trudc -sau) > 0,05 > 0,05 > 0,05
Sau 4 tuan udng thuéc 10,57 + 2,63 9,03 +1,28 9,46 + 1,30
p (trudc-sau) > 0,05 > 0,05 > 0,05

Nhan xét: Két qua & cac bang 3.7 cho thay: sau 2 tuan va 4 tuan uéng Vinatan,

xét nghiém danh gid s6 luong bach cau ¢ ca 16 tri 1 (udng Vinatan 0,369 /kg/ngay)

va 16 tri 2 (ubng Vinatan 1,080g/kg/ngay) su khéc biét khong co y nghia so véi 16

ching va cac thoi diém trudc va sau khi udng thudc thir (p >0,05).

Bdang 3.8. Anh hwéng cia vién nang cing Vinatan dén cong thiec bach cau
trong mau chugt

Cong thirc bach cau

L6 ching (n=10)

L6 tri 1(n=10)

L6 tri 2(n=10)

Thoi gian
Lympho Trung Lympho Trung Lympho Trung
(%) tinh (%) (%) tinh (%) | (%) tinh (%)
Trudc uéng 66,21 + 30,30 + 60,64 + 3575+ |68,78+ 27,80 £
thudc 8,26 8,25 10,86 10,25 6,21 5,69
Sau 2 tuan 59,92 + 34,30 £ 65,24 + 3044+ |6439+ 32,06 +
udng thudc 7,97 7,18 6,25 5,32 9,26 9,49
p (trudoc-sau) | >0,05 > 0,05 > 0,05 > 0,05 > 0,05 > 0,05
Sau 4 tuan 60,46 + 31,62 + 63,71 £ 29,91+ |58,13+ 36,16 +
uéng thude 6,33 5,84 10,42 10,17 11,90 12,60
p (trudc-sau) | > 0,05 > 0,05 > 0,05 > 0,05 > 0,05 > 0,05
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Nhan xét: Két qua & bang 3.8 cho thiy: sau 2 tuan va 4 tuan uéng Vinatan,
xét nghiém danh gia cong thuc bach cau & ca 16 tri 1 (ubng Vinatan 0,369
/kg/ngay) va 16 tri 2 (ubng Vinatan 1,080g/kg/ngay), su khac biét khdng co ¥
nghia so v&i 16 ching va cac thoi diém trude - sau khi ung thude thi (p > 0,05).
Bdng 3.9. Anh hwéng cia vién nang cing Vinatan dén sé lwong tiéu cau trong
mau chugt (n =10)

S6 lwong tiéu cau (G/I)

Thoi gian

L0 chaing LOtril LOtri 2
Trudc udng thube 364,90 + 67,06 | 403,60 + 126,36 | 348,40 + 64,02
Sau 2 tuan udng thuéc | 361,10 £ 78,86 | 410,30 £ 75,99 | 377,10 + 121,62
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 4 tuan udng thuéc | 463,50 + 117,29 | 427,30 £ 75,60 | 416,20 + 83,43
p (trudc - sau) > 0,05 > 0,05 > 0,05

Nhan xét: Bang 3.9 cho thay: sau 2 tuan va 4 tuan uong Vinatan xét nghiém
danh gia s6 luong tiéu cau ¢ ca 16 tri 1 (uéng Vinatan 0,369 /kg/ngay) va 16 tri 2
(udng Vinatan 1,080g/kg/ngay) khong c6 su khac biét c6 ¥ nghia so véi 16 ching va
s0 sanh céc thoi diém trude va sau khi udng thude thi (p > 0,05).

Bdng 3.10.Anh hwéng cia vién nang cing Vinatan dén hoat d¢p AST, ALT
trong mau chugt (n =10)

Chisé | Ldchugt | Truéc uong Sau 2 tudn Sau 4 tudn
L6 chung | 103,70 £ 22,50 | 115,40 £ 20,24 | 90,50 + 15,68

AST(UI) I'Lotril 100,70 17,14 | 109,60 + 24,42 | 96,70 + 21,35
Lo tri2 102,60 +21,28 | 111,90 + 11,88 | 97,30 + 13,46
L0 ching | 45,40 £ 5,48 51,20+9.84 | 90,30 £6,65
Lotril 50,20 + 8,42 50,40 + 9,14 49,60 + 9,45
Lotri2 |46,70+10,91 | 48,60+7,06 |54,90+11,22
p p>0,05

ALT(UI/)
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Nhan xét: Bang 3.10 cho thdy: sau 2 tuan va 4 tuan udng Vinatan, cac xét
nghiém danh gia mic do hay hoai té bao gan ( hoat 6 ALT, AST trong mau
chuot) ca 16 tri 1 (ubng Vinatan liéu 0,36g /kg/ngay) va 16 tri 2 (Vinatan
lidul,080g/kg/ngay) déu khong co su khac biét c6 ¥ nghia so véi 16 chiing va so
sanh hai thoi diém trudc va sau khi udng thudc thir (p>0,05).

Bdng 3.11.4nh hwéng cia vién nang cing Vinatan dén Bilirubin toan phan va

albumin trong méau chugt (n =10)

Chi sé Lo chugt | Trwécuong | Sau2tuan | Sau 4 tudn
Bilirubin toan | L6 ching | 1339 +0,59 | 13,23+0,28 | 13,30+ 0,50
(nf’nﬁirl‘/l) Lotil | 1334038 | 13,00 0,51 | 13,39 + 0,34
Lotri2 | 13,35+0,47 | 1346+0,40 | 13,30 £0,50
Albumin(g/dl) [ Lo chung | 3,89+026 | 388+0,33 | 3,80+0,33
Lotril 4,00 £ 0,28 409+0,26 | 3,80%0,40
Lo tri 2 3,94 + 0,28 3,67+0,23 | 3,80%0,33

p>0,05

Nhan xét: Két qua bang 3.11 cho thy: sau 2 tuan va 4 tuan ubng Vinatan,
cac xét nghiém danh gia chirc ning gan (ndng do bilirubin toan phan, albumin)
trong mau chudt & ca 1 tri 1 va 16 tri 2 déu khéng c6 su khac biét c¢6 ¥ nghia so
Vi 16 chimg va so sanh trude va sau khi udng thude thir (p>0,05).

Bdng 3.12.Anh hwéng cia vién nang cing Vinatan dén néng dé creatinin

trong mau chugt (n=10)

. Creatinin (mg/dl)
Thoi gian — — -
L0 charng LOtril LOtri 2
Trudc ubng thude 1,07 + 0,07 1,05 + 0,08 1,05 + 0,08
Sau 2 tuan udng thuéc 1,05 + 0,10 1,04 +0,08 1,04 + 0,07
Sau 4 tuan udng thuéc 1,05 + 0,07 1,05 + 0,08 1,05 + 0,07
p (trudc - sau) > 0,05 > 0,05 > 0,05
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Nhan xét: Két qua ¢ bang 3.12 cho thiy: sau 2 tudn va 4 tuin ubng
Vinatan, & ca 10 tri 1 va 16 tri 2, n6ng dd creatinin trong méau chudt khong cé su
thay doi khac biét c6 ¥ nghia thong ké so v6i 16 ching va so sanh giita hai thoi
diém trudc va sau khi udng thude thir (p>0,05).

Thay déi vé md bénh hec sau 4 tuan uéng thuéc

*Pai thé: Trén tat ca cac chudt thuc nghiém (ca 16 chang va 2 16 tri), khong
quan sat thay c6 thay d6i bénh ly nao vé mat dai thé cua cac co quan tim, phoi,
gan, lach, tuy, than va hé thong tiéu hoa cia chuot.

*V/i thé:

- Hinh thai vi thé gan

+L6 chung: Hinh anh té bao gan binh thuong.

+L6 tri 1: Hinh anh té bao gan binh thuong
+L6 tri 2: Hinh anh té bao gan binh thuong

¥R Y

Hinh 3.1: Hinh 3.2: Hinh 3.3:
Hinh thai vi thé gan. Hinh thai vi thé gan. Hinh thai vi thé gan
Chugt 16 chang Chugt 16 tri 1 Chugt 16 tri 2

(chuét s 157) (HE x 400) (chuot s6 174) (HE x 400)  (chudt s6 162) (HE x 400)
Té bao gan binh thwong Té bao gan binh thwong  Té bao gan binh thwong
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- Hinh théi vi thé than:

+ L6 ching: hinh anh than binh thuong

+ Lo tri 1 (udng Vinatan 0,36g/kg/ngay): than binh thuong
+ Lo tri 2 (udng Vinatan 1,080g /kg/ngay): than binh thuong.

™I ; ML 7 ] ) VS VEIRVA
"\“: ’ *“J “i;" :‘”’"" 8y X, \"‘ \ s \ A.‘ i/ ‘. '(' )‘/' 1 FY
N ( 38 1 ’
o~ b | L ety N A
| M A

Hinh 3.4: Hinh 3.5: Hinh 3.6:
Hinh thai vi thé than  Hinh thai vi thé than Hinh thai vi thé than
Chugt 16 chirng Chugt 16 tri 1 Chugt 16 tri 2
(chudt s6157) (HEx400)  (chudt sb 174) (HE x 400)  (chuét s6 160) (HE x 400)
Thén binh thwong Thdn binh thwong Thén binh thwong
Nhan xét:

- MAu thuéc thir Vinatan dang vién nang cing khong gay doc tinh bén tr-
wong dién trén chuodt khi cho chudt udng lidu 0,36g/kg/ngay (lidu co tac dung
tuong duong liéu dung trén nguoi) va lidu cao gap 3 lan (1,080g /kg/ngay) trong
4 tuan lién tuc.

- Tat ca cac chi s6 theo ddi vé tinh trang chung, can nang, chirc ning tao
mau, chirc ning gan, mirc d6 huy hoai té bao gan, chirc nang than va mé bénh hoc
gan, than déu nam trong gigi han binh thuong, khéng co su khac biét rd rét so véi

16 chung.



66

3.1.3. Két qua diéu chinh RLLPM & chudt cong trén mé hinh ngoai sinh cia
vién nang cirng Vinatan:

Két qua theo dbi trong lugng chudt cdng trang & 16 chiing sinh hoc, 16 mé
hinh, 16 uéng Atovastatin 10mg/kg/ngay, 16 udng Vinatan liéu 0,12g/kg/ngay va
lidu tuong duong trén ngudi 0,36g/kg/ngdy duoc trinh bay & hinh 3.7

300

250

200 J( T S i B

150

Can nang (g)

100

50

Trwéec NC Sau 2 tuan Sau 4 tuan

0O Chirng sinh hoc KM hinh B Atorvastatin 10 mg/kg [H Vinatan liéu thip B Vinatan liéu cao

Hinh 3.7. Biéu dé sw thay doi trong lwong chugt céng trang sau 4 tuan (X + SD,
gam)

Hinh 3.7 cho thay: Trong luong cua 16 chiing sinh hoc khong cé su thay doi
nhiéu qua cac thoi diém nghién cau (p>0,05)

- Trong luong cua 16 md hinh, 16 udng atorvastatin, 16 ubngVinatan ca 2 liéu
déu giam so véi trudc nghién ctu. Tuy nhién su khéc biét trong luong gitta cac 16
md hinh va 16 uéng thudc so vai 16 chang sinh hoc chua c6 ¥ nghia théng ké (p >
0,05).

Két qua danh gia su thay ddi cac chi sb lipid mau giira 16 md hinh va 16

chung sinh hoc duoc trinh bay ¢ bang 3.13.
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Bing 3.13. M6 hinh giy RLLPM bing hdn hop diu cholesterol

L6 Thoi diém | TC (mmol/l) | TG (mmol/l) HDL-C LDL-C

chugt <+ SD X+ SD. (mmol/l) (mmol/)

X+ SD X+ SD

Chéng | Trudc 29 +040 119+057 |1,19+0.29 1,17 + 0,49

SINhhoC | 502 tuan | 2,62 +£03 0,93+036 | 1,07 0,06 113 +0,27

n=10 .

Saudtudn |2,69+039 |120+032 |123+026 0,92 +0.28

Mb hinh | Truéc 274021 0,87+025 |118+0,15 1,13 +0,25
=10 | sau2tuin |4,60+108™ |131+023" |145+011™ |2.65+097"
Sau4tudn | 6,16 +1.49™ |1,79+063" | 1,72+040™ |363+1,35™

*: p <0,05: p so vai 16 chung. **: p < 0,01: p so véi 16 ching. ***: p < 0,001: p so véi 16 ching

Nhan xét: Sau 4 tuan udng hdn hop dau cholesterol, d gy duoc tinh trang rdi loan
lipid mau trén chudt céng trang, thé hién & mic ting rd rét nong do Cholesterol,
Triglycerid, HDL-C, LDL-C bat dau xuat hién sau 2 tuan nghién ciu sy khéc biét ¢6
¥ nghia théng ké so vai 16 ching.

Két qua theo dbi tac dung cua vién nang cing Vinatan va Atorvastatin 1én nong
d6 lipid mau & md hinh ngoai sinh sau 2 tuan uéng thuc dugc trinh bay & bang
3.14.
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Bdang 3.14. Anh hwéng cia vién nang cieng Vinatan 18n néng dé lipid mau

m6 hinh ngogi sinh sau 2 tuan uéng thuéc

Néng dd lipid mau (mmol/l) (X + SD)

Lo chudt TC TG HDL-C LDL-C

L6 1: Chuang sinh 2,62+03 | 093+0,36 | 1,07+0,06 | 1,13+0,27
hoc (n =10)
L6 2: Mb hinh X
4,69 +1,08™| 1,31 +0,23" | 1,45+ 0,117 | 2,65 + 0,97
(n =10)

L6 3: Atorvastatin | 2,95+0,76 | 0,88 0,11 118 + 0.0 1,37 +0,72
10mg/kg (n =10) (137,1%) | (| 32,8%) e (] 48,3%)

p so 16 m6 hinh p <0,001 p <0,001 p > 0,05 p<0,01
L6 4: Vinatan liéu 61402 | 2964076

\ + 0, , 20 £ 0,
0.12g/kg/ngay 4704090 | 1,13+ 0,60

(n =10) (1 11,0%) (1 14,7%)

p so 16 mé hinh p > 0,05 p > 0,05 p <0,05 p <0,05
L0 5: Vinatan licu 174+028 | 2,28+0,48

0,36g/kg/ngay 4,77+0,40 | 1,64+0,31

(n =10) (1 16,7%) (1 14,0%)

p so 16 mé hinh p > 0,05 p > 0,05 p <0,05 p <0,05

p so liéu thap p > 0,05 p > 0,05 p > 0,05 p>0,05

Pl

o

*:p < 0,05: p S0 vdi 16 ching. **: p < 0,01: p 50 Véi 16 chieng. ***: p < 0,001: p 50 Véi 16 chiing
Nhan xét: Két qua & bang 3.14 cho thay
- Atorvastatin 10 mg/kg lam giam rd rét nong d6 TG (] 32,8%), TC (|
37,1%), LDL-C (] 48,3%) so véi 16 md hinh, su khéc biét c6 ¥ nghia théng ké (p
< 0,01). Khong lam tang HDL-C so véi 16 m6 hinh.
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- L& chudt udng Vinatan lidu 0,12g/kg/ngay va liéu 0,36g/kg/ngay: Khéng
lam giam ndéng d6 TG, TC so0 Vi 16 mo hinh, nhung 1am ha ndng do LDL-C theo
tha tu (| 14,7%), (| 14,0%) va ting nong d6 HDL-C theo thir tu (1 11,0%) va
(116,7%) so vé6i 16 md hinh, sy khac biét c6 y nghia théng ké (p < 0,05).

Két qua theo ddi tac dung cua vién nang cang Vinatan va Atorvastatin 1&n nong
d6 lipid mau & md hinh ngoai sinh sau 4 tuan uéng thuc dugc trinh bay & bang
3.15.

Bing 3.15. Anh hwéng ciia vién nang cirng Vinatan lén nong dp lipid mau &

md hinh ngoai sinh sau 4 tudn uéng thuéc (n =10)

Nong d lipid mau (mmol/Il)
L6 chugt TC TG HDL-C LDL-C
(X+SD) | (X%SD) (X £ SD) (X £ SD)

L6 1:Chung sinh 269+0,39 | 1,20+0,32 | 1,23+0,26 | 0,92 +0,28
hoc
Lo 2: M6 hinh 6,16 + 1,49™"| 1,79+0,63" | 1,42+0,40" 3,63 +1,35™"
L0 3: Atorvastatin - | 465+1,33 | 1,75+0,43 | 1,71+0,82 | 2,14+0,68
10mg/kg (1245%) | (122%) (] 41%)
p so 16 md hinh p<0,05 p>0,05 p < 0,05 p<0,01
L6 4: Vinatan liéu | 597+1,35 | 1,66+0,20 | 1,71+0,37 | 2,53+1,25
0,12g/kg/ngay (13,1%) | (| 7,26%) (] 30,3%)
p so 16 md hinh p>0,05 p>0,05 p < 0,05 p<0,01
LOS: Vinatan lieu | 59+2,00 | 1674024 | | oo, 07 | 245% 147
0,369/kg/ngay (] 4,2%) (] 6,7%) R (] 32,51%)
p so 16 md hinh p > 0,05 p > 0,05 p < 0,05 p<0,01
p so liéu thap p> 0,05 p> 0,05 p> 0,05 p>0,05

*:p < 0,05: psovai 16 ching. **: p < 0,01: p so vdi 16 chizng. ***: p < 0,001: p so vai 16 ching

Nhan xét:

Két qua bang 3.15 cho thay: Sau 4 tuan uéng hon hop dau cholesterol dé

gay RLLPM trén chuot céng trang:
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- Atorvastatin 10 mg/kg lam giam rd rét nong d6 TC (|24.5 %) va LDL-C
(] 41%) so véi 16 md hinh (p < 0,05 va p < 0,01). Thude c¢6 xu hudng 1am giam
TG (| 2.2%) tuy nhién su khéc biét chwa co ¥ nghia thong ké (p > 0,05)

- L6 chuot uéng Vinatan liéu 0,12g/kg/ngay va 0,36g/kg/ngay da lam giam
nong d6 LDL-C so véi 16 md hinh theo thi tu (| 30,3%) va (| 32,51%), (p<0,01),
lam ting ndéng do HDL-C so véi 16 md hinh (p < 0,05). C6 xu huéng 1am giam
nong do TC, TG so vai 16 mé hinh, tuy nhién sy khac biét chua cé ¥ nghia théng

ké p > 0,05.

Bdng 3.16. Anh hwéng cia vién nang cieng Vinatan 18n chi sé AST, ALT ¢ md

hinh ngogi sinh sau 2 tuan va 4 tuan uéng thuéc (n =10)

Nong dd lipid mau (UI/L) (X + SD)

" AST (UI/L) ALT (UI/L)
L6 chuot _ _
Trwéc Sau 2 Sau 4 Trwdéc Sau 2 tuan | Sau 4 tuan
NC tuan tuan NC
L6 1: Chang | 132,50+ | 129,60 = | 145,60+ | 59,80 = 60,30 + 66,40 +
sinh hoc 30,18 18,89 28,55 12,93 12,51 21,75
L6 2: MO 136,50 + | 146,30 + | 139,90+ | 58,40 + 69,00 + 67,20 +
hinh 21,68 18,70 33,2 11,13 14,17 6,75
Lo 3:
) 142,60 + | 166,70 £ | 213,50+ | 68,90 + 66,90 + 188,00 +
Atorvastatin - -
18,69 54,81 42,60 11,19 10,09 48,03
10mg/kg
L6 4: Vinatan
lidu 148,10 £ | 151,40+ | 155,30+ | 63,10 + 69,70 + 70,30 +
© . 29,97 30,65 55,40 15,44 14,39 18,67
0,12g/kg/ngay
L6 5: Vinatan
lidu 130,00 £ | 14350+ | 148,10+ | 67,60 + 68,50 + 71,60 +
© . 36,50 30,01 52,08 12,21 15,45 29,34
0,369/kg/ngay

*:p <0,05: p sovai 6 chiing. **: p < 0,01: p so véi 16 chung. ***: p < 0,001: p so vaéi 16 ching

Nhan xét: Két qua bang 3.16 cho thay: Sau 2 tuan, 16 udng atorvastatin
10mg/kg 1am tang chi s6 AST so véi 16 md hinh, tuy nhién, sy khéc biét khong co
y nghia théng ké.
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- Sau 4 tuan, atorvastatin 10mg/kg 1am ting chi s6 AST so v&i 16 mé hinh,
su khéc biét co ¥ nghia thong ké (p < 0,001)

- Vinatan liéu 0,12g/kg/ngay va 0,36g/kg/ngay sau 2 tuan va 4 tuan c6 lam
tang chi s6 AST so véi truéc nghién ciu. Sy khac biét khong cé y nghia théng ké
(p > 0,05).

- Sau 2 tuan atorvastatin 10mg/kg c6 xu hudng 1am ting chi s6 ALT so véi
16 md hinh, tuy nhién, su khac biét khong c6 ¥ nghia théng ké. Sau 4 tuan ALT
ting cao c6 y nghia théng k& p < 0,01. Vinatan liéu 0,12g/kg/ngdy va
0,36g/kg/ngay, sau 2 tuan va 4 tuan chi s6 ALT c6 ting so véi trudc nghién ciu
nhung khac biét khong c6 ¥ nghia thong ké (p > 0,05).

Tom lai: Vién nang cang Vinatan udng liéu 0,12g/kg/ngay va 0,36g/kg/ngay
déu cd tac dung han ché réi loan lipid méu trén chudt cong trang (gay ra boi hon
hop cholesterol + acid cholic + propylthiouracil). Biéu hién qua sy giam cd y
nghia thong ké nong d¢o6 LDL- C (] 30,3% va | 32,51%), lam tang nong d6 HDL -
C vai p < 0,05 so véi 16 mo hinh,

3.1.4. Két qua diéu chinh RLLP méau trén mé hinh ngi sinh cia vién nang
cirng Vinatan
Bing 3.17. M6 hinh réi loan lipid mau bang Poloxamer 407

. Chwng sinh hec (n = 10) Mo hinh (n = 10)

Chi so lipid — _
(X = SD, mmol/l) (X = SD, mmol/l)

TC 2,34 £ 0,26 6,43 +0,80™
TG 0,85+0,17 9,87 +1,33™
HDL-C 1,44 +0,14 2,28+0,25™
non-HDL-C 0,90 £ 0,28 4,15+ 0,82™
*:p < 0,05: p so véi 16 chung. **: p < 0,01: p so vai 16 chang. ***: p < 0,001: p so véi 16 chiang

Nhan xét: Két qua bang 3.17 cho thay: Tiém mang bung dung dich P-407 2%
lidu 200 mg/kg (0,1ml/10g) cé tac dung gay rdi loan lipid mau rd rét: G 16 mé hinh,
TG tang gap 11,61 lan; TC ting 2,75 1an; HDL-C ting 1,58 1an va Non-HDL-C
tang 4,61 1an.
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Bdng 3.18. T4c dung criavién nang cing Vinatan 1&n nong dé cholesterol toan

phdn trong mau chugt nhat trang (X +D)

A n Murc giam . -
L6 nghién ciru Nong do TC so voi 16 pSovel | psovel
(mmol/l) ALs 16 2 163
mo hinh
L6 2: MO hinh
6,43 £ 0,80

(n=10)

L0 3: Atorvastatin
100mg/kg (n=10)
L0 4: Vinatan
0,72g/kg (n=10)
L0 5: Vinatan
2,16g9/kg (n=10)

5,42 +1,03 15,70 % p <0,05

605+121 | 590% | p>005 | p>0,05

545+078 | 1524% | p<0,05 | p>0,05

Nhan xét: Bang 3.18. thé hién ndng do chi sé cholesterol toan phan cua
chuot nhat trang & 16 mo hinh va cac 16 dung thudc tai thoi diém 24 gio sau khi
tiém mang bung dung dich P-407 dé gay réi loan lipid mau noi sinh.

- L6 udng atorvastatin liéu 100mg/kg 1am giam rd nong d6 TC so véi 16 md
hinh, su khac biét c6 y nghia théng ké (p < 0,05).

-L6 ubng Vinatan liéu 0,72g/kg/ngay c6 xu huéng lam giam nong do TC so
vé6i 16 md hinh nhung su khéc biét chua co y nghia thong ké (p>0,05)

-L6 udng Vinatan lidu 2,16g/kg/ngay 1am giam ndéng do6 TC rd rét so vai 16
md hinh, su khac biét co ¥ nghia thong ké (p < 0,05). T4c dung nay twong duong
tac dung cua atorvastatin 100mg/kg/ngay.

Két qua theo dbi tac dung cua vién Vinatan va Atorvastatin 1én nong do TG trong

maéu chudt nhat trang dugc trinh bay & bang 3.19.
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Bdng 3.19. T4c dung cia vién nang ciing Vinatan 1én néng dé triglycerid trong

méu chugt nhat trdng (X +D)

N_ﬁng d@_ Mirc giam Véi
L6 nghién ceu | Triglycerid | so vailo | P ?8 2“ P SO Vi 16 3
(mmol/I) mé hinh
L6 2: M6 hinh
+
(n=10) 9,87+1,33
L6 3: Atorvastatin
9,00£2,00 | 7,90% p > 0,05
100mg/kg (n=10)
L6 4: Vinatan
0,72g/kg/ngay 773+185| 2168% | p<0,01 | p>0,05
(n=10)
L6 5: Vinatan
2,16g/kg/ngay 720+128 | 2705% |p<0,001| p<0,05
(n=10)
Nhan xét:

Bang 3.19 thé hién nong do triglycerid mau cua chudt nhat trang o cac 16 mo
hinh va céc 16 dung thudc tai thoi diém 24 gio sau khi tiém mang bung dung dich
P-407 dé gay rdi loan lipid mau noi sinh.

- L6 udng atorvastatin liéu 100mg/kg c6 giam ndng do triglycerid so véi 16
mo hinh nhung su khéc biét chwra c6 ¥ nghia thong ké (p>0,05)

- L6 udng Vinatan lieu 0,72g va 2,16g/kg/ngay déu lam giam nong do
triglycerid mau rd rét so vai 16 md hinh, sy khéc biét c6 ¥ nghia thong ké (p<0,01
va p<0,001). L6 ubng Vinatan liéu 2,16g/kg/ngay cé tac dung rd hon liéu
0,72g/kg/ngay.
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Két qua theo ddi tac dung cua vién nang cimg Vinatan va Atorvastatin 1én nong do
HDL-C trong mau chudt nhat tring dugc trinh bay & bang 3.20.
Bing 3.20. Tic dung ciia vién nang cieng Vinatan 1én néng dé HDL- C trong

mdu chugt nhit trang (X +SD )

Noéng do HDL-C

(mmol/l) psoveailo2 | psoveéild3

L6 nghién cau

L6 2: M6 hinh (n=10) 2,28 £ 0,25

L6 3: Atorvastatin 2,31+0,22
p>0,05

100mg/kg (n=10) (1 1,32%)

L6 4: Vinatan liéu 237 +0,36

. p>0,05 p>0,05
0,72g/kg/ngay (n=10) (1 3,95%)

L6 5: Vinatan liéu 2,41 +0,40

. p>0,05 p>0,05
2,16g/kg/ngay (n=10) (1 5,70%)

Nhan xét:
Bang 3.20 thé hién nong do HDL-cholesterol mau cua chudt nhat tring o cac
16 md hinh va céc 16 ding thudc tai thoi diém 24 gio sau khi tiém mang bung

dung dich P-407 dé gay réi loan lipid méu néi sinh.

- Céc 16 udng atorvastatin 100mg/kg/ngdy c6 xu hudng lam ting ndng dod
HDL-cholesterol mau so vai 16 mé hinh, tuy nhién su khac biét chua co6 y nghia
théng ké (p > 0,05).

- Céc 16 udng Vinatan liéu 0,72g/kg/ngay va lidu 2,16g/kg/ngay c6 xu huéng
lam ting nong d¢6 HDL-cholesterol mau so vai 16 md hinh, tuy nhién su khéc biét

chua c6 ¥ nghia théng ké (p > 0,05).
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Bdng 3.21. T4c dung cia vién nang cieng Vinatan 1én néng dé

non-HDL-C trong méau chugt nhat trang (X +D)

A A Mirc do
Nong do - . . .
L6 nghién cau Non-HDL-c | 914M S0 | PSoVel | psoVol
(mmol/l) véi mo 16 2 16 3
hinh

L6 2: M6 hinh (n=10) | 4,15+0,82

Lo 3: Atorvastatin

0,

L6 4: Vinatan liéu

0
0,72g/kg/ngay (n=10) 368+117 | 11,32% | p>0,05 | p>0,05

L6 5: Vinatan liéu

0,
2 16g/kg/ngay (n=10) | 304082 | 26,75% | p<0,01 | p>005

Nhan xét:

Bang 3.21 thé hién ndng ¢ Non- HDL- Cholesterol mau caa chudt nhit
trang ¢ 16 m6 hinh va cac 16 dung thudc tai thoi diém 24 gio sau khi tiém mang
bung dung dich P-407 dé gay réi loan lipid mau noi sinh.

- L6 ubng atorvastatin liéu 100mg/kg lam giam rd nong d6 non-HDL
Cholesterol so véi 16 m6 hinh, su khac biét co y nghia thong ké (p< 0,05),

- L6 uéng Vinatan lidu 0,72g/kg/ngay c6 xu huéng 1am giam nong d6 non-
HDL- Cholesterol so voi 16 mé hinh, nhung sy khéac biét chua c6 ¥ nghia théng
ké (p > 0,05)

- L6 uéng Vinatan liéu 2,16g/kg/ngay 1am giam rd rét nong do non-HDL-
Cholesterol so véi 16 mé hinh, sy khéc biét co ¥ nghia thong ké (p < 0,01). Téac

dung nay tuong duong tac dung cua atorvastatin 100mg/kg/ngay.
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Két luan: Vinatan liéu 0,72g/kg/ngay (liéu twong duong liéu 1am sang dung
trén ngudi) 6 tac dung diéu chinh réi loan lipid mau gay ra do p-407 trén chuot
nhét trang thdng qua lam giam ndng do triglycerid.

Vinatan liéu 2,16g/kg/ngay (liéu twong dwong gap 3 liéu 1am sang dung trén
nguoi) 6 tac dung diéu chinh rdi loan lipid méau gay ra do p-407 trén chudt nhat
tring thdng qua lam giam ndng do triglyceride, cholesterol toan phan va non-
HDL-Cholesterol
3.2. KET QUA NGHIEN CUU TREN LAM SANG
3.2.1. Piac diém chung cia déi tweng nghién ciu

Bdng 3.22. Phan bé bénh nhan theo tudi

Nhom A Nhém B Tong
Tudi n=>50 n=>50 n =100
S6BN | Tylé (%) | S6BN | Typlé (%) | S6BN | Tylé (%)
40 — 49 8 16,0 9 18,0 17 17
50 — 59 14 28,0 15 30,0 29 29
60 -69 21 42,0 20 40,0 41 41
> 70 7 14,0 6 12,0 13 13
Tong 50 100 50 100 100 100
X +SD 59,76 + 9,97 59,14 + 9,75 59,45 + 9,81
p p > 0,05

Nhan xét: Bang 3.22: Tudi mac bénh gap nhiéu nhat tir 60-69: nhom A 1a
42% va 40% & nhom B. Tudi trung binh cua bénh nhan nhém A 12 59,76 + 9,97,
tudi trung binh cua bénh nhan nhém B 14 59,14 + 9,75, tudi trung binh ctaa bénh
nhan 2 nhém la 59,45+ 9,81. Phan bé do tudi cac bénh nhan nghién ctu caa 2

nhom sy khac biét khong c6 ¥ nghia thong ké p > 0,05.
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Biéu d® gidi tinh (Ty 18 %)

B Nhém ANam B NhdSmANF = NhémBNam ®Nhém B N

Hinh 3.8. Diic diém gidi tinh ciia cdc déi twong nghién cieu (ty 18 %)

Nhan xét: Hinh 3.8. cho thay ty 1& réi loan lipid mau cua 2 nhém & nam gii
36,0% thap hon nit giéi 64,0%. Phan bd gidi tinh bénh nhan caa 2 nhdm su khéc
biét khong c6 ¥ nghia théng ké p > 0.05.

Két qua thong ké vé nghé nghiép, thoi gian mac bénh va mot sé yéu té nguy
co cua cac ddi tuong trong 2 nhdm nghién ctru duoc trinh bay & hinh 3.9, 3.10 va
3.11.

Ty lé %
70 60 62 p > 0,05
60
50
40 30
26
30
20 10 12

10

Huwu tri Lao ddng tri 6¢ Lao ddng chan tay

B NhémA mNhém B

Hinh 3.9. Bdc diém nghé nghiép ciia déi tweng nghién ciru
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Nhan xét:

Bénh nhan huu tri ¢6 ty 1& cao nhat 60,0% & nhdm A va 62,0% & nhém B.
Lao dong chan tay chiém ty Ié thip nhat 10,0% ¢ nhém A va 12,0% & nhém B.
Lao dong tri 6¢ chiém 30,0% ¢ nhém A va 26,0% ¢ nhém B. Phin b nghé
nghiép ctia bénh nhan ¢ 2 nhom khéc biét khong co y nghia théng ké p >0,05.

Ty lé %
6 46 p > 0,05
50
40 32 30
24

30 22
20
10

0

3-6th 6th-3 ndam >3 nam
B Nhém A ®Nhom B

Hinh 3.10. Biéu dé thoi gian mdc bénh ciia bénh nhin RLLPM
Nhan xét: Qua két qua hinh 3.10 cho thay:
- Thoi gian méc bénh tir 3 - 6 thang:
Nhém A: 11/50 bénh nhan (22,0 %)
Nhém B: 12/50 bénh nhén (24,0%).
- Thoi gian mac bénh 6 thang - 3 nam:
Nhém A: 23/50 bénh nhan (46,0%)
Nhém B: 23/50 bénh nhan (46,0 %).
- Thoi gian mac bénh trén 3 nam:
Nhém A: 16/50 bénh nhan (32,0%)
Nhém B 15/50 bénh nhan (30,0%).
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Thoi gian mac bénh caa bénh nhan & 2 nhém tuong dwong nhau su khéc biét
khong ¢ ¥ nghia thdng ké véi p > 0,05,

3.2.1.1. Mt s6 yéu to nguy co ciia 2 nhém

> |A O
Tylew b >0,05
28
30 24
25 2 22
18 16 13 16
20 14
15
10
5
0
Thé duc Ubngrwou  Andudng  Huatthudc la An min
thwong bia m&
Xuyén
B NhémA mENhém B

Hinh 3.11. M4t sé thoi quen sinh hogt ciza bénh nhan RLLPM
Nhan xét:
Cac yéu té nguy co lién quan dén chuyén hoa lipid caa bénh nhan trugc diéu
tri & biéu d6 3.11 cho thay:
- Théi quen tap thé duc thuong xuyén;
Nhém A 15/50 (30 %)
Nhém B 13 14/50 (28%)
- Théi quen uéng rugu bia:
Nhém A 9/50 (18%)
Nhom B 10/50 la 20%
- An duodng, m& nhom A 12/50 (24%), nhom B 11/50 (22%)
- HGt thudce 14 nhdm A 13 8/50 (16 %). Nhém B 9/50 (18%).
- An man, my chinh nhém A 7/50 (14%), nhom B 8/50 (16%).
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Sy khéc biét giira 2 nhom vé mét sé thoi quen sinh hoat khéng ¢ ¥ nghia
théng ké: p > 0,05.
Két qua thdng ké vé chiéu cao, can nang, chi sé BMI va huyét ap cua cac doi
tugng trong 2 nhém nghién ctru trude khi diéu tri duoc trinh bay & bang 3.23 va
phan loai theo chi s6 BMI dugc biéu hién & hinh 3.12

\Bdng 3.23. C4c chi sé chiéu cao, can ngng, BMI, huyét dp trwde diéu tri ciia 2

nhom
Chi s Nhom A (n=50) | Nhém B (n=50) p
X +£SD X £SD
Chiéu cao (cm) 1,58 + 0,07 1,59 + 0,07 p>0,05
Can ning (kg) 61,48 +8,91 61,60 +9,08 p > 0,05
Chi s6 BMI 24,49 +2 16 24,14 + 2,02 p> 0,05
Huyét ap TT(mmHg) 127,80 +12,65 |126,90 +10,87 | p>0,05
Huyét 4p TTr.(mmHg) | 77,80 = 8,09 77,40 £ 9,43 p > 0,05

Nhan xét:
Bang 3.23 cho thy chi sb trung binh vé chiéu cao, can ning, BMI, huyét ap cua

2 nhém khéc biét khdng c6 ¥ nghia théng ké p > 0,05.

Ty 1é %
p > 0,05

50 42
40 34 34
30 2 22
20
10

0

Binh thwdng Thtra can Béo phido 1
ENhém A ®ENhémB

Hinh 3.12. Chi sé6 BMI trwéc diéu tri ciia 2 nhom
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Hinh 3.12 cho thay chi s BMI & muc binh thuong nhom A 1a 24% (12/50).
Nhém B 1a 22% (11/50)

_ Ty 18 du c&n nhém A 1a 42% (21/50). Nhém B Ia 44% (22/50)

_ Ty 18 béo phi & nhém A 1a 34% (17/50). Nhém B 1a 34% (17/50)

Sy phan b bénh nhan theo chi s6 BMI giita 2 nhém khac biét khéng c6 ¥
nghia thong ké p > 0,05.

3.2.1.2. Triéu chirng can 1am sang trwéc diéu tri cia 2 nhom

Bdng 3.24. Chi sé trung binh lipid mdu trwéc diéu tri ciia 2 nhom

Chi so Nhém A (n=50) | Nhom B (n=50) p
X £SD X £SD
TC (mmol/l) 5,99 +1,03 5,91 + 1,08 > 0,05
TG (mmol/l) 3,48 + 1,64 3,47 +1,88 > 0,05
LDL- C(mmol/l) 4,05 +1,09 4,03 0,85 > 0,05
HDL- C (mmol/l) |1,10+0,15 1,11+0,14 > 0,05
TC/HDL-C 5,52 + 1,10 5,39+1,01 > 0,05
LDL-C/HDL-C 3,72+1,11 3,67+0,80 > 0,05
Non - HDL-C 4,89 +1,00 4,80 + 1,01 > 0,05
Nhan xét:

Bang 3.24 cho thay tri sé trung binh céc thanh phan cholesterol, triglycerid,
LDL-C, HDL-C, TC/HDL-C, LDL-C/HDL-C, Non HDL-C trudc diéu tri cua
nhoém A va B, su khéc biét khdng cd ¥ nghia thong ké p > 0,05.
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Bdng 3.25. Phan logi réi logn lipid mau cia 2 nhém

2 Nhom A Nhom B
Pac diem
) n % n %
Tiang CT mau don thuan 4 8,0 3 6,0
Tang TG mau don thuan 13 26,0 12 24.0
Ting lipid mau hdn hop 33 66,0 35 70,0
p p>0,05

Nhan xét: Bang 3.25 cho thay: Ty I¢ ting thanh phan lipid mau 2 nhém A va
B. Trong d6 ty Ié tang lipid mau hdn hop chiém ty I¢ cao nhat 66,0% & nhém A
va nhom B 13 70,0%. Tang TG mau don thuan nhoém A: 26,0% va nhom B:
24,0%. Tang CT don thuan nhom A: 8,0% va nhom B: 6,0%. Sy khéc biét gitra 2
nhoém khéng c6 y nghia thong ké p > 0,05.

Bdng 3.26. Lién quan giira huyét ap va chi sé lipid

Chi so lipid mau | Nhém ting huyét | Nhom huyét ap p
ap (n=43) binh thwong
(n=57)
TC (mmol/l) 6,08 +1,21 5,85+0.90 > 0,05
TG (mmol/l) 3,46 + 1,89 3,49+184 > 0,05
LDL- C(mmol/l) 4,15+1,13 3,95+0,83 > 0,05
HDL- C (mmol/l) 1,10+0,16 1,10+ 0,43 > 0,05
TC/HDL-C 556 +1,15 5,37 £0,96 > 0,05
LDL-C/HDL-C 3,78 £1,06 3,64 £0,88 > 0,05

Nhan xét: Bang 3.26 cho thay bénh nhan ting huyét ap va tién ting huyét ap
c6 tri s6 trung binh TC, TG, LDL- C c6 xu huéng cao hon nhéom khong ting
huyét ap, nhung su Khac biét nay chua c6 y nghia théng ké p > 0,05. Tri sé trung
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nghia thong ké p > 0,05.

Bdng 3.27. Chi sé huyét hoc trude diéu tri ciia 2 nhom

Chi sb

Nhém A (n =50) Nhém B (n =50) p
X +SD X +SD
Bach cau (g/l) 6,68 +1,64 7,02+1,87 p > 0,05
Hong cau (T/I) 4,61+ 0,35 4,62+0,49 p > 0,05
Hb (g/dI) 13,84+1,35 13,41+1,43 P > 0,05
Tiéu cau (g/) 242 40+52,8 254,04+56,47 P >0,05

Nhan xét: Bang 3.27 cho thay: Trj s6 trung binh cac chi s6 hong cau, bach cau,

huyét sic t6, tieu cau giira 2 nhdm khac biét khong co y nghia thong ke.

Bdang 3.28. Chi sé sinh héa trwée diéu tri ciia 2 nhom

Chi sb

Nhém A (n =50) | Nhom B (n =50) p
X +SD X +SD
Ure (mmo/l) 4,87 +1,12 4,89 + 1,02 p>0,05
Creatinin (umol/l) 84,39 + 14,68 84,86 + 11,05 p>0,05
Glucose (mmol/l) 6,12+ 1,13 5,92+ 1,26 P>0,05
ALT (UI/) 25,82 + 11,47 28,14 + 14,53 p>0,05
AST(UI/N) 28,57 + 7,87 28,10+ 7,73 p>0,05
Bilirubin (umol/l) | 11,08 + 4,02 11,54 + 3,67 p > 0,05

Nhan xét: Bang 3.28 cho thay chi s6 sinh héa trudc diéu tri caa 2 nhom, cac
chi s6 Ure, Creatinin, Glucose, ALT, AST, Bilirubin gitta 2 nhém tuong duong

nhau, sy khéac biét khong c6 y nghia théng ké p > 0,05.
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3.2.2. Tac dung diéu tri hdi chirng réi loan lipid mau:
3.2.2.1.Két qua thay ddi triéu chimg 1Am sang sau diéu tri cia 2 nhom:
Két qua theo ddi su thay ddi cac triéu chang 1am sang theo YHCT cua 2
nhém sau 60 ngay diéu tri duoc trinh by ¢ bang 3.29.
Bdng 3.29. Sw thay doi triéu chitng ldm sang theo YHCT sau diéu trj ciia 2 nhom

Triéu Nhom A Nhom B
chang Do Deo Do Dso
n=50 | Het Gigm |Khéng [ n=50 | Hét | Giam | Khdng
doi doi

Nang né |30 19/30 | 7/30 |4/30 |32 19/32 | 10/32 | 3/32
60,0% | 63,3% |23,3% |13,3% |64% |59,3% |31,3% |9,3%

Pay 27 15/27 827 | 4127 |27 14127 | 9/27 | 4127
chuong |54% |55,6% |29,6% |14,8% |54% |51,9% |33,3% |14,8

Chong 28 15/28 10/28 |3/28 |27 16/27 | 9127 | 2/27
mat 56% | 53,6% |35,7% |10,7% |54% |59,3% |33,3% |7,4%

Mét moi | 35 25/35 |5/35 |5/35 |36 21/36 |10/36 |5/36
70% |71,4% |143% |14,3% |72% |58,3% |27,7% |13,9%

bai tien | 19 11/19 5/19 |3/19 |18 12/18 | 4/18 | 2/18

nat 38% |57,9% |26,3% |15,8% |36% |66,7% |22,2% |11,1%
Chan tay | 36 30/36  |4/36 | 2/36 |36 30/36 |3/36 | 3/36
lanh 2% 1833% |11,1% |56% |72% |83,3% |8,3% |8,3%

Ludi béu | 41 29/41 9/41 |3/41 |40 30/40 |5/40 |5/40
nhot 82% | 70,7% |219% |7,3% |80% |750 |12,5% |12,5%

Mach 30 22/30 |5/30 [3/30 |32 23/32 |6/32 |3/32
hoat 60% |733% | 6,7% |10,0% | 64% |71,8% |18,8% | 9,3%

Tong 246 166 53 27 248 | 165 56 27

P <0,05 <0,05




85

Bang 3.29 cho thdy mét sé triéu ching caa chiing ty hu dam thip nhu
mét moi, co thé niang né, day chudng, dai tién nat...caa bénh nhéan sau diéu tri
duogc cai thién rd rét ¢ ca 2 nhém, sy khac biét trude va sau diéu tri co ¥ nghia
théng ké véi p < 0,05. Su cai thién triéu ching sau diéu tri cua 2 nhom tuong
duong nhau, sy khac biét khong co ¥ nghia thong ké véi p > 0,05.

Bdng 3.30. Sw thay doi chisé BMI sau diéu tri ciia 2 nhém

Thoi diém | Nhém A (n=50) Nhém B (n=50) p
X +£SD X +£SD
Do 24,49 +2,16 24,14 + 2,02 > 0,05
Dao 24,46 + 2,10 24,13 +2,03 > 0,05
Deo 24,43 + 2,06 24,09 + 2,02 > 0,05
p > 0,05

Nhan xét: Bang 3.30 cho thay sau 30 ngay va 60 ngay diéu tri chi s6 trung
binh BMI cua 2 nhom c¢6 xu hudng giam nhung su khac biét khong cé y nghia

théng ké p > 0,05

Bdang 3.31. Thay déi huyét &p ciia bénh nhin sau diéu tri

Chiso | Thoi diém | Nhém A (n=50) | Nhém B (n=50) p
X +£SD X £SD

HA tt Do 127,8 + 12,66 126,9 + 10,87

(mmHg) Dso 126,2 11,71 126,7 +10,13 |>0,05
Deo 125,3 +13,86 126,7 +9,98

HAttr Do 77,8 +8,09 77,4 +9,43

(mmHg) Dao 77,2 +8,02 769+891 |>0,05
Deo 76,7 + 7,53 76,6 +8,71

p > (0,05

Nhan xét: Huyét ap cua 2 nhdm bénh nhan nghién ctru sau diéu tri thay doi

khéng c6 y nghia thong ké p > 0,05.
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3.2.2.2. Két qua thay déi c4c chi sé lipid mau sau diéu tri caa 2 nhém

Su thay d6i cac chi sé Cholesterol toan phan,Triglycerid, LDL-C cua 2
nhém sau diéu tri duoc trinh by ¢ bang 3.32, 3.33, 3.34.

Bdng 3.32. Thay doi cholesterol toan phan (mmol/l) sau diéu tri ciia 2 nhém

Nhom Ngay X +SD Mikc giam (%) | Po-20 Po-60 PA-B
Nhom A | Do 599+1,03

D3 | 530+1,03 11,51 <0,01

Deo | 4,58 +0,84 23,53 < 0,001 | > 0,05
Nhom B | Do 591+1,08

Ds | 5124091 13,36 <001

Deo | 4,72 0,80 20,13 <0001

Nhan xét: Sau 30 ngay va 60 ngay diéu tri ndng do cholesterol giam rd rét

& ca 2 nhdm so véi trude diéu tri. Sy khac biét co y nghia théng ké p < 0,001.

Mtc do giam ndng do cholesterol ¢ nhom A twong duong nhom B, sy khac biét

khong ¢ y nghia thdng ké p > 0,05.

Bdng 3.33. Swthay doi ciza TG (mmol/l) sau diéu tri ciia 2 nhom

Nhém Ngéy X +SD Mic glﬁm (%) Po-30 Po-60 pa-B
Do 3,48 + 1,64 < 0,01

NhOmA 1Dy [ 2964182 14,94 <0,001
Deo 2,65+ 1,79 23,85 >0,05
Do 3,47 +1,88 <0,01 | <0,001

Nhém B
Dso 3,10 +1,72 13,25
Do 2,77 +1,63 20,17
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Nhan xét: Sau 30 ngay va 60 ngay diéu tri ndng do Triglycerid giam rd rét
& ca 2 nhom so Vvoi trude diéu tri. Su khéc biét c6 ¥ nghia théng ké p < 0,001.
Mtc d6 giam ndng do triglycerid & nhom A ¢ xu huéng cao hon nhém B, nhung
su khéc biét chwa c6 y nghia thong ké p > 0,05.

Bdng 3.34. Sw thay déi ciia LDL-C (mmol/l) ciia 2 nhém sau diéu tri

Nhém Ngay X £SD Miurc giam(%) | P o-30 Po-60 Pas

Nhom A Do 4,05 + 1,09

n =50 D30 3,45 + 0,91 14,81 < 0,05 >0,05
Deo 272 +0,79 32,83 < 0,001

NhémB | Do | 4,02+0,85

n=50 Do | 2952096 26,61 <0,01 | <0,001
Do 2,81 +0,86 30,09

Nhan xét: Sau 30 ngay va 60 ngay diéu tri nong do LDL-C cua nhém A
giam rd rét so véi trude diéu tri su Khac biét ¢ y nghia théng ké vai p < 0,05 va
p < 0,001. Sau 30 ngay: Mic d6 giam nong d6 LDL-C ¢ nhém B ¢6 xu hudng
giam nhiéu hon nhém A, sy khac biét ¢ y nghia thong ké p < 0,01. Sau 60 ngay
diéu tri ndng d6 LDL-C giam & ca 2 nhém so véi trude diéu tri p < 0,001. Su
khé&c biét sau diéu tri giita 2 nhom khong c6 c6 ¥ nghia thong ké p > 0,05.

Bdng 3.35. Sw thay dai ciia HDL - C (mmol/l) sau diéu tri ciia 2 nhom

Nhom |Ngay | X+SD Mirc tang (%) | Po-30 Po-60 PA-B

Nhom A Do |1,10+0,16
n =250 D3 | 1,22 +0,18 10,91 <0,05
Deo | 1,23%0,21 11,82 <0,05 | <0,05

NhomB | Do | 1.11+014
h=50 Da | 1.14+0.12 27 >0,05 | >005
Deo | 115+ 0.15 3.6
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Nhan xét: Sau 30 ngay va 60 ngay diéu tri nong d6 HDL-C ting & nhém A

S0 V6i trude diéu tri. Sy khac biét co y nghia théng ké p < 0,05. Nong do

HDL-C & nhém B ¢6 xu huéng ting cao hon so voi trude diéu tri, nhung sy khac

biét khong c6 ¥ nghia théng ké p > 0,05.

Bdng 3.36. Thay déi chi sé TC/HDL-C ciia 2 nhom

Nhém | Ngay X +SD Murc giam (%) | pPo-30 Po-60 PA-B
Nhém A | Do | 5,52 +1,10
n=50 | Dix |4,65+103 17,0 <005 | <0,001
Deo | 3,79 0,82 31,3 . 0.05
NhémB | Do | 5,39 +1,01 <0,05
=50 p, 455+099 15,58 <0,001
Deo | 4,17 +0,93 22,07

Nhan xét: Sau 30 ngay va 60 ngay diéu tri chi s6 TC/HDL-C giam rd rét o

ca 2 nhdm so véi trude diéu tri. Su khéc biét c6 y nghia thong ké p < 0,05. Nong

d6 TC/HDL-C & nhom A c6 xu hudng giam hon nhém B nhung sy Khac biét

khong c6 ¥ nghia théng ké p > 0,05.

Bdng 3.37. Thay déi chi sé LDL-C/HDL-C cia 2 nhom

Nhom | Ngay| X=#SD Mikc giam (%) | po-3o Po-60 PA-B
NhémA | D |372+111 <0,01
n=50 | Dy |3,03+088 19,62 <0,001 | 7003
Deo | 2,26 +0.73 34,67
Nhém B | Do | 3,67 +0,80 <0,01
=50 T [263+1,06 28,14 <0,001
Deo | 2,46 + 0,72 32,97
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Nhan xét: Sau 30 ngay va 60 ngay diéu tri chi s6 LDL-C/HDL-C giam
rd rét & nhom A va nhoém B so véi trudce diéu tri. Sy khac biét co ¥ nghia
théng ké p < 0,001. Sau 60 ngay diéu tri su khac biét giita 2 nhom khong c6 y
nghia théng ké p > 0,05.
Bdang 3.38. Thay déi chi sé6 non- HDL-C (mmo/l) ciia 2 nhém

Nhom Ngay X £SD Muc giam (%) | poso | Poso | Pab
Nhém A | Do | 4,89 +1,00 < 0,05
Nn=50 | Dy |4,15+1,01 15,13

Deo | 3,35 % 0,82 31,49 <0,001
Nhém B | Do | 4,80 + 1,04 <0,05 >0,05
n=50 | Dy | 3,98+0,93 17,08

Deo | 3,55 % 0,83 26,04 <0,001

Nhan xét: Sau 30 ngay va 60 ngay diéu tri chi s6 non- HDL-C giam rd rét o
2 nhdm so voi trude diéu tri. Su khac biét c6 ¥ nghia théng ké voi p < 0,05 va
p < 0,001. Nong d6 non - HDL-C sau diéu tri giita 2 nhém khéng c6 su khéc biét
¢ y nghia théng ké p > 0,05.
3.2.2.3. Hiéu qua diéu tri RLLPM theo tiéu chuan nghién ciru 1am sang:
Panh gia hiéu qua diéu tri roi loan lipid mau theo chi tiéu cia YHHD duoc
trinh bay ¢ hinh 3.13.

TV 18 %
60

p > 0,05
40

20

0

Hiéu qua t6t Cé hiéu qua Khoéng hiéu qua
B NhomA ®ENhémB

Hinh 3.13. Higu qud didu tri theo YHHD
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Nhan xét: Hinh 3.13 cho thay:

Hiéu qua diéu tri theo YHHD & nhom A tét 58,0% va c6 hiéu qua chiém
22,0 %, khong hiéu qua 20,0%. Nhém B hiéu qua tét 56,0%, c6 hicu qua 18,0%,
khdng hiéu qua 26,0%. Su khéc biét két qua sau diéu trj gitta 2 nhdm khong cé y
nghia thong ké véi p > 0,05.

Két qua danh gia hiéu qua diéu tri rdi loan lipid mau theo chi tiéu caa
YHCT dugc trinh bay ¢ hinh 3.14

Ty 16 %

20 62 60
60
50
40
30 16
20
10

0

p > 0,05

Hiéu qua t6t Cé hiéu qua Khéng hiéu qua

B Nhém A ®mNhém B

Hinh 3.14. Hiéu qud diéu tri theo YHCT

Nhan xét:

Hiéu qua diéu tri theo YHCT & nhém A tét 62,0% va c6 hiéu qua chiém
22,0 %. Khong hiéu qua 16,0%. Nhom B hiéu qua tét 60,0 %. CO6 hiéu qua
22,0%, khéng hiéu qua 18,0%. Su khac biét két qua sau diéu tri gitra 2 nhom
khong ¢ ¥ nghia thdng ké véi p > 0,05,
3.2.2.4. Mt s6 yéu t6 lién quan dén hoi chirng RLLPM cia 2 nhém

Két qua danh gia hiéu qua diéu tri & bénh nhan c6 tang huyét ap va khdng

tang huyét 4p duoc trinh bay o bang 3.39.



91

Bdng 3.39. Méi lién quan dén tiang huyét ap va higu qud diéu trj

Huyét Muc d¢ Nhom A Nhom B
ap n =250 n =250 p
n % n %
Khong | Hiuquatétva | 23 | 8518 | 24 80,0 | >0,05
ting | kha
Khéng hieuqua | 4 | 1482 | 6 200 | >0,05
Tong 27 | 100 30 100
Co Hieuquatstva | 17 | 73,91 | 14 700 | >0,05
tang | kha
Khéng higuqua | 6 | 26,09 6 30,0 | >0,05
Tong 23 | 100 20 100
p>0,05

Nhan xét: Nhém A khong ting huyét ap dat hiéu qua tot va kha la 85,18%, khong
hiéu qua la 14,82%, nhém B hiéu qua tot va kha 12 80,0% va khong hiéu qua la 20,0%
su khéc biét gitra 2 nhom khong c6 ¥ nghia thong ké p > 0,05.

- Nhém A c6 tang huyét ap dat hiéu qua tét va kha 1a 73,91%, khdng hiéu qua 1a
26,09%, nhém B hiéu qua tot va kha 1a 70,0%, khong hiéu qua 1a 30,0%. Su khac biét
giita 2 nhém vé hiéu qua diéu tri khong c6 ¥ nghia thong ké p > 0,05.

Panh gia tac dung ciia thudc ddi véi cac thanh phan lipid mau cua 2 nhém duoc
trinh bay ¢ hinh 3.15

Ty 16 %
mTang TC don thudn  mTing TG Téng Lipid hon hop

91.4
84.6 81.8

75

Hiéu qua tét va Khéng hiéu qua Hiéu qua tét va Khéng hiéu qua
kha kha

Nhom A Nhom B

Hinh 3.15. Biéu do tac dung cia thudc trén cac thanh phan lipid mau
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- Nhém A ¢ hiéu qua tét va kha véi nhom ting TC don thuan 1a 75,0% va TG
don thudn 13 84,6%. Tang Lipid mau hdn hop 12 84,8%.

- Nhém B ¢6 tac dung tdt va kha voi tang lipid mau hdn hop 1a 91,4% va ting

TC don thuan 12 66,7%. Sy khac biét giira 2 nhém khong c6 y nghia thong ké
- Béi voi ting TG nhom B tac dung tot va kha 1a 50,0%, nhém A 1a 84,6%. Sy
khé&c biét nay giita 2 nhom co6 ¥ nghia thong ké p < 0,05.

3.2.3. Tac dung khdng mong muén:

3.2.3.1. Swr thay @6i céc chi s6 huyét hoc va sinh hoa sau diéu tri

nhom sau diéu tri duoc trinh bay ¢ bang 3.40 va 3.41.

Két qua theo dbi sy thay doi cac chi s6 huyét hoc va sinh héa cua 2

Bdang 3.40. Thay déi chi sé huyét hoc truwde va sau diéu tri cia 2 nhom

Chi sb Nhom A (n = 50) Nhom B (n =50)
X +SD X +SD
Do Deo p Do Dso P
Bach ciu | 6,68 6,35
p>0,05|702+1,87 |642+137 | p>0,05
(g/) +1,64 | +1,30
Hong 4,61 + 4,60
. p>0,05|4,62+0,49 |4,57+0,40 | p>0,05
cau (T/I) 0,35 +0,41
13,84 13,80
Hb (g/dI) p>0,05|13,41+1,43 |1350+1,51 | P>0,05
+1,35 +1,12
Tiéu cAu| 242,40 | 250,80 254,04 248,40
p>0,05 P> 0,05
(/) +52,8 +45,0 + 56,47 + 46,59
p P> 0,05
Nhan xét:

Cac chi s6 bach cau, hong cau, huyét sac té va tiéu cau caa nhdm A va nhém

B dugc so sanh trudc va sau diéu tri thay doi khong c6 y nghia thong ké véi p >
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0,05. Céc chi sé nay duoc so sanh giita 2 nhém khac biét khong c6 ¥ nghia thong
Ké Vi p > 0,05.

Bing 3.41.Thay déi chi sé sinh hod truwéc va sau diéu tri ciia 2 nhom

Chi sb Nhom A (n = 50) Nhém B (n =50)
X +SD X +SD
Do Deo p Do Deo p

Ure 4,87 + 5,01 4,89 4,92

> 0,05 > 0,05
(mmo/l) | 1,12 +1,32 +1,02 +1,11
Creatinin | 84,39 85,70 84,86 + 84,29

> 0,05 > 0,05
(umol/l) | +14,68 | +12,08 11,05 +10,18
Glucose 6,12 5,63

>0,05 |592+1,26 | 589+1,04|>0,05
(mmol/l) | +1.13 +0,98

ALT 25,82 26,38 28,14 + 28,85
> 0,05 > 0,05
) +11,47 | +7,60 14,53 +10,65
AST(UI/l | 28,57 29,06 28,10 + 31,02 +
> 0,05 > 0,05
) +7,87 +5,81 7,73 7,19
Bilirubin | 11,08 10,99 11,54 + 10,84 +
> 0,05 > 0,05
(umol/l) | + 4,02 + 3,36 3,67 3,46
p>0,05
Nhan xét:

Sau 60 ngay udng thuéc Glucose mau nhém A giam 8,0% so Véi trude diéu tri,
nhung sy khac biét nay chua cé y nghia thong ké p > 0,05.
Nong do Glucose nhdm B it bién dong su khac biét so véi trude diéu tri khong

c¢6 ¥ nghia thong ké p > 0,05.
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Hoat d6 enzym AST ¢ nhém B sau diéu tri c6 xu hudng ting hon so vai trudc
diéu tri, tuy nhién sy khac biét chua c6 y nghia thong ké p > 0,05. G nhém A
enzym nay thay d6i trude va sau diéu tri khong cd y nghia théng ké p > 0,05.

Cac chi sb khéc: Ure, creatinin, ALT, bilirubin thay ddi sau diéu tri caa 2 nhém
khéac biét khdng co y nghia so véi trudc diéu tri.
3.2.3.2. Tac dung khéng mong muén trén 1am sang:

Bdng 3.42. Mét sé tac dung khdng mong muén

Triéu

chirng

Nhom A
n=50

Nhom B
n=50

Tong
n =100

O>~

pd

Ty 16 %

Ty 16 %

S6 BN

Ty 16 %

Pau co 0 0 0

Mét moi

San ngtra

An kém

Pay bung

Tiéu chay

ol o] ol o] o ol o] W
o| o] ol o] o o
ol o] o N o o
ol o] o | o M| ©
o o o r| o N

Tao bon

Sau 60 ngay uong thudc nhdm A khong ¢ bénh nhan nao bi san ngia, mét
moi, dau dau , day bung, khd tiéu, tdo bon, réi loan tiéu hda, budn ndn, ndn hoic suy
giam tinh dyc. Khéng c6 bénh nhan nao than phién vé biéu hién bat thuong khac khi
udng thudc. Nném B ¢6 2 bénh nhan xuat hién mét méi,1 bénh nhan cam giac an
khéng ngon miéng. Ngoai ra chiing t6i chua nhan thay tac dung khdng mong muén
nao khac.

Nhu vy chua phat hién dugc tic dung khéng mong mudn caa vién nang cing

Vinatan trén Iam sang va can 1am sang.
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Chuong 4
BAN LUAN

4.1. THANH PHAN VIEN NANG CUNG VINATAN TRONG DIEU TRI HOI
CHUNG ROI LOAN LIPID MAU :

S¢ di ching toi chon Polyphenol ché xanh va cao khd giao c6 lam I thanh phan
chinh caa vién nang cung Vinatan vi :

Polyphenol che xanh cé tac dung trén su oxy hoa lipoprotein va anh huong
dén nong do cholesterol huyét twong & chudt da duoc nhiéu tac gia nghién cau.
Co ché giam cholesterol méau cua polyphenol ché xanh c6 thé do su Gc ché hap
thu cholesterol va acid mat ¢ rudt khéng phai do tac dung tc ché tong hop
cholesterol. Co ché giam triglycerid cua polyphenol ché xanh dugc cho rang do
trc ché hap thu lipid tir thire dn va ting cudng qué trinh thiy phan TG thanh acid
béo tu do dé oxy hoa [100]. Bot polyphenol ché xanh c6 tac dung han ché réi loan
chuyén héa lipid va peroxy hoéa lipid thong qua cac chi sé6 TG,TC, LDL-C va
MDA huyét tuong [37]. Tang muc tiéu thu ché xanh s& lam giam nong do
cholesterol, TG, LDL-C va ting néng d6 HDL-C huyét thanh, giam ham lugng
lipid peroxid ¢ nguoi [101].

Polyphenol ché xanh thudc nhém cac flavonoid tu nhién cé hoat tinh chong
oxy hoa. Co ché hoat dong cua cac catechin ché xanh 1a co ché chdng oxy hoa
chung cua céc polyphenol. Téc dung triét tiéu goc tu do caa ching thé hién & mot
s6 tinh chat nhu : dang khir phan tng voi géc tu do, dang oxy hoa c6 thé chuyén
thanh dang ludng gdc, dic biét dang oxy hda va dang khir ¢ thé phan tng véi
nhau tao géc semiquinon, cac gc nay rat bén, ton tai 1au va khong doc nén ching
la chat trung hoa gbc tu do rat tot. Cac polyphenol c6 kha ning bién céc goc tu do
hoat dong thanh cac géc tro, vi vay duoc goi 1a cac tac nhan thu don géc tu do

doc hai dé bao vé co thé [81]. Cac polyphenol con cé kha ning tao phuc véi ion
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sit hoic dong 1am mat kha ning xuc tac cua ion nay trong phan tng Fenton, la
phan ng tao nén 2 dang oxy hoat déng rat doc cho co thé 1a gbc hydroxyl va oxy
don boi [102].

La ché xanh cd thanh phan hda hoc gém : Polyphenol, cafein, acid amin,
vitamin, carbohydrat va yéu té vi luong. Thanh phan chiém ty Ié nhiéu nhat 1a
carbohydrat va protein hau nhu khong tan trong nudc nong. Polyphenol, cafein
hoa tan duoc trong nudc ndng tao nén huong vi cia nude ché [103]. Bé phong
mot s6 bénh cho ngudi 16N tudi nguodi ta da sir dung polyphenol ché xanh da loai
bo cafein va mot s chat khac.

Trong ché xanh polyphenol chiém khoang 6-16% trong lwong khé cua cua 14
che, chat nay c6 nhiéu phuong phap chiét xuat khac nhau nhu ngdm vao nuéc
néng hoac chiét xuat véi ethyl acetate [81]. Polyphenol ché xanh gém cé catechin
va c4c dan xuit, ham lugng cac catechin ndy khac nhau tly theo mua thu hoach
va loai ché. Theo Pham Thién Ngoc [37] bot polyphenol ché xanh duoc chiét xuat
theo quy trinh cua Taiyo Kagaku (Nhat Ban) cho két qua : 500mg bot ché xanh :
- Cafein chiém 7,91%.

- Polyphenol toan phan chiém 57,13% trong do :

Gallic acid (GA) : 0,73%

Gallocatechin (GC) : 11,4%

Epigallocatechin (EGC) : 7,19%

Epigallocatechin Gallate (EGCg) : 19,92%

Catechin(C) : 4,68%

Gallocatechin Gallate (GCg) : 5,53%

Epicatechin Gallate (ECq) : 4,2%.

Catechin ché xanh khi két hop véi goc tu do, cac catechin chuyén tir dang khir

sang dang oxy hoa va lam mat hoat tinh caa cac géc tu do nay.
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- Giao ¢ lam thuoc chi Gynostemma Blume [80] c6 5 loai nhung da sb Ccéc
nghién ctu tap trung trén loai Gynostemma pentaphyllum (Thunb) Makino.
Gynostemma pentaphyllum (Thunb) Makino goi 12 Giao cb lam, Thét diép dom,
C6 yém, Thu trang 5 14, Ngii diép sim, cay Truong sinh.

Nhiéu tai liéu nghién cau dich chiét cua cdy Gynostemma pentaphyllum cho
thay cay nay cd tac dung giam lipid mau, wc ché va phong té bao phat trién thanh
ung thu. Dich chiét con cd tac dung chéng 1o hoa, diéu hoa hé than kinh trung
wong, chéng viém giam dau, chdng loét da day, dai thao duong, ting huyét ap,.

Giao ¢6 lam c6 thanh phan héa hoc gom saponin, flavonoid, quercetin, acid
amin, rutin, sterol,,. Mot s6 tac gia cho rang kha ning han ché réi loan lipid mau
cua giao co lam co thé nho saponin trong duoc lidu vi saponin c6 kha ning tao
phtrc véi cholesterol & rudt can tro tai hap thu [104].

Nghién ctu trén thuc nghiém & chudt nhit traing va chudt cong ding
gypennosid liéu 200mg/kg di gay giam cholesterol toan phan, lipoprotein ty trong
thap va lipoprotein ty trong rat thap. Con lipoprotein ty trong cao (HDL) va ty I¢
HDL/LDL déu tang.[105]

Khi nudi chudt cdng Wista bang thirc dn c6 lugng duong va chat béo cao, sau
7 tuan diéu tri bang gypennosid toan phan liéu 100mg/kg tt. Két qua giam
cholesterol 32,0% va triglycerid 34,0%. Nhom duoc diéu tri gypennosid liéu
500mg/kgtt cho thay luong cholesterol toan phan va triglycerid da giam twong
duong nhu chudt binh thuong, luong lipid peroxid trong huyét twong va gan ciing
giam ro rét [106].

Trong tang lipid mau ¢ chudt nhat, gypenosid vai liéu 300mg/kg tt [am giam
12,0% cholesterol va 39,1% triglyceride. Dung cho chim cut Gypenosid liéu
400mg/kg tt lam giam 33,2% cholesterol, 44,2% TG va 48,3% LDL. Luong HDL
ting 6,3% [107].
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Trong diéu trj ting lipid mau & chudt nhat lidu gypenosid 700mg/kgtt 1am
giam 60,7,2% cholesterol, 41,3% TG va 37,8% P — lipoproteinhuyét twong.
Luong HDL tang 50,6% [108].

G. pentaphyllum (thunb) Makino da dwgc nghién ciru trén 1am sang diéu tri
rbi loan chuyén héa lipid tai mét s6 bénh vién & Trung Quéc, thir nghiém voi 94
bénh nhan réi loan lipid méu, sau 8 tuan diéu tri bang gypenosid lwong
cholesterol toan phan giam 6,7%, triglycerid giam 12,8 %, LDL-C giam 8,3%,
tang HDL-C 8,4% [109].

Mot nghién cau lam sang thuc hién trén bénh nhan tang lipid mau, dung
gypenosid dang vién nén vai liéu 120mg/ngay trong 120 ngay. Két qua luong TC
mau giam 17,2%, TG giam 37,8% & bénh nhan rdi loan chuyén héa lipid [110].

Véi nhiing dic tinh wu viét nhu vay chung toi da chon két hop polyphenol
ché xanh va cao khd giao co lam 14 thanh phan cua vién nang cing Vinatan, Véi
hy vong ché pham nay cé thé tang tac dung diéu tri hoi ching réi loan lipid méu.
4.2. TINH AN TOAN CUA VIEN NANG CUNG VINATAN

Vién nang ctng Vinatan gom 2 duoc liéu Giao c6 lam va Ché xanh. Ché
xanh 12 loai thirc uéng da duoc dung nhiéu doi nay ¢ Viét nam ciing nhu trén thé
gidi, da c6 nhiéu nghién ciru vé ché xanh 1a thirc udng co loi cho sic khoe, y hoc
co truyén Trung Quéc da cho rang ché xanh c6 tac dung tiéu hoa thic dn c6 nhiéu
chét béo, nuéc ché 1am sach miéng, tinh than minh man, giir cho véc dang thon
tha, giam béo, giam viém, giai doc, loi tiéu. Mot sb bai thudc Trung y ding ché
dé chira kiét ly, nung ma [37].

Giao ¢b lam 1a duoc liéu dd dugc nghién ciru doc tinh cdp va ban trudng
dién trén thuc nghiém cho két qua: Khi thir doc tinh cap bang duong udng Véi
lisu 50g/kg thé trong chudt khéng thay cd biéu hién ngd doc trén chuét thi
nghiém trong thoi gian theo d6i [75]. Thir doc tinh ban truong dién trén tho Voi

licu uong 3g/kg/ngay, Giao co lam khéng anh hudng dén chic ning tao méu, cac
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chi sé sinh hda cua gan, than va céc té chic gan, than [75]. Tuy nhién khi st dung
2 hay nhiéu loai duoc liéu két hop véi nhau ching cé thé 1am tang hoac giam tac
dung chita bénh hoic gay ra nhitng tac dung khdng mong muén cho nguoi dung.
Pé 1am rd van dé nay chdng toi tién hanh thu doc tinh cdp va ban truong dién
trude khi danh gia tic dung diéu chinh RLLP méu cua Vinatan trén 1am sang.
Déc tinh cdp cia vién nang cing Vinatan trén chugt nhdt trang:

Muc dich nghién ctru doc tinh cip cua thude trén dong vat thi nghém 1a xac
dinh liéu chét trung binh LDso, tir d6 s& co6 phuong hudng dung lidu thi nghiém
dugc Iy mot cach ding dan. Liéu LDsp va liéu co tac dung duoc 1y trén dong vat
thi nghiém 12 mot trong nhimg co s& dé suy ra lidu dung diéu tri ¢ ngudi [89].

Pé xac dinh doc tinh cap ching tdi cho chudt udng thude thir vién nang
ctng Vinatan voi liéu ting dan trong cing mot thé tich dé xac dinh liéu thap nhat
gay chét 100% chudt va lidu cao nhat khdng gay chét chudt (gay chét 0% chuot).
Theo ddi tinh trang chung caa chudt, qué trinh dién bién bat dau c6 dau hiéu
nhiém doc (nhu non, co giat, kich dong, bai tiét...) va sd luong chudt chét trong
vong 72 gid sau khi uéng thudc. Tat ca chudt chét duoc mod dé danh gia ton
thuong dai thé. Két qua:

- Vién nang cting Vinatan khong cé biéu hién doc tinh cip & liéu 75 ml/kg
dung dich dam dac, twong duong 25gam/kg & chudt sau 7 ngay theo ddi. Chua
xac dinh duoc LDsy trén chudt nhat trang cta vién nang ctng Vinatan bing
duong udng. Vinatan véi lidu gap 34,72 l1an liéu téi da dy dinh dung trén nguoi
khong c6 doc tinh cap. Nhu vay khi két hop polyphenol ché xanh va cao kho giao
cd lam khdng cd bat ky mot biéu hién ngd doc khac thuong va ciing khong xac
dinh duoc liéu chét trung binh trén chudt nhét trang.

Déc tinh bdn trwong dién cia vién nang cieng Vinatan trén chugt céng trang:
Nghién ctru ddc tinh ban truong dién chiing t6i danh gié trén 3 16 chuot, mdi 16 10

con.
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L& ching sinh hoc ubng nude cat 1ml/100g/ngay, 16 tri 1uéng Vinatan liéu 0,36g
/kg/ngay, 16 tri 2 ubng Vinatan liéu 1,080g/kg/ngay. Chuét duoc uéng trong 4
tuan lién, mdi ngdy mét 1an vao budi sang.

- Anh hwoéng cua vién nang citng Vinatan d@én tinh trgng chung va can nang cua
chugt:

Tinh trang chung va su thay ddi thé trong caa chuét 12 nhitng ddu hiéu 1am
sang phan anh tinh trang ngod doc thube. Boc tinh caa thude c¢d thé nhe nhu thay
d6i hanh vi (tang di lai, cham chap, nam im, run, co giat..), man nga, ndn hoic
c6 thé rat nang gay chét.

Trong thoi gian thi nghiém cho chuét udng vién nang cing Vinatan: Chudt & ca 3
16 hoat dong binh thudng, dn uéng tot, nhanh nhen, mat sang, phan khd. Bang 3.2
cho thay trong lwong 3 16 chudt déu ting so véi trudc thi nghiém. Nhu vay vién
nang cing Vinatan c¢6 lam tang trong Iuwgng caa chudt thi nghiém nhung khong
thay biéu hién cac dau hiéu bat thuong quan sat duoc trong thoi gian uéng thuéc.
- Anh hwéng cua vién nang citng Vinatan dén chite ndng tao mau cua chugt:

Cac chi s6 xét nghiém té bao mau ngoai vi c6 gia tri trong danh gia chirc
nang tao mau. C4c chi sé nay thay doi néu thubc c6 anh huéng dén co quan tao
méu. Vién nang cimg Vinatan khong lam thay d6i cac chi sé xét nghiém: S
lwgng hong cau, bach cau, tiéu cau, ham luong huyét sic té & ca 2 16 thir duoc so
sanh trudc va sau udng thude thay ddi khong co ¥ nghia théng ké. Nhu vy vién
nang ctng Vinatan khong anh huong dén chirc ning tao mau chudt trong thoi
gian uéng thuéc thu.

- Anh hwéng cua vién nang cing Vinatan dén chire ndang gan:

Albumin 12 mot protein c6 y nghia xac dinh kha ning téng hop chat cua té
bao gan. Bilirubin la théng s6 co gia tri trong chan doan bénh ly gan mat va tan
mau. Khi té bao gan bj tén thuong do thudc, hda chat.., s& gay tinh trang & mat va

tang bilirubin mau [111]. Két qua nghién cau cua ching toi (bang 3.11) cho thay:
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Vién nang ctng Vinatan khong lam thay d6i nong d6 bilirubin toan phan va
albumin trong mau chudt ¢ ca 16 tri 1 va 16 tri 2, su khac biét so vaéi 16 chirng va
so sanh trudc va sau khi uéng thudc thir khong ¢ v nghia théng ké (p>0,05).

Ching t6i danh gia mtrc d6 huy hoai té bao gan thdng qua enzym ALT va
AST, ALT (con goi la SGPT) va AST ( con goi la SGOT) la nhitng enzym dugc
giai phong khi c6 ton thuong té bao gan. ALT c6 chu yéu trong gan, con AST
khong chi trong gan ma con cé ¢ co tim, co van, tuy, than, nao, ..Vi vay, néng do
ALT dic hiéu cho cac ton thuong & gan hon so v6i AST. Bang 3.10 cho thiy sau
4 tuan uéng thubc hoat 30 ALT va AST trong mau 16 tri 1 va 2 so véi trudc diéu
tri thay d6i khong c6 ¥ nghia thong ké. Qua dé cho thdy vién nang cing Vinatan
khong lam ton thuong té bao gan
- Anh hwéng cua vién nang citng Vinatan dén chire ndng than:

Céc thudc dua vao co thé phan 16n dugce dao thai qua than, Creatinin & san pham
phan hay caa creatin phosphat, né dugc loc qua than va ciing duoc tai hap thu & dng
than, nong do creatinin khéng phu thudc vao ché do an va nhimg thay doi sinh ly
khéc, n6 chi phu thudc vao kha ning dao thai cua than. Khi thuéc 1am ton thuong
than, creatinin ting sém va c6 do tin cdy cao hon ure, vi vay nd dugc ding dé danh
gia va theo ddi churc nang than [111].

Két qua nghién ctru cho thiy vién nang cting Vinatan khong lam thay d6i nong
do6 creatinin trong mau chudt ¢ ca 16 tri 1 va 2 (bang 3.12), so vdi 16 chirng va so
sanh gitra hai thoi diém trude va sau khi udng thude thir, sy thay doi khdng cé y
nghia thong ké (p>0,05).

Céc két qua trén duoc khang dinh thém khi 1am mé bénh hoc sau 4 tudn udng
thubc. Vé dai thé trén tit ca cac chudt thuc nghi¢ém (ca 16 ching va 2 16 tri),
khong quan sat thdy co thay doi bénh 1y ndo vé mit dai thé cua cic co quan tim,
phéi, gan, lach, tuy, than va hé théng tiéu hod cta chudt. V& vi thé: hinh anh té

bao gan va than cling hoan toan binh thuong.
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- Tom lai: Khi nghién cttu mau thudc thtr Vinatan dang vién nang cing
khong gay doc tinh ban truong dién trén chudt khi cho chudt udng liéu
0,36g/kg/ngay (lidu c6 tac dung twong duong lidu dung trén nguoi) va liéu cao
gap 3 lan (1,080g /kg/ngay) trong 4 tuan lién tuc. Theo ddi vé tinh trang chung
cua chudt thi nghiém vé can nang, chic ning ta0 mau, chic ning gan, muc do
hay hoai té bao gan, chtic nang than va md bénh hoc gan, than déu nam trong gioi
han binh thuong, khong c6 sy khac biét rd rét so véi 16 chimg. Diéu nay duoc thé
hién ¢ cac bang 3.2, 3.3, 3.4, 3.5, 3.6, 3.7, 3.8 va 3.9. Nhu vay duoc liéu giao co
lam két hop véi polyphenol ché xanh khong giy doc tinh cdp ciing nhu ban
truong dién trén thuc nghiem.

Vé thoi gian nghién cizu: Theo huéng dan cua OECD phién ban 407 ngay 16.10.
2008 va phién ban 408 1995 thi thoi gian thur doc tinh ban trudng dién ¢é 2 loai:
28 ngay va 90 ngay.

Trong nghién cau nay chang toi tién hanh thir doc tinh béan truong dién 28 ngay
dira VA0 may can cir sau:

- Céc thude diéu tri rdi loan lipid mau thuong bat dau co tac dung sau 10-15 ngay
va téi da sau 1 thang. Chinh vi Iy do d6 cho nén ngudi ta khuyén cdo khi diéu tri
can theo ddi cac chi s6 xét nghiém ciing nhu 1am sang sau 15 va 30 ngay qua do
gitp chinh liéu hoic thay d6i thudc néu can. Do vy ching toi cling 1am nghién
ctru ban trudng dign 28 ngay, néu co doc tinh thi phai can nhic.

- Vién nang ctng Vinatan bao gém 2 thanh phan 14 cao Giao c6 lam va
polyphenol Ché xanh, theo nghién ciu caa Nguyén Tién Dan 1999 thi Giao ¢
lam liéu 3g/kg lién tuc 30 ngay khong giy doc tinh ban truong dién, hon nira
trong khoang 10 nim nay Giao c6 lam da tro thanh tra ubng hang ngay caa nhiéu
ngudi dan Viét nam chua thiy ghi nhan nao vé doc tinh cip hoic ban truong dién.

Con cheé xanh 1 thac udng hang ngay cua nguoi dan khap thé gigi chua thay cong
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bd nao ndi vé doc tinh cua ché xanh, tham chi polyphenol 1a mét trong nhitng
hoat chat trong 14 ché xanh c6 nhiéu tac dung sinh hoc ciing khong thay c6 doc
tinh. Khi két hop 2 thao duoc nay ching t6i nghién ciru doc tinh ban truong dién
trong thoi gian 28 ngay chua phat hién dugc doc tinh cip va ban truong dién.

4.3. TAC DUNG DIEU CHINH RLLPM CUA VIEN NANG CUNG VINATAN
TREN THUC NGHIEM

- Thuée déi ching:

Trén thuc nghiém Atorvastatin liéu 100mg/kg duoc st dung lam thude ddi chang
trén md hinh ndi sinh. ching t6i chon liéu cao vi trén 1am sang thudc diéu tri roi
loan lipid mau thuong bat dau co tac dung sau 10-15 ngay va téi da sau 1 thang,
thoi gian thuc hién trén md hinh noi sinh 7 ngay nén phai chon liéu cao méi c6
thé danh gia duoc tac dung diéu chinh rdi loan lipid mau. Mot sé tac gia ciing da
ding Atorvastatin 75mg/kg trén chudt cong trang 1am thuée dé so séanh [112]. Vi
vay liéu thudc thir vién nang cing Vinatan duoc chon ding & muc liéu tuong
duong va lidu gap 3 lan liéu ding trén 1am sang. Trén md hinh ngoai sinh thoi
gian thuc hién kéo dai 4 tuan vi vay thudc thir duge ding muc lidu thap bing 1/3
licu 1am sang va liéu tuong duong 1am sang dé danh tac dung diéu chinh roi loan
lipid mau.

Vé tac dung cua cac thubc trong nhom statin thi mic do diéu chinh RLLPM giam
dan theo tht tu: Rosuvastatin, atorvastatin, simvastatin, lovastatin,... Nhu vay su
dung rosuvastatin 1am thudc chimg duong s& c6 két qua tét nhat, tuy nhién gia
thanh rosuvastatin dat, ma atorvastatin c6 tac dung kha tét, nén ching tbi chon
atorvastatin lam thubc chimg duong dé so sanh.

Vi gia thanh va su thong dung cua thuéc trén thi truong, chdng tdi chon
Simvastatin la thuéc ciing nhom véi Atorvastatin lam thude déi chang trén 1am

sang. Bang 4.1 cho thdy Atovastatin va Simvastatin trén thi truong hién nay c6 liéu
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nhau.
Bang 4.1. Hiéu qua cac statin hién co trén thi truong[22]

Khoang liéu | Hiéu qua voi | Hiéu qua véi | Hiéu qua voi
Tén thude (mg/ngay) TG (%) LDL (%) HDL (%)

dudong uéng | (|: Giam) (1: Giam) (1: Tang)
Atovastatin | 10-80 13-32| 38-54| 4.8-5,51
Simvastatin | 10-80 12-36 | 28-46 | 52-101
Fluvastatin | 20-80 5-35] 17-36] 0,9-121
Lovastatin 10-80 2-13 | 29-48 | 4,6-81
Paravastatin | 10-80 315 19-34] 3-9.91

Ngoai ra Statin dugc coi 1a nhém thude c6 tac dung diéu chinh RLLPM hiéu qua
nhat, c6 kha ning dung nap t6t va duoc str dung rong rdi nhat. Nhiéu nghién cau
con cho biét statin ¢ tac dung cai thién chic ning ndi mac mach, 6n dinh mang
XVDM, chdng viém, chéng huyét khdi, chéng oxy hoa, ting mat d6 xuong. Do d6
6 kha ning chong XVPM, giam nguy co nhdi mau co tim, giam huyét ap, chong
lodng xwong. Co tac dung tét vai cac thanh phan Lipid mau: || LDL-C, | TG, 1
HDL-C. Vi véy Statin dugc dung dé diéu tri céc truong hop tiang cholesterol mau,
RLLPM hdn hop, ting TG mau.

4.3.1. Tac dung diéu chinh lipid mau cia vién nang cing Vinatan trén mo
hinh gay roi loan lipid mau ngoai sinh:

L6 md hinh sau 4 tuan udng hdn hop dau cholesterol, da gy duoc tinh trang
RLLPM trén chuét cong trang, thé hién & mic ting rd rét néng d6 TC, TG, HDL-C,

LDL-C bat dau xuat hién sau 2 tuan nghién cuu.
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Chung toi dung Vinatan 2 lidu: 0,12g/kg/ngay (1/3 lan liéu twong duong 1am
sang) va 0,36g/kg/ngay (lidu trong duong 1am sang) trong 4 tuan lién tuc dé danh
gi4 tac dung diéu chinh rdi loan lipid mau ngoai sinh, duoc so sanh véi thudc
Atorvastatin liéu 10mg/kg/ngay trén chudt céng tring, day 1a lidu da duoc nhiéu
nghién cau trén thé gigi sir dung 1am thudc chuan dé so sénh [ 113].

Bang 3.14 va 3.15 cho thay Vinatan 0,12g/kg/ngay va 0,36g/kg/ngay: Sau 2
tuan ubng thudc 1am giam néng 6 LDL-C (| 14,7%), va ting ndng d6 HDL-C so
véi 16 mo hinh. Sau 4 tuan udng thubc néng do LDL-C giam theo thu tu 30,3%
va 32,51%, su khéac biét c6 y nghia théng ké p < 0,01. C6 xu hudng giam nong do
TG, TC so véi 16 md hinh nhung su khac biét khong c6 y nghia thong ké
(p> 0.05).

Theo Pham Thién Ngoc: Bot polyphenol ché xanh c6 tac dung han ché réi
loan chuyén hoa lipid thong qua céc chi sé6 TG, TC, LDL-C, MDA huyét
tuong[37]. Két qua giam LDL-C cua vién nang cang Vinatan (32,51%) c6 thap
hon bot polyphenol ché xanh (35,7%) theo nghién ctu cua Pham Thién Ngoc. So
di c6 su khac nhau d6 co thé do thai gian nghién ctu bot polyphenol ché xanh dai
hon (45 ngay), mat khac thu hai cheé xanh va duogc liéu ndi chung ¢ thoi gian va
dia diém khac nhau, diéu kién khi hau, thd nhudng & timg ving khac nhau ciing
c6 thé anh huong dén chat lugng caa duoc liéu.

Tom lai vién nang cang Vinatan muc lidu thap va liéu cao déu co tac dung
lam giam ndéng do LDL-C, va ting nong do HDL-C. Khong lam giam nong do
TG, TC so véi 16 mo hinh.

4.3.2. Tac dung diéu chinh lipid mau cia vién nang cing Vinatan trén md
hinh gay roi loan lipid mau ndi sinh:

O céc 16 chudt duoc tiém mang bung dung dich P-407 2% liéu 200 mg/kg dé
gay RLLPM noi sinh trén chudt nhat trang. Atorvastatin liéu 100 mg/kg 1am
thudc d6i ching. Chang toi chon Vinatan liéu 0,72g/kg/ngay (twong duong liéu
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lam sang) va liéu 2,16g/kg/ngay (gap 3 lan liéu 1am sang), chudt duoc udng thube
thi 7 ngay lién tuc trude khi tiém mang bung dung dich P-407. P-407 1a mét chat
hoat dong bé mit cd kha ning gdy RLLPM théng qua co ché lién quan dén
enzym tham gia vao qué trinh chuyén hda lipid. 24 gio sau tiém P-407, tat ca cac
chuét duoc ldy mau dong mach canh lam xét nghiém dinh luong TG, TC, HDL-
C. Non - HDL-C. Két qua TG ting gap 11,61 lan; TC tang 2,75 lan; HDL-C ting
1,58 lan va non-HDL-C ting 4,61 lan.

Khi chudt duoc tiém mang bung P-407 nong d6 TG sé ting rat cao, Ion hon
nhiéu gisi han dang tin cay cua nong do6 TG dé tinh nong d6 LDL-C theo cong
thirc Friedewald. Vi vdy dé danh gia tinh trang RLLPM ciing nhu hiéu qua cua
thudc thir ddi véi tinh trang RLLPM trén chudt nhat trang ching t6i sir dung chi s6
non —HDL-C.

Cac khuyén céo gan day da dua ra chi s6 non- HDL-C nhu mét dich diéu tri
& nhitng bénh nhan c6 nong 6 TG > 2,26mmol/l. Chi s nay duoc tinh theo cong
thtrc: non-HDL-C = TC — HDL-C (mmol/I)[10].

- L6 udng atorvastatin liéu 100mg/kg lam giam rd nong d6 cholesterol toan
phan va non-HDL- Cholesterol so véi 16 mé hinh, su khac biét co ¥ nghia théng
ké (p< 0,05).

- Két qua nghién cau 16 udng Vinatan liéu 0,72g/kg/ngay c6 xu hudng 1am
giam ndng do cholesterol toan phan nhung su khéc biét chua cé ¥ nghia théng Ke.
Vinatan liéu 2,16g/kg/ngay 1am giam ndng d6 cholesterol toan phan rd rét so véi
16 m6 hinh, su khéac biét co ¥ nghia théng ké (p < 0,05). Tac dung ndy tuong
duong tac dung cua atorvastatin 100mg/kg/ngay.

- L6 udng atorvastatin lieu 100mg/kg c6 xu hudng 1am giam nong do
triglycerid so voi 16 mé hinh nhung su khac biét chua c6 ¥ nghia théng ké

(p>0,05). Piéu nay hoan toan phi hop tac dung chinh ciia nhém statin.
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-L6 udng Vinatan liéu 0,729 va 2,16g/kg/ngay déu lam giam néng do
triglycerid mau rd rét so vai 16 md hinh, sy khéc biét c6 ¥ nghia thong ké (p<0,01
va p < 0,001). L& udng Vinatan liéu 2,16g/kg/ngay co6 tac dung rd hon liéu
0,72g/kg/ngay.

- Céc 16 udng atorvastatin 100mg/kg/ngay va Vinatan liéu 0,72g/kg/ngay va
lidu 2,16g/kg/ngdy c6 xu huéng 1am ting ndng ¢6 HDL-cholesterol méau so véi 16
md hinh, tuy nhién sy khac biét chua c6 ¥ nghia théng ké

- L6 uéng Vinatan lidu 0,72g/kg/ngay c6 xu huéng 1am giam nong d6 non-
HDL- Cholesterol, sy khéac biét chua c6 ¥ nghia thong ké, nhung Vinatan liéu
2,16g/kg/ngay da lam giam rd rét nong do non-HDL- Cholesterol so véi 16 md
hinh, su khac biét ¢ y nghia thong ké (p < 0,01). Tac dung nay twong duong tac
dung cua atorvastatin 100mg/kg/ngay.

Nhu vay trén mé hinh néi sinh Vinatan c6 tac dung giam TG va liéu cao c6
tac dung giam TC va non-HDL nhung khong 1am ting c6 ¥ nghia thong ké doi
v6i HDL. Két qua nay nguoc lai voi tac dung trén mé hinh ngoai sinh. Pay c6 18
1a dinh huéng cho nhitng nghién cau tiép theo vé co ché tac dung giam lipid mau
cua Vinatan.

Vé cach tinh lidu thudc thir trong nghién cieu nay:

Liéu du kién trén 1am sang 500 mg x 3 vién x 2lan/ngdy tuong (ng 60 mg/kg thé
trong /ngay, tir d6 quy doi ra cho slc vat:

- Chudt nhat nhan hé sé 12= 0,72g/kg

- Chuot cng nhan hé s6 6 = 0,360 g/kg

Dua vao két qua quy d6i trén thi

+ Nghién ctru doc tinh ban truong dién véi liéu 0,360g va 1,080 g/kg can ning la
phu hop
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+ Liéu Vinatan sir dung trong nghién ctu tac dung trén md hinh ngoai sinh &
chudt céng trang néu dung liéu bang 1/3 liéu 1am sang dé chon lidu thap co tac
dung s& 13 0,12 g/kg va tuong duong liéu 1am sang 1a 0,36 g/kg.

+ Liéu nghién cuu tac dung trén mé hinh nai sinh & chudt nhit tring néu tuong
tng vai lidu 1am sang sé& 12 0,72 g/kg va gap 3 liéu 1am sang s& 1a 2,16 g/kg.

4.4. DAC PIEM LAM SANG CUA BENH NHAN RLLPM

4.4.1 Pic diém chung cia bénh nhan nghién ciru

Tuédi va gidi:

Trong 100 bénh nhan nghién ctu cho thay ty Ié réi loan lipid mau & nam
gidi 36% thap hon nit gidi 64%. Ty 1é nam va nit cua 2 nhém khéc nhau khéng co
y nghia thong ké. Ty 1é nay twong dwong vai nghién ctu cua Bui Thi Man, Ta
Thu Thay [50], [62]. Tuy nhién giéi tinh khong dugc coi 1a yéu té nguy co.

Bang 3.1 cho thay tudi mic bénh cao nhat tir 60-69 12 42% & nhém A va
40% & nhom B. Phan bé vé tudi bénh nhan caa 2 nhém khdng cé su khac biét c6
¥ nghia théng ké p > 0,05. Tudi cta bénh nhan “gia hoa” trong nghién ciru nay so
véi mot sé nghién ctru trude day caa Nguyén Vian Anh (2006): Tudi giap nhiéu
nhat tir 45-60, Tran Thi T&i gap nhiéu tir 51-59 va nghién ctu cua Bli Thi Man
[50], Tran Thi Hién [49]. Tuong duong v&i nghién ciu gan day cua Ta Thu Thay
gap nhiéu nhat ¢ tuoi > 60 [62]. Tudi cao ciing 1a nguyén nhan va 1a yéu té nguy
co caa bénh tim mach va chuyén héa nhu RLLPM va ting dudng mau.

- Qua céc tai lidu c6 cua YHCT cho ring 6 x 7 =42 tudi & nit, 6 x 8 = 48 ¢
nam thi tam duong mach suy, da nhin toc bac, than khi suy, thién quy bat dau can
kiét, dén 8 x 8 = 64 thi can khi suy, thién quy hét, tinh it, than suy. Tudi cang cao
thi cdng nang cua cac tang cang suy yéu, dic biét cong nang cua cac tang Ty,
Phé, Than suy s& khong van hoa dugc thuy thap dan dén dinh tré thiy thap trong
co thé sinh ching dam am [114]. Hién nay tudi tho ngady mét ting cao do d6 bénh

nhan gap nhiéu & tudi tir 60-69 la phu hop.
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- Theo YHHD tudi cang cao thi su 130 hoa tuong tng Vi su gia ting san Xuat
goc tu do, cling vai su suy giam cac yéu té bao vé co thé. Géc tu do 1a mét trong
nhitng nguyén nhén cua tang cholesterol mau va xo vira dong mach [15].

Thé bénh theo YHCT

Trong nghién cau nay, ching toi chon bénh nhan dam thap thé ty hu vi
Vinatan dugc bao ché tir Ché xanh va Giao c6 lam, theo YHCT Giao c6 lam c6
tac dung dudng vi ly truong, ich phé, loi thap, Ché xanh c6 tac dung tiéu hoa
thire an c6 nhiéu chat béo, giai doc, loi tiéu. 2 vi thubc nay co tac dung kién ty
dudng vi nhiéu hon 1a cong ning tu dudng can than.... Hon nita dam thap thé ty
hu 1a nguyén nhan chinh va thuong giap caa chiing dam thap, theo Di Sinh: “Ty 1a
goc sinh dam”. Do d6 chiing toi tap trung nghién ciu bénh nhan dam thap thé ty
hu. Tuy nhién ty 1a nguon géc cua sy sinh héa. cong ning cua tang ty hu ton sé
khdng van hoa duoc thay cdc, giam sinh huyét dich nudi dudng céc tang phu. Céc
tang phi nhu can huyét hu, than thiy suy khdng sinh huyét ciing tran 1én thanh
dam. Theo cac y van c6 thi chuyén hoa thay thap trong co thé do su van hoa cua
ty phdi hop véi sy tdc giang cua phé va su khi hoa cua than bang quang. Sy van
hoa thity thap cua ty kém sé& gay ching dam am. néu phé nghich s& gay chiing hen
suyén...[28],[33]. Vi vay danh gia tac dung cua Vinatan trén céc thé bénh 1am
sang khéc cua y hoc ¢o truyén ciing 1a viéc l1am can thiét cho cac nghién ctu sau
nay.
Nghé nghiép ciia déi twong nghién cru:

Trong nhom nghién ctu ¢6 30,0% la lao d@ong tri 6¢ & nhdm A va 26.0% o
nhém B. Lao dong chan tay la 10,0 % ¢ nhém A va 12,0% ¢ nhom B. Huu tri
chiém ty Ié cao nhat: Nhdm A 60,0% va nhdm B 62,0% Sy khac biét giira 2 nhém
khong c6 y nghia thong ké. Két qua nay co diém tuong dwong véi nghién cau
cua Ta Thu Thay: S6 ngudi lao dong chan tay chiém ty 18 thip 6,7%. D3 Qudc
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Huong 43,3% 1a can bo cong chic, 1ao dong chan tay 12 7.8 %, huu tri chiém ty 1é
48,9% [58].

Két qua nghién ctu cho thay ri loan lipid mau gap nhiéu ¢ can bo da nghi
huu tir trén 60 tudi méc ty 1é cao nhat 60,0% (nhém A), 62,0% (nhém B) Theo
Nguyén Huy Dung “ V& huu |a sy nghi dai sau thoi gian lao dong cing thang c6
thé gia di nhanh chéng, phét sinh nhiéu bénh tat nhat 1a VXDM” [6]. Vi vay tudi
huu tri can to chic thoi gian sinh hoat hang ngay, tap luyén thuong xuyén phu
hop Vi sic khoé phong céc bénh co xuong khop va cac bénh chuyén hoa.

Nhom ngudi lao dong tri 6¢ chiém ty Ié cao hon va gap nhiéu hon nhém lao
dong chan tay. Can bo dwong chic va huu tri thudng hay ngdi nhiéu, doc nhiéu.
Theo YHCT ty chi co nhuc, ngoi lau it van dong hai ty (thi da hai huyét, toa da
hai ty), ty khong van hoa duogc thiy thap s& & dong trong co thé sinh bénh [28].

Theo YHHD chuyén hoa cholesterol dic biét nhay cam ddi véi cang thang
than kinh, mét nhoc va cac xdc cam [6]. Vi vay thu gidn, van dong lam tang tuan
hoan, giam ling dong & thanh déng mach giam hinh thanh mang Xo vira, van
dong con duy tri cac phan ang hoa hoc khac nhau trong co thé gidp ting chuyén
hoa cholesterol, tiéu hao nhiéu nang luong, giam tich luy, phong bénh VXBM.

- Thei gian méc bénh ciia déi tweng nghién cizu

Trong nghién cau nay thoi gian mac bénh 6 thang dén 3 nam chiém ty l¢
cao nhat 46,0% & nhom A va 46.0% & nhém B. Thoi gian mac bénh trén 3 nam:
Nhém A: 16/50 bénh nhéan (32,0%), Nhom B 15/50 bénh nhan (30,0%). Thoi gian
méc bénh tir 3 - < 6 thang chiém ty Ié it nhat: Nhdm A:11/50 bénh nhan (22,0 %),
Nhom B: 12/50 bénh nhan (24,0%). Thoi gian mac bénh caa bénh nhan 2 nhém
khdng c6 sy khac biét véi p > 0,05. Do thai gian mac bénh kéo dai nén tat ca
bénh nhan di dugc hudng dan thuc hién ché do an kiéng va tap luyén. Két qua
nay tuong duong voi nghién ciu caa Tang Thi Bich Thuy [115], B Tién Giang
[116].
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- Chi sé nhan trdc ciia 2 nhom:

Bang 3. 23 cho thay chi sb trung binh vé chiéu cao, can ning, BMI, huyét ap
cta 2 nhdm A va B sy khac biét khong c6 y nghia thong ké p > 0,05.
4.4.2. Yéu té nguy co & bénh nhan RLLPM
Duw cdn béo phi:

Trong nghién ctu nay ty I€ du can nhom A la 42,0%, nhém B la 44,0%. Ty
I¢ béo phi & nhom A la 34,0%, nhom B la 34,0%. sy khac biét gitra hai nhom
khong c6 ¥ nghia théng ké p > 0,05.

Nhitng nghién ctu khac ciing cho thay ty Ié du can va béo phi tang kha cao
nhu Tang Thi Bich Thay la 22/60 bénh nhan (36,67%) [115], Ly Thi Lan Huong
la 33/60 (58,33 %) [117]. Vi Viét Hing 1a 66/67 (98,5%) [54], Nguyén Thuy
Huong 14 20/65 bénh nhan (30,77%) [118], Nguy&n Van Anh 13 41,7% [119], Ta
Thu Thuy 1a 45,0% [62]. Ngay nay do kinh té phat trién, ché d6 an udng giau
protein va acid béo, giam van dong thé luc, it lao dong chan tay, 16i séng tinh tai
lam du thtra nang luong do d6 tang ty 1€ du can béo phi.

Du can va béo phi thuong dan dén ting cholesterol méu, ting huyét ap,
VXDM. Theo Framingham nguoi béo phi ¢6 nguy co VXM vanh gap 3 lan
nguoi khong du can va nguy co tir vong do vita Xxo mach vanh gitra 2 nhom trén
cling chénh nhau 3 lan. [18].

Nhiéu nghién ctru trong nudce va trén thé giéi cho thay du can béo phi tir nho
dén thanh nién déu gop phan vao nguy co gdy VXBDM. YHCT cho rang phét sinh
ra chang phi c6 lién quan dén dam, thap, khi hu... < phi nhan da dam thap”. Nhu
vay ngudi béo phi thuong méc cac chitng bénh c6 lién quan dén dam thap bi @ tré
trong kinh mach, tang phu.

Lién quan gi@a huyét ap va chi sé lipid mau:
Trong nghién ctu nay chdng tdi nhan bénh nhan tién ting huyét 4p va ting

huyét ap do |, khéng nhan bénh nhan ting huyét ap do I1, 111, Tri s6 trung binh
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huyét ap tam thu 127,80 +12,66 mmHg, tim truong 77,80 +£8,09 mmHg & nhom
A. Nhém B huyét ap tam thu 126,9 + 10,87 mmHg, huyét ap tim truong 77,40 +
9,43 mmHg.

Bang 3.26 cho thay bénh nhan tang huyét 4p va tién ting huyét ap c6 tri sb
trung binh TC, TG, LDL- C c6 xu hudéng cao hon nhom khong ting huyét ap,
nhung sy khac biét nay chwa c6 ¥ nghia théng ké p > 0,05. Ty I& bénh nhan
RLLPM c6 ting huyét ap 1a 45,0%, két qua nay twong duong véi nghién ciru cua
L& Thi En 46,7% [120], cao hon Ta Thu Thiy 32,5% [62].

Tang huyét ap 1a nguyén nhan nhung ciing 13 triéu chiing caa bénh ly tim
mach, VXPM, hoi chitng RLLPM vi vy diéu tri hoi chung RLLPM ciing can
thiét phai kiém soat duoc huyét ap [121]. Trong nghién ctu cia ching t6i chi
nhan bénh nhan tang huyét ap do | va tién tang huyét ap nhung cac tri sb trung
binh TC, LDL-C, TC/HDL-C, LDL-C/HDL-C déu c¢6 xu huéng ting hon nhém
bénh nhan khong ting huyét 4p. Két qua nay twong duong véi nghién ciu cia Ta
Thu Thuy [62].

Mgt sé thoi quen sinh hoat ciia doi tirong nghién cieu:

Mot s6 thoi quen sinh hoat c6 nguy co lién quan dén réi loan chuyén hoa
lipid cua bénh nhan truge diéu tri duoc trinh bay ¢ hinh 3.11 cho thay:

- Théi quen tap thé duc thuong xuyén: Nhém A 15/50 (30%), Nhém B 14
14/50 (28,0%)

- Théi quen udng ruou bia & nhém A 9/50 (18,0%) va nhém B 10/50 1a 20,0%

- An duong, m& : Nhom A 12/50 (24,0%), nhom B 11/50 (22,0%)

- Hut thudc 1a: Nhom A 13 8/50 (16,0 %). Nhom B 9/50 (18,0%).

- An man: Nhom A 7/50 (14,0%), nhom B 8/50 (16,0%). Su khac biét giira 2
nhém khéng c6 y nghia thong ké: p > 0,05

Ché d¢ an ciing c6 anh huong rat 16n dén ting cholesterol mau. Trong mot s6

nghién cau ¢ quan thé nhat dinh ché do an c6 nhiéu md dong vat chira nhiéu acid
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béo b&o hoa va céc loai thuc pham chira nhiéu cholesterol nhu trimg, phu tang
dong vat 1am tang nguy co vita xo mach vanh. An thira chat béo b3o hoa s& lam
tang cholesterol mau, dac biét 1a LDL-C, ngoai ra con phai han ché thirc an chira
chat béo chuyén dang trans (trans —fats), chit béo nay duogc tao ra khi dau dang
long cho vao chat béo dang ran, c6 thé 1am ting LDL-C va giam HDL-C, thuc
pham chira nhiéu chit béo nay thuong c6 nhiéu trong banh snack (banh quy gion,
khoai tdy chién), banh nuéng, lam ting cholesterol mau dong nghia véi s6 nguoi
méac VXDM va tai bién mach vanh, mach ndo ngay cang nhiéu [10]. Trong nghién
ctru nay cho thay: Trong ché do dn van con mot s6 bénh nhan an duong md chiém
ty 16 24,0% & nhom A va 22,0% & nhom B, nhu vay da c6 phan I6n bénh nhan &p
dung ché do an kiéng, nhung chua triét dé, ddy ciing 1a nhimg nguoi ¢6 nong do
cholesterol mau cao. Cac bénh nhan da duoc tu van va huéng dan ché d6 an theo
mau thuc don danh cho nguoi c6 cholesterol mau cao cua Vién dinh dudng Viét
Nam. Viéc tuan tha ché do an nghiém ngit cling gop mot phan hd tro cho diéu tri.
Theo Hai Thuong Lan Ong “ Con ngudi pht quy nhan cu, ngay dém yén tiéc an no
lai ndm, thi khoi sao tich tré, d& bé chét non” [28].

Rén luyén thé luc: Do thoi gian mac bénh 1au nén phan I6n céc bénh nhan
déu duoc tu van vé loi ich caa rén luyén thé luc, tuy nhién trong nghién ctu nay
s6 bénh nhan c6 thoi quen tap thé duc thuong xuyén: Nhom A 15/50 (30,0%),
Nhom B 12 14/50 (28,0%). S6 bénh nhén con lai ¢6 y thic rén luyén nhung khong
thuong xuyén. Bénh nhan it rén luyén thé luc theo nghién ctu caa Vi Viét Hang
24/67 bénh nhan 35,82% [54], Nghién ciu cia DS Tién Giang 34/66 bénh nhan
51,52% [116], Bui Thi Man 19/60 bénh nhan 31,67 % [50],Tang Thi Bich Thiy
24/60 banh nhan [115], Ly Thi Lan Huong 58,33% [117]. Ta Thu Thay ty I& it
van dong 1én dén 60,8% [62].

Rén luyén thé luc hang ngay cé thé cai thién nong d¢6 LDL-C, HDL-C va

triglycerid, mdi ngay it nhat 30 phat s& giam duoc nguy co mac bénh tim mach,
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bénh VXDM, co xuwong khdp, tinh than thoai mai va giac ngu sau hon. Nhiéu
nghién ctiu da khang dinh viéc rén luyén thé luc 1am tiang trao doi oxy trong mau,
lam tang HDL, 1am giam LDL, han ché tiéu cau bi két dinh nhu vay 1am giam qué
trinh gay vita Xo dong mach, tang thai doc cho té bao, rén luyén co tim déo dai
hon khi géng stc [10], [122].

Hut thube 14: Trong nghién ctu ndy ty 16 bénh nhan hat thude 1a nhém A 1a
8/50 (16,0 %). Nhém B 9/50 (18,0 %). Ty I¢ nay kha cao so vai nghién cuu cua:
BUi Thi Man 5,0% [50], Vi Viét Hing 11,94 % [54], nhung thap hon Tang Thi
Bich Thay 33,3 % [115]. HGt thubc 14 1a mot trong nhitng nguy co gay VXDM.
Theo mot sé tac gia da ghi nhan c6 méi lién quan rd rét gitra nghién thudc 1a va
bénh mach vanh. Han ché hat thudc 14, tét nhat nén bo thude dé co thé cai thién
nong do LDL-C [10].

Udng ruou bia: Trong nghién cau caa luan an ty 1 udng ruou bia & nhom A
9/50 (18,0%) va nhém B 10/50 la 20,0%. Ty & nay it hon so véi Ly Thi Lan
Huong 66,7% [117], va nhiéu hon so voi Vi Viét Hiang 10,0% [54] va Bui Thi
Man 10,0% [50].

Khi udng ruou vao co thé s& kich thich tong hop acid béo, ting TG, ting
cholesterol mau, Néu udng ruou vira phai s& lam ting VLDL. Nhu vay s& ¢
nguy co tang huyét ap, nhoi mau co tim va dot quy [17].

Theo YHCT udng nhiéu rugu bia s& anh huéng dén cdng ning cua cac tang
nhat 14 tang ty ma sinh ra dam thap. Vi vay khéng udng ruou bia s& giam duogc
nguy co sinh dam thap & dong trong kinh mach.

4.4.3. Pic diém réi loan lipid mau theo YHHD:

Trong nghién cau nay: Bang 3.24 cho thay tri s6 trung binh céc thanh phan
cholesterol, triglycerid, LDL-C, HDL-C, TC/HDL-C, LDL-C/HDL-C, Non HDL-
C truéc diéu tri cia nhom A va B. Sy khéc biét khdng cd y nghia thong ké véi
p > 0,05.
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Bang 3.25 cho thay: Ty I¢ ting thanh phan lipid mau 2 nhém A va B. Trong
d6 ty 1¢é tang lipid mau hdn hop chiém ty 16 cao nhat 66,0% nhom A va nhém B
70,0%. Tang TG mau don thuan nhom A 26,0% va nhom B 24,0%. Tang CT don
thuan nhom A 8,0% va nhém B 6,0%.

Sy khac biét gitra 2 nhém khéng c6 y nghia thong ké p > 0,05.

Ty 18 taing TG don thuan cao hon so véi nghién cau cia Ly Thi Lan Huong
(3,3%) [117], it hon so v&i nghién ctu cia Tang Thi Bich Thuy (35,0%) [115],
tuong duong véi nghién cau cia DS Qubc Huong 27,8% [58].

Ty Ié ting cholesterol don thuan thap hon nghién ctiu cia B6 Qudc Huong
32,2%, Ta Thu Thay 29.2% [58],[62].

Ty Ié tang Lipid mau hdn hop nhém A 12 66,0 %, nhém B 12 70,0 %. Ty ¢
ting lipid mau hdén hop cao hon nghién ctu cua Ly Thi Lan Huong (56,7%)
[117], Tang Thi Bich Thuy (53,3%) [115], L& Thi En (55,0%) [113], Nguyan
Thiy Huong 56,25% [118], D& Quéc Huong 40,0% [58] va Phan Viét Ha
56,52% [123].

4.4.4. Pic diém RLLPM theo YHCT
Trong nghién ciu, chiing t6i chon bénh nhan dam thap thé ty hu cia YHCT.

Triéu chang co niang va thuc thé bénh nhan nghién ctu caa 2 nhém cé hoi
ching RLLPM pht hop véi triéu ching 1am sang da dugc nhiéu tac gia néu Ién
[27],[33] [34]. Su khac biét cac triéu ching trudc nghién cau gitra 2 nhém khéng
c6 ¥ nghia théng ké p > 0,05

Nhoém A: Triéu chimg co thé nang né 30/50 ca chiém ty 18 60,0%. Bung
thuong c¢d cam giac chudng day 27/50 ca chiém 54,0%, thudng xuyén xay xam
chéng mit 28/50 ca chiém ty 18 56,0%, ngudi mét moi ngai lam, ngai néi 35/50
chiém ty I¢ 70,0%, dai tién nat 19/50 chiém 38,0%, chan tay lanh 36/50 chiém
72,0%, réu ludi béu nhét 6 dau han rang 41/50 ca chiém ty 1& 82,0%, mach hoat
30/50 chiém 60,0%.
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Nhoém B: Triéu ching co thé ning né 32/50 ca chiém ty 18 64,0%. Bung
thuong ¢ cam giac chudng day 27/50 ca chiém 54,0%, thudng xuyén xay xam
chéng mit 27/50 ca chiém ty 18 54,0%, ngudi mét moi ngai 1am, ngai néi 36/50
chiém ty 1& 72,0%, dai tién nat 18/50 chiém 36,0%, chan tay lanh 36/50 chiém
72,0%, réu ludi béu nhét 6 dau han rang 40/50 ca chiém ty 1¢ 80,0%, mach hoat
32/50 chiém 64,0%.

4.5. HIEU QUA DPIEU TRI RLLPM CUA VIEN NANG CUNG VINATAN
4.5.1. Tac dung caa vién nang clieng Vinatan cai thién cac triéu chieng Iam
sang

* Can nang va BMI:

Bang 3.30 cho thay sau 30 ngay va 60 ngay diéu tri chi sb trung binh BMI cua
nhoém A c6 xu huéng giam nhung sy khéc biét khong c¢6 ¥ nghia théng ké p > 0,05.

- Du can va béo phi 1 yéu té rat quan trong cua hoi chitng RLLPM, nhiéu
nghién cau cho thay du can va béo phi co lién quan véi hoi chitng RLLPM. Theo
Nguyén Lan Viét [18] va Truong Thanh Huong [121] cho rang « CAc trang thai
bénh ly: RLLPM, THA, dai thdo duong co vai tro quan trong trong bénh sinh
VXDM va chlng giam di khi bénh nhan giam trong lugng co thé”. Vi vay viéc
han ché tang can co thé ngan ngira duoc hoi chitng RLLPM.

Theo YHCT Giao co lam c6 tac dung chi ho, trir ddm thap [80]. O nguoi béo
phi thuong sinh nhiéu chiing dam thap  Phi nhan da dam thap”. Trong nghién
ctru cta ching t6i giao c6 lam co tc dung giam phan nao can nang c6 thé 1a nho
tac dung nay.

* Chitng dam am thé ty hu:

Cac triéu ching co nang va thuc thé cia 2 nhém nghién ciru sau diéu tri

duoc cai thién rd rét p < 0,05. Két qua sau diéu tri gitra 2 nhom tuong duong

nhau, sy khéac biét khong ¢ y nghia théng ké p > 0,05.
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- Céc triéu chung bung dy chudng, dai tién nat, ludi béu nhét, chan tay lanh
duogc cai thién rd rét & ca hai nhdm so voi trude diéu tri. Diéu nay phu hop véi
nhan xét caa nhiéu nha y hoc Trung Quédc [37]: Ché xanh gilp tiéu hda thirc an,
giam béo , chira kiét ly. Theo YHCT chan tay lanh do ty hu khong van hoa duoc
thire dn khong sinh dugc huyét dich nuéi dudng tang pha kinh mach, diéu dat ra
chan tay. Ché xanh két hop véi giao cb lam c6 tac dung tiéu hda thirc an gitp ty
kién van (kién ty) sinh huyét dich, loi tiéu trir duoc thap dam sé& lam giam duoc
C4c triéu chiing chan tay lanh, day bung, dai tién nat. ..

- Triéu chimg co thé niang né dugc cai thién rd rét: & nhdm A hét triéu ching
la 63,3%va giam triéu chang 1a 23,3%, nhém B hét triéu chung 1a 59,3% giam
triéu ching 1a 31,3%. Su khéc biét gitra 2 nhom khong c6 y nghia thong ké
p > 0,05

- Triéu chitng moi mét dugc cai thién rd: Nhom A hét va giam triéu chang 12
71,4%, nhom B 1a 59,3%. Két qua nay phl hop véi nghién cau cua Lé Thi Lan
vé tac dung 1am ting co luc trén 1am sang [124], tac dung lam ting luc cua giao
¢ lam trén thuc nghiém [74], va tac dung minh man tinh than, giai doc cua ché
xanh trong nghién cuu cua Pham Thién Ngoc [37].

- Theo YHCT; Ty c6 chtic ning van hoa thuy thap va chu vé co nhuc, chu
khi ctiia hau thién.Ty hu khong van hoa duoc thuy thap cho nén dam thap ngam
vao bi phu co nhuc, kinh mach, nén thay ngudi mét moi, bung day chudng, ludi
béu nhot. [33],[28]. Két qua trén cho thdy giao c6 lam va ché xanh c6 tac dung
manh ty khi nang cao chinh khi, gitp ty van hoa thay thap.

- Theo YHHD gdc tu do va su gia tang cua cin lang Lipofucsin 1a thi pham
cua su 130 hod va nh&o co & ngudi cao tudi. Trong dich chiét toan phan cua cay
giao co lam giau flavonoid va polyphenol ché xanh déu c6 tac dung chong goc tu

do. Ngoai ra saponin cua cay giao c6 lam gan gidng véi saponin cua nhan sam
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Triéu Tién, nhu vay tac dung chita ching mét moi day chudng c6 18 nho nhiing
co ché nay [71],[72],[73].
4.5.2. Tac dung caa vién nang cing Vinatan trén cac chi sé lipid mau

Sau 60 ngay diéu tri bénh nhan nhém A udng vién Vinatan, bénh nhan
nhém B uéng vién Simvastatin cho thay:

- Chis6 CT:

Nhom A sau diéu tri 30 ngay va 60 ngay vién Vinatan lam giam chi s6 CT rd
rét so véi trude diéu tri vai p < 0,01 (11,51 % va 23,53%).

Nhom B sau diéu tri giam 13,36 %, 20,13% tai thoi diém ngay tha 30 va 60,
giam hon so véi trudc diéu tri co y nghia théng ké (p < 0,01).

Két qua nay cho thay vién Vinatan c6 ty lé giam CT tuwong duong vién
Simvastatin. Su khac biét giita 2 nhém khéng cé y nghia thdng ké p >0,05.

Khi ndng d6 cholesterol tang 1a mot trong nhitng nguyén nhan co ban cua
bénh 1y xo vita ddng mach, gop phan vao hau hét cac bién cé bénh tim mach xo
vira trén 1dm sang [10]. Nghién ctu cta LRC (lipid Research clinic coronary
primary prevention trial, (1984) cho thay néu giam duoc 1,0% TC s& giam duogc
2,0% nguy co bénh mach vanh, giam duoc 20,0% CT s€ giam dugc 40,0% nguy
co BMV. Theo Kannel va cong su: Khi TC tang > 2,5mmol/l thi nguy co BMV
tang 2,25-3,25 lan. Khi TC tir 5,2- 6,5 thi tir vong do BMV ting gap 4 lan. Gould
va cong su cho thdy ca giam 10,0% cholesterol thi giam dwgc 10,0% tir vong
chung va giam 13,0% do bénh mach vanh [125],[126].

So sanh hiéu qua giam TC cua vién Vinatan (23,53%) tuong duong vai vién
Lipidan ctia D6 Qudc Huong 22,13% [58], cao hon mot s6 ché pham khac nhur:
“Ha m& NK” cua Truong Qubc Chinh 16,55% [61], Vién Giao co lam
(20,2%)[127], Trir dam tiéu thap thang caa Ly Thi lan Huong 15,7% [117], Nhi
tran thang 13,0% [49], Vién ha m& cia Nguyén Thuy Huong 14,7% [118].
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- Chi b TG:

Nhom A sau diéu tri TG giam 27,80%, 23,85% tai thoi diém ngay thir 30 va
60, giam so vai truge diéu tri 6 y nghia thong ké véi p < 0,001.

Nhom B sau diéu tri giam 25,21%, 20,17% tai thoi diém ngay tha 30 va 60,
giam hon so véi trude diéu tri ¢d y nghia thong ké véi p < 0,001.

Két qua nay cho thiy vién nang cuang Vinatan c6 tac dung giam TG tuong
duong vién Simvastatin va giam nhiéu vao ngay tha 30, khéng tiép tuc giam sau
vao ngay thr 60. Su khac biét giira 2 nhdm khéng cd y nghia thong ké p > 0,05.
Cac phan tich gan day goi Y rang tiang triglycerid méau 1a mot yéu té nguy co tim
mach doc lap. Tang triglycerid mau thuong thay trong hoi chiing chuyén hoa nhur
béo phi, dai thao duong .v..v[21]. TG ting cao c6 thé gay viém tuy cip, TG ting
quéa cao trong mau co thé gay nhiing mang trang nhu kem & dong, tinh mach véng
mac hoic c6 thé 1am huyét tuong trang nhu sira. Bénh nhan thuong biéu hién kho
tho, di cam. ..

So sanh véi mot sé nghién ciu khéc: Vién Vinatan ¢ tac dung giam TG cao
hon cao long Pai An cua Ta Thu Thay 20,0% [62], twong duong vién Lipidan
ciia D6 Qubc Huong 25,7% [58]. Cao hon vién Giao co lam 22,8% [127]. Thap
hon Giang chi am caa Phan Viét Ha 32,6% [123], vién BCK cuaa Bli Thi Man
27,7% [50], nam hong chi caa Pham Thi Bach Yén 40,48% [128].

- Chis LDL-C

Nhom A sau diéu tri giam 14,81%, 32,83% tai thoi diém ngay thar 30 va 60,
giam so véi trudc diéu tri c6 y nghia théng ké p < 0,01 va < 0,001.

Nhém B sau diéu tri giam 26,61%, 30,09% tai thoi diém ngay thar 30 va 60,
Két qua nay cho thay ngay thir 30 nhdm B (Simvastatin) c6 tac dung giam LDL-C
nhiéu hon nhém A su khac biét co y nghia thong ké p < 0,05. Nhung dén ngay
ther 60 mic giam LDL-C ¢ 2 nhom tuong duong nhau sy khac biét gitta 2 nhom

khong ¢ y nghia thong ké p > 0,05
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Két qua giam LDL-C cua 2 nhém so véi trude diéu tri ¢ y nghia théng ké
véi p <0,001.

LDL-C con duoc goi 1a cholesterol gdy xo vira, N6 ¢ chirc niang van chuyén
cholesterol tdi té bao ngoai bién, Khi ¢ ting LDL-C, nhit 1a LDL ¢6 kich thuéc
nho va dam dac thi LDL-C xam nhap qua lép té bao noi mac mach mau. Tai day
LDL-C bi oxy hoé d& bi bach cau don nhan thuc bao, viéc thuc bao khong gidi
han tao ra c4c té bao bot hinh thanh xo vita thanh dong mach 1a nguyén nhan
chinh gay bénh tim mach xo vira [4],[11]. Nong d6 LDL ting cao thi nguy co
VXDM cang cao. Két qua giam LDL-C cua vién Vinatan twong duong véi vién
nén Dogarlic tra xanh cua Nguyén Thi Bay 25,23% [129], Trir dam tiéu thip
thang cua Ly Thi Lan Huong 24,50% [117]. Cao hon Vién Giao co lam 19,3%
[127].

-Chisd HDL - C

Nhom A sau 30 va 60 ngay diéu trj ting 10,91%, 11,82%, so v&i trudc diéu
tri c6 y nghia théng ké p < 0,05.

Nhém B sau 30 va 60 ngay diéu tri ting 2,7% va 3,6%. su khéc biét so véi
trudce diéu tri khdng c6 y nghia théng ké p > 0,05.

Vién Vinatan c6 tac dung ting HDL-C 1a yéu t6 giam VXDPM do n6 co tac
dung van chuyén cholesterol thira tir ngoai bién vé gan tai day cholesterol duoc
thoai hoa va dao thai ra duong mat va duoc goi 1a cholesterol tét. HDL-C con c6
vai tro quan trong la thanh loc cac phospholipid giau triglycerid (CM va VLDL)
bang cach cung cap cho ching cac Apo Il can thiét cho su hoat héa LPL[17].
Giam HDL-C tang nguy co bénh ly mach mau. Tac dung tang HDL-C cua Vvién
Vinatan twong duong HCT1 cua Tang Thi Bich Thuy 10,0% [115], vién Giao c6
lam 12,6% [127], cao hon Trir dam tiéu thap thang 7,8% [117]. Thap hon Nhj
tran thang 20,0% [49], Vién BCK cua Bui Thi Man 18,6% [50].Vién nang
cholestin caa Nguyén Vian Anh 16,0% [119].
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- Chi s6 TC/HDL cua 2 nhom:

Nhom A sau diéu tri giam 17,0%, 31,3% tai thoi diém ngay thir 30 va 60,
S0 Véi trude diéu tri c6 y nghia thong ké véi p < 0,001.

Nhom B sau diéu tri giam 15,85%, 22,07% tai thoi diém ngay thar 30 va 60,
so Vi trudc diéu tri ¢ y nghia thong ké vai p < 0,001.Su khac biét gitta 2 nhém
khéng c6 y nghia théng ké p > 0,05.

- Chi s6 LDL-C/HDL-C: Chi sb nay c6 gié tri danh gia nguy co xo vira dong
mach khi LDL-C/HDL-C >5

Nhom A sau diéu tri giam 19,62%, 24,4% tai thoi diém ngay tha 30 va 60,
S0 Vai trude diéu tri 6 y nghia thong ké véi p < 0,001.

Nhom B sau diéu tri giam 28,14 %, 32,79% tai thoi diém ngay thir 30 va 60,
S0 Vai truge diéu tri o y nghia thong ké véi p < 0,001
Sy khac biét gitra 2 nhém khéng c6 y nghia thong ké p > 0,05.

- Chi s6 non- HDL-C cuia 2 nhém:

Nhom A sau diéu tri giam 15,13%, 31,49% tai thoi diém ngay thir 30 va 60,
S0 Vai trude diéu tri 6 y nghia thong ké véi p < 0,001.

Nhom B sau diéu tri giam 17,08 %, 26,04% tai thoi diém ngay thir 30 va 60,
S0 Vai trude diéu tri 6 y nghia thong ké véi p < 0,001.

Su khac biét gitra 2 nhém khong c6 y nghia thong ké p > 0,05.

Non-HDL-C 1a tong cholesterol cua céc hat lipoprotein chira apoB, c6 tiém
ning gay xo vita. NCEP ATP Il ghi nhan tim quan trong caa non-HDL-C trong
bénh sinh xo vita, 6 nhiéu bang chang ang ho quan diém non-HDL-C lién quan
dén bénh tim mach xo vita nhiéu hon LDL-C, mdi quan hé nay duoc thé hién rd &
nhitng ngudi co tang va khong tang TG [10].

4.5.3. Két qua diéu tri trén 1am sang theo tiéu chuan YHHD va YHCT:
Két qud theo tiéu chudn YHHD:
Hiéu qua diéu tri theo YHHD & nhom A tét 58,0% va cd hiéu qua chiém 22,0 %,
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khéng hiéu qua 20,0%.

Nhom B hiéu qua tét 56,0%, c6 hiéu qua 18,0%, khong hiéu qua 26,0%. Sy
khac biét két qua sau diéu tri gitta 2 nhom khong c6 ¥ nghia théng ké véi p >0,05.
So séanh tiéu chuan vé két qua diéu tri theo YHHD ty 1¢ c6 tac dung cua nhom A
80,0% tuong duong nhém B 74,0%, sy khac biét khong co ¥ nghia thong ké
p > 0,05

Diéu nay cho thay tac dung giam rd rét cac thanh phan lipid mau caa vién
Vinatan. Viéc giam cac thanh phan lipid mau 1a giam VXDM, giam thiéu méau co
tim va giam tai bién mach ndo. Theo Nguyén Lan Viét  Viéc giam cholesterol
huyét twong ciing 1 1am giam huyét &p dong mach” [18].

Két qud ddnh gid theo tiéu chuan YHCT:

Hiéu qua diéu tri theo YHCT & nhdm A tét 62,0% va c6 hiéu qua chiém 22,0 %.
Khong hiéu qua 16,0%. Nhdm B hiéu qua tot 60,0 %. Kha 22,0%, khong hiéu qua
18,0%. Su khac biét két qua sau diéu tri gitta 2 nhom khong c6 y nghia théng ké
vai p > 0,05.

Tiéu chuan danh gia theo YHCT chu yéu Ia triéu chimg co ning va thyuc thé
kham dugc trén 1am sang nhu dai tién nat, an kém, chuéng bung.. sau diéu tri
cac triéu chang nay giam rd rét trén bénh nhan. Giao c6 lam trong ich tho tra
cia Trung Québc c6 néu cong dung dudng vi 1y trudng két hop véi ché xanh co
cdng dung giam béo, giam viém, chira kiét ly, loi tiéu, giai doc [37] vi vay ma
bénh nhan sau diéu tri tiéu hoa tét hon, ty dugc kién van tiéu trir duge dam thap,
sinh dugc khi huyét dudng duoc co nhuc nén bénh nhan d& mét moi, chudng
bung, co thé b6t nang né. Réu ludi trang ban, chat ludi béu nhét ciing duoc cai
thién rd rét.

So sanh hiéu qua diéu tri theo tiéu chuan YHHD va YHCT cho thay két qua
diéu tri triéu chung caa 2 nhém duoc cai thién rd rét, didu ndy thém mot minh

chting cho méi lién quan gitta RLLPM véi chimg dam am cua YHCT.
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Bdng 4.2. So sanh két qud diéu tri chikng dam dm cia vién nang cing Vinatan

véi mét sé thuéc YHCT

. Hiéu qua (%)
Tén thuoc Tac gia ]
Tot va khd | Khéng hiéu qua

Giang chi am Phan Viét Ha [123] 71,55 28,45

HTC1 Tang Bich Thuy [115] 93,3 6,7

Vién nang Cholestin | Nguyén Van Anh [119] | 86,7 13,3

Cao long Pai An Ta Thu Thuy [62] 71,7 28,3

Lipidan D6 Qubc Huong [58] 97,8 2,2

Vinatan Pham Thanh Tung 84,0 16,0

- So séanh hiéu qua diéu tri giita cac thé bénh theo YHCT: Két qua nghién
ctru cua Cao long Pai An cia Ta Thu Thay [62], Luc quan ti thang caa DS Quéc
Huong [130], vién Ha m& ctia Nguyén Thuy Huong [118], Lipidan ctia D& Quéc
Huong [58] déu cho két qua tac dung giam Lipid mau & thé ty hu dam thap cao
hon céc thé khac. Béu nay phu hop véi két qua nghién ctiu caa ching tdi chi tap
trung vao mot thé Ty hu dam thap vi vay két qua tot va kha la 84,0%.

4.5.4. Anh hwéng ciia vién nang cirng Vinatan dén mét sé yéu té lien quan
dén hoi chitng RLLPM:

Panh gia mot s6 yéu t6 lién quan dén hiéu qua diéu tri réi loan lipid mau cua
vién nang cing Vinatan ching t6i c6 mot sé nhan xét:

Vinatan khong 1am thay do6i huyét 4p cua déi tugng nghién ciru sau diéu tri.
Bang 3.39. cho thay huyét 4p ctiia bénh nhan 2 nhém nghién ctu sau diéu tri thay
d6i khong ¢ ¥ nghia théng ké p > 0,05. Hiéu qua diéu tri & nhém bénh nhan c6
tang huyét ap va khong tang huyét ap khéc biét ciing khong c6 ¥ nghia théng ké.

Panh gia tac dung cua thude ddi vai cac thanh phan lipid mau cua 2 nhom
dugc trinh bay ¢ hinh 3.15 cho thdy: Nhém A c6 hiéu qua tét va kha véi nhom
tang TC don thuan 1a 75,0% va TG don thuan 13 84,6%. Tang Lipid mau hdn hop
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1a 84,8%. Nhu vay vién nang cang Vinatan c6 thé sir dung cho céc bénh nhan
tang lipid mau hdn hop, ting cholesterol don thudn va tang triglyceride don
thuan. Theo thé bénh cia YHCT vién nang cung Vinatan dung tét di vai bénh
nhan thé ty hu dam thap.

Mot sé nghién ciru khac ciing cho thay hiéu qua cua bai thudc c6 lién quan
dén thé bénh caa Y hoc cd truyén. Ta Thu Thuay so sanh hiéu qua diéu tri caa cao
long Pai an trén 3 thé bénh y hoc cb truyén, thudc cd tac dung tét nhat véi thé
dam troc w tré 48,3%, ty than duong hu 1a 29,2% va can than am hu la 22,5%
[62].

Theo ly luan cia YHCT: Ty 1a ngudn gdc sinh dam, ty hu khong van hoa
duogc thay thap & dong lai trong kinh mach tang phu 1au ngay chinh 1a dam troc
sinh bénh, vi vay céc bai thuéc YHCT c6 tac dung chinh Ia tiéu thuc kién ty loi
thap déu cho két qua tét & thé ty hu dam thap. Ty duoc kién van s& tiéu trir duoc
dam thap & dong trong kinh mach tang phu, sé& trir duoc cac chiing bénh do dam
thap gay nén.

Nghién ctu caa P& Qudc Huong va cong su diéu tri cho 55 bénh nhan roi
loan lipid méau bang bai thudc “Luc quan ti thang” cho két qua tét véi thé ty hu
dam thap [130].

Panh gia két qua theo phan loai Y hoc cb truyén, Nguyén Thiy Huong va
cong su da “Nghién cuiru tac dung cia vién nén “Ha mo” trong diéu tri hoi chung
rbi loan lipid mau”, cho biét thé ty hu dam thap cd muc d6 giam TC 1a 14,7% va
LDL-C giam 21,9%, t6t hon so voi thé can than hu c6 mac giam TC 12% va
LDL-C 17,3% [118].

T6m lai: Vién nang cang Vinatan c6 tac dung diéu chinh rdi loan lipid méau
trén 1am sang va trén thuc nghiém. Nhiéu nghién ctu khac ciing da chirng minh
polyphenol ché xanh han ché su peroxi hoa lipid & mang hong cau va huyét thanh

dong vat thi nghiém. Mot s6 nghién ctiu trén chat chiét thd cua ché xanh ciing ¢6
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tac dung lam giam mét cach co ¥ nghia néng d6 cholesterol, giam ty 16 VLDL-C
va LDL-C /HDL-C trong huyét thanh chuét thi nghiém.[81],[ 82].

Pham Thién Ngoc va cong su [37] da danh gia tac dung cua bot polyphenol
chiét tir ché xanh trén su réi loan lipid & tho ubng cholesterol va trang thai chong
oxy hoa ¢ tho bi chiéu xa cho thay:

+ Bot polyphenol chiét tir ché xanh c6 tac dung han ché réi loan chuyén hoa
lipid va peroxy hoa lipid thong qua viéc lam giam muc tang glycerid, cholesterol
toan phan, cholesterol va lipoprotein ty trong thap va MDA trong huyét twong tho
thi nghiém. Tac dung rd nhét trén roi loan chuyén hda lipid thé hién & liéu
150mg/kg/ngay. Hinh anh mé bénh hoc cho thay bét polyphenol ché xanh cé tac
dung lam giam xo vira dong mach.

+ Bot polyphenol chiét xuat tir ché xanh c6 tac dung ting nhanh su phuc hoi
bach cau & mau ngoai vi, giam su bién d6i néng d6 glucose mau, han ché sy
peroxi hda lipid qua viéc giam lwong MDA huyét twong cta tho bi chiéu xa liéu
3Gy. Hinh anh mé bénh hoc ciing cho thdy bot polyphenol ché xanh c6 tac dung
han ché ton thuong gan, than tay xuong ¢ tho bi chiéu xa. Liéu c6 tac dung rd
nhat 14 200mg/kg/ngay trén mé hinh thi nghiém.

Pong thoi két qua cua ching toi ciing phu hop voi két qua nghién cau cua
Pham Thanh Ky vé giao c6 lam cd tac dung ha cholesterol méau theo phuong phap
noi sinh va ngoai sinh [39]. Nghién ctu cia Nguyén Tién Dan vé kha ning ha
cholesterol mau cua dich chiét giao c6 lam (1:1) véi lidu hang ngay 10mg/kg thé
trong chudt co tac dung uc ché sy tiang cholesterol mau ¢ chudt dn cholestrol
mau, giam 71,0% so véi nhom chung [75].

Két qua nghién ctu thuc nghiém cho thay vién nang ciing Vinatan c6 tac
dung t6t trén md hinh noi sinh giam TC, TG, LDL-C. Trén md hinh ngoai sinh
giam LDL-C nhung khong 1am giam TC va TG. Pay ciing 1a mot dau hiéu dinh

huéng cho di sau nghién ctru co ché tac dung caa vién nang cang Vinatan sau
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nay. Két qua nghién ctru trén 1am sang cho thay hiéu qua diéu chinh réi loan lipid
MAu cua Vvién nang cing Vinatan twong duong Simvastatin 20mg/lan/ngay.
4.5.5. Tac dung khdng mong muén caa vién nang cing Vinatan
Pé danh gia tac dung khdng mong muédn cua vién nang cieng Vinatan trén can
lam sang bénh nhan da duoc 1am cac xét nghiém trudc va sau diéu tri, danh gia
chtrc ning tao mau (s6 luong hong cau, huyét sic td, bach cau, tiéu cau). Mot sb
xét nghiém sinh hoa: Glucose, ure, creatinin, bilirubin va enzym gan.

Téac dung cuia vién Vinatan trén cac xét nghiém sinh hoa:

- Sau 60 ngay ubng vién nang cung Vinatan: So sanh trudc va sau diéu tri:
Nong d6 Glucose mau nhém A giam 8,0% so Véi trude diéu tri, nhung su khéac
biét ndy chua c6 y nghia thong ké p > 0,05. Nong do Glucose nhém B it bién
dong, su khac biét so véi trudce diéu tri khong co ¥ nghia thong ké. Mot sé nghién
ctru khéc trén thuc nghiém cua Pham Tuan Anh [79], trén 1am sang ctia Vi Thi
Thanh Huyén. [131] va nghién ctu 1am sang cia Pham Thanh Tung [127] cho
biét vién Giao c6 lam 500mg c6 tac dung giam chi s Glucose mau (15,5%),
nhung trong nghién ciru ndy chi giam 8,0% c6 I do liéu luong cua giao co lam
350mg/vién Vinatan da anh hudng dén két qua giam Glucose trong méau. Trong
nghién ciu nay chang toi chi tap trung vé van dé giam lipid mau.

Sau 60 ngay diéu tri, chi s6 enzym gan & nhdm A so véi trude diéu tri thay
d6i khong co y nghia thdng ké véi p > 0,05. Biéu nay cho thay Vinatan c6 tinh an
toan chua thay gay doc véi té bao gan. Ddi voi bénh nhan RLLPM c¢6 nguy co
bién chuang tim mach ngoai ché do an, tap luyén thi viéc ding thudc kiém soat
lipid méau 1a mét chi dinh bat budc va thuong phai ding thube kéo dai. Do d6 déi
véi nhitng bénh nhan khéng dung nap statin hozc xuét hién cac tac dung khdng
mong muén thi viéc st dung thudc thao duoc cd tac dung diéu tri hoi ching

RLLPM la giai phap an toan va hiéu qua nhat.
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O nhom B hoat d6 enzym AST sau diéu tri ting hon so véi nhém A nhung
su khac biét trude va sau diéu tri khong co ¥ nghia thong ké p > 0,05. Cac chi s6
khac: Ure, creatinin, ALT, bilirubin thay d6i sau diéu tri cia 2 nhdm khéng c6 sy
khac biét c6 ¥ nghia so véi trude diéu tri.

Tac dung cia Vinatan trén cac xét nghigm huyét hec:

Sau 60 ngay diéu tri s6 lugng hong cau, huyét sic t, tiéu cau, bach cau so
sanh véi trude diéu tri thay d6i khong co y nghia thong ké p > 0,05. Trong nghién
ctru ctia L& Thi Lan c6 tang cac chi s6 hdng cau, tiéu cau va huyét sic to nhung
trong gigi han binh thuong cia nguoi Viét Nam [124]. C6 I& giao ¢6 lam chi c6
tac dung ting & mot s6 truong hop giam cac thanh phan nay, khong lam thay doi
c4c chi s6 nay ¢ nguoi binh thuong.

Téac dung khdng mong muén caia vién nang cing Vinatan trén 1am sang

- Pé danh gia tac dung khéng mong mudn cua vién nang cing Vinatan trén
lam sang, chang toi 1ap phiéu theo di céc triéu chiing ngd doc thudng gap trén
lam sang trong qua trinh udng thudc nhu mét moi, chan an, man ngaa, rdi loan
tiéu hoa, budn nén hoic nén, suy giam ham mudn tinh duc va triéu chang bat
thuong khéc.

Trong 2 thang uéng thudc khong thay bénh nhan ndo trong nhém A than
phién vé mui vi caa thudc, khdng c6 bénh nhan nao bi man ngta, réi loan tiéu
hoa, mét moi, dau dau, budn ndn, ndn hodc suy giam ham muén tinh duc. C6 2
bénh nhan cé cam giac khd miéng nhung khéng can dung thudc, co I8 do tac
dung t&o thap trir dam cua Giao cb lam. P6i vai bénh nhan ching dam thap con
nhe mai méc khi udng thudc da c6 cam giac nay. Nhém B c6 3 bénh nhan xuat
hién mét moi, chan an. Ngoai ra chung t6i chua nhan thay tac dung khéng mong
muén nao khac.

Tom lai:

- Khi vao co thé thude duoc chuyén hoa va dao thai cha yéu qua gan va than.
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Két qua nghién ctu cho thay sau 60 ngay dung thudc bénh nhan khéng cé
nhitng biéu hién bt thuong trén 1am sang va trén cac xét nghiém ciling hoan toan
binh thudng. Cac chi sé xét nghiém nhu men gan, chtc ning than, cac chi s vé

huyét hoc trude va sau diéu tri thay d6i khong c6 ¥ nghia théng ké véi p > 0,05.
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KET LUAN

1- Vién nang cing Vinatan la ché pham an toan cé nguén géc tir durec ligu.

- Vi liéu téi da c6 thé cho chudt udng 25,0g/kg ttc, gap 34,72 lan liéu tdi da
du dinh dung vién Vinatan trén ngudi, khéng cé biéu hién doc tinh cip sau 7
ngay theo dbi, khdng cé chudt chét trong 72 gid sau udng thude do d6 chua xac

dinh duoc LDso cta vién nang Vinatan.

- Vién nang cting Vinatan khong gay doc tinh ban truong dién trén chuot
cong khi cho chugt uéng lidu 0,36g/kg/ngay va liéu cao gap 3 lan (1,080g
/kg/ngay) trong 4 tuan lién tuc. Theo d&i vé tinh trang chung, can ning, chuc
nang ta0 Mau, chirc nang gan, muc do huy hoai té bao gan, chirc nang than va mo
bénh hoc gan, than déu nam trong giéi han binh thuong, khdng c6 sy khac biét rd
rét so vai 16 chung.

2 — Vién nang cizng Vinatan c6 tac dung diéu chinh RLLPM trén md hinh ngi
sinh va ngogi sinh:

- Trén md hinh RLLPM ngoai sinh vién nang ctng Vinatan lam giam céc chi s6
LDL-C va lam tang chi s6 HDL-C & thoi diém sau 2 va 4 tuan uéng thubc, khong
lam giam TG va TC, khong lam tang enzym gan AST, ALT.

- Trén mo hinh noi sinh vién nang cang Vinatan lam giam nong do triglyceride,
cholesterol toan phan, va non-HDL-Cholesterol.

3- Viénnang cing Vinatan c6 tac dung diéu chinh RLLPM trén 1am sang:

- Sau 60 ngay diéu tri vién nang cang Vinatan c6 tac dung giam 23,53%
nong d6 CT, nong d6 TG giam 23,85 %, LDL-C giam 32,83%, va HDL-C ting
11,82%.

- Hiéu qua diéu tri theo YHHD & nhém ding vién nang cing Vinatan (nhém
A) dat hiéu qua tot 58,0% va cd hiéu qua chiém 22,0 %, khdng hiéu qua 20,0%.
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Nhém chtng 1am sang ding Simvastatin (nhdm B) dat hiéu qua tét 56,0%, c6
hiéu qua 18,0%, khdng hiéu qua 26,0%.

- Vién nang cang Vinatan cai thién tét triéu chimg co ning thé ty hu dam
thap, hiéu qua diéu tri tot 62,0% c6 hiéu qua 22,0%, khéng hiéu qua 16,0%.

- Chura thdy tac dung khdng mong muén trén 1am sang va can 1am sang thé
hién qua céac xét nghiém huyét hoc, sinh hoa trude va sau diéu tri thay ddi khong

c6 ¥ nghia thong ké p > 0,05.
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KIEN NGHI

- Két qua nghién ctu trong luan &n cho thay vién nang Vinatan 1a thuc thi
ngudn gbe duoc liéu co tinh an toan cao trén thuc nghiém va trén 1am sang, c6 tac
dung tét trong diéu tri hoi chang réi loan lipid mau, dang vién nang dé sir dung,
c6 thé tiép tuc nghién ciru thir nghiém 14m sang giai doan 3.

- Nghién ctu 1am sang véi sé lwong bénh nhan 6n hon vé tac dung diéu tri
hoi chimg RLLPM d6i véi cac thé khac caa YHCT, tac dung giam duong huyét
va phong VXDM.
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