PAT VAN PE

R&i loan lipid méu (RLLPM) Ia mét trong nhitng nguyén nhan
dé lai di chang ning va gay tir vong 16n nhit hién nay. Té chic
YTTG cho rang nguyén nhan tir vong ¢ cac nudc co nén kinh té
phat trién 1a bénh tim mach c6 lién quan dén VXPM chiém
45%, tai bién mach vanh 1a 32%, tai bién mach néo 1a 13%.

Viéc diéu tri ¢d hiéu qua hoi ching réi loan lipid mau sém sé
han ché dugc su phat trién caa bénh vita xo dong mach va ngin
chan dugc bién chiing cua né. Bé giam lipid mau thi viéc thay
d6i ché d6 an, tang cuong hoat dong thé luc 1a nhiing bién phép
rat quan trong cing véi viéc sir dung cac thudc c6 tac dung ha
lipid mau.

Nhom nghién ctru cua Pham Thanh Ky da xay dung quy trinh
bao ché vién nang cung Vinatan tir cao khé Giao c6 lam va
polyphenol caa 14 ché xanh. DBé danh gia tac dung ha lipid mau,
dé tai duoc thuc hién vaéi 3 muc tiéu sau:

1- Xdc dinh dgc tinh cdp va ban truong dién cua vién nang cing
Vinatan
2- Ddnh gid hiéu qua cua vién nang cieng Vinatan trén mét sé
chi sé lipid mau ¢ dgng vdt thi nghiém gdy tang cholesterol
mau ngi sinh va ngogi sinh.
3- Ddnh gid hi¢u qua diéu trj va theo ddi tac dung khong mong
muén cza vién nang cing Vinatan trén bénh nhan rai logn lipid
mau.

NHUNG DONG GOP MGl CUA LUAN AN
Y nghia khoa hoc: Véi phuong phép nghién ctiu chat chg, dé
tai da dua ra két qua dang tin cay vé tinh an toan cua vién nang
cing Vinatan dong thoi cho thay tac dung diéu tri hoi chung
RLLPM trén m6 hinh ndi sinh, ngoai sinh va trén lam sang. La
co s& cho nhitng nghién ctu tiép theo ung dung Vinatan trong
phong va diéu tri hoi ching réi loan lipid mau.
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Y nghia thuc tién: Lipid méu c6 vai trd rit quan trong ddi voi
su ton tai va phat trién cia co thé. Tuy nhién maot trong cac
thanh phan lipid mau thay doi bat thuong s& dan tsi bénh ly
chuyén héa, hinh thanh va tién trién VXDM dan dén dot quy va
nhdi mau co tim. P& tai da chang minh tac dung diéu tri hoi
chang RLLPM cua vién nang cing Vinatan ngudn géc thao
dugc, chirng minh tinh an toan trén thuc nghiém va lam sang.
Nhu vy viéc str dung vién nang cang Vinatan c6 thé tan dung
dugc nguodn duoc liéu trong nudc, ¢b hiéu qua diéu tri, d& su
dung, han ché tac dung khéng mong muébn va gia thanh phu hop.
Nhirng dong gop maoi:

Vinatan la ché phdm an toan nguén géc thdo duec

- Vi liéu toi da co thé cho chudt udng 75ml/kg ttc, gap 34,72
lan liéu téi da du dinh dung vién Vinatan trén ngudi, khong co
biéu hién doc tinh cip sau 7 ngay theo dai, khong cé chudt chét
trong 72 gio sau udng thudc.

- Vién nang Vinatan khong gay doc tinh ban truong dién trén
chuot cdng khi cho chugt ubng liéu 0,36g/kg/ngay va lidu cao
gap 3 lan (1,080g /kg/ngay) trong 4 tuan lién tyc. Theo ddi vé
tinh trang chung, can nang, chirc nang tao mau, chirc nang gan,
muc d6 hity hoai té bao gan, chic ning than va mé bénh hoc
gan, than déu nam trong gigi han binh thudng, khéng c6 su khac
biét r6 rét so vaéi 16 chiang.

- Vién Vinatan c6 tac dung diéu chinh RLLPM trén mé hinh
ngi sinh va ngoai sinh:

- Trén md hinh RLLPM ngoai sinh vién Vinatan lam giam céac
chi s6 LDL-C. va lam tang chi s6 HDL-C & thoi diém sau 2 va
4 tuan udng thude, khong 1am giam TG va TC, khong lam ting
enzym gan AST, ALT

- Trén md hinh noi sinh vién Vinatan 1am giam nong do6
triglyceride, cholesterol toan phan, va non-HDL-Cholesterol.
Vién Vinatan c6 tac dung diéu chinh RLLPM trén 1am sang:
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- Sau 60 ngay diéu tri vién Vinatan c6 tac dung giam 23,53%
nong d6 CT, néng d6 TG giam 23,85 %, LDL-C giam 32, 83A)
va HDL-C ting 11,82%. Chua thiy tac dung khdng mong muén
trén 1dm sang va can lam sang.

CAu truc caa luan an:

Luan an gom 130 trang, trong d6 dat van dé 2 trang, tong quan
35 trang, chat liéu, d6i twong nghién cau 16 trang, két qua
nghién ciru 37 trang, ban luan 33 trang, Két luan 2 trang, kién
nghi 1 trang, Cé 131 tai liéu tham khao. Luan an dugc minh
hoa théng qua 54 bang, 22 hinh va so do.

Chwong 1: TONG QUAN

1.1. Hdi ching réi loan lipid mau:
1.1.1. Khai niém vé lipid mau:
- Thanh phan Lipid chinh c6 mat trong mau la acid béo ty do
triglyceride (TG) , cholesterol toan phan (TC): cholesterol ty do
(FC), cholesterol este (CE) va céac phosphollpld (PL). Lipid
khdng tan trong nudc, chung duoc van chuyén trong mau dudi
dang két hop véi protein duoc goi lipoprotein (LP).

Chylomicron (CM) : la LP 16n nhat, dugc tong hop tir ruot
non chira nhiéu TG, TC. VLDL la LP ty trong rat thap, VLDL
duogc tong hop tir acid béo trong té bao gan, mot phan nho do
rudt. IDL 1 LP ty trong trung gian va la chat du con lai sau khi
chuyén hoa VLDL. LDL c6 ty trong thip, duoc tao thanh tir su
chuyén hda IDL. HDL c6 ty trong cao, tong hop tai gan va thoai
gidng cua VLDL, CM trong mau.
1.1.2. Chuyén hda lipoprotein:
LP duoc chuyén héa theo 2 con duong noi sinh va ngoai sinh
Vv6i sy tham gia cia cac enzym va protein van chuyén: LPL(
lipoproteinlipase), HL (hepatic lipase), LACT (lecithin
cholesterol acyl transferase).
Ngoai sinh: Thirc 4n sau khi chuyén héa, TG va CE dugc tap
hop trong CM di vao tudn hoan tinh mach, TG duoc thuy phan
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thanh céc acid béo khong bao hoa nho xuc tac cua LPL, CM mét
TG duoc goi 1a CM tan du va chuyén vé gan.

Noi sinh: TG va CE cua gan dwoc tdp hop trong cac phan tur
VLDL di vao vong tuan hoan, TG duoc thay phan nhd LPL xuc
tac tao thanh IDL, IDL méat ApoE thanh LDL phan 16n chuyén
vao gan, phan nhé dugc dai thuc bao ¢ thanh dong mach. Khi
dai thuc bao qué tai cholesterol este ching chuyén thanh cac té
bao bot 1a thanh phan cua cac mang vira xo. HDL véan chuyén
cholesterol ti do tir m6 ngoai vi vé gan bai tiét qua mat.

1.1.3. Réi loan chuyén hoéa lipoprotein: Tinh trang ting
lipoprotein ty trong thap, giam lipoprotein ty trong cao, ting
triglycerid huyét twong hau qua la su tao thanh cac mang xo vira
gay tic mach. Nguyén nhan c6 thé do nguyén phat hoic thir
phét sau cac bénh dai thao duong, suy giap, béo phi.. hoac sau
st dung mot s6 thudc. Dua trén co s& phan loai lipid mau cua
Fredrickson, nam 1970 WHO da dua ra bang phan loai RLLPM
gom 6 typ theo su thay d6i thanh phan lipid méu.

1.1.4. Piéu tri hi chieng roi loan lipid mau:

Nguyén tic: Ché d6 an va rén luyén thé luc thich hop, diéu
tri nguyén nhan gay tang lipoprotein mau, giam cc nguy co,
dung rleng ré hoic phéi hop thudc.

Thudc diéu tri hoi chimg RLLPM duoc chia 1am 2 nhdm: Thuéc
trc ché hap thu va tiang thai trir lipid (chét tao phirc véi acid mat,
chat tic ché hap thu cholesterol). Thuéc lam giam tong hop lipid
( Céc statin, Acid nicotinic, dan xuat cua acid fibric). Cac thudc
méi (e ché protein van chuyén triglycerid & microsom, tc ché
protein van chuyén cholesterolester..).

1.2. Quan niém ciaa YHCT vé Réi loan lipid mau:

1.2.1. Khai ni¢m, co' ché bénh sinh:

Trong YHCT khong c6 bénh danh réi loan lipid mau, cin cir vao
c4c biéu hién 1am sang thi nd thudc chimg dam am. Pam am 1
cac chat chuyén hoa khong hoan toan cua nuéc do chic ning
van hoa cua ty bi réi loan, tht dic duc goi 1a dam, thu trong
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lodng goi 12 4m. Pam 1a bién chit cua tan dich, su chuyén hda
tan dich trong co thé do 3 tang ty, phé, than phu trach: Ty van
héa hip thu dua 1én phé. Phé tic giang xubng than, than khi hoa
cac chét trong dua 1én phé phan bd toan than, chat duc duoc dua
xudng bang quang va thai ra ngodi. Mot trong 3 tang nay co
bénh déu c6 thé sinh dam am. Pam am thugc ty 1a ching quan
trong nhét trong co ché sinh dam am.

1.2.2. Méi twong quan giira RLLPM va chirng dam am:

Y hoc hién dai coi hoi chung réi loan lipid mau 1a mot réi
loan chuyén hoéa lipid c6 lién quan dén tudi tac, su an uéng, hoat
dong thé luc, chuyén hoéa va di truyén. Y hoc cb truyén coi
chimg dam thap c6 lién quan dén sy luu thong cua thay dich, su
manh yéu cta tang ty, phé, than. Nguyén nhan cd thé do tién thién
bat tuc (di truyén, bénh bam sinh), ché d6 an udng, sinh hoat, it
van dong thé luc va su 130 hoa.

1.2.3. Piéu tri chirng dam am
Tir co ché bénh sinh ma dé ra nhitng nguyén tic diéu trj sau:
Ching dam am co dic diém ban hu, tiéu thyc vi vay diéu tri can
theo nguyén tac cap tri tiéu, hodn tri ban hoac tiéu ban dong tri.
Tri ban thi dam tiéu hodc ‘tri dam tién tri khi, khi thuan thi dam
tu tiéu ”.

Diéu tri ddm gdém c6 3 phuong phap: Hoa dam, tiéu dam va
diéu dam. Bénh nhe dung hoa, bénh nang dung tiéu, dam & mot
chd khong ra dung phép diéu dam.
1.3. Thude YHCT dwoc nghién ciu diéu tri RLLPM:
C6 nhiéu nghién cau vé cac vi thudc va bai thude diéu tri hoi
chang rdi loan lipid mau trén thyc nghiém va Iam sang. Nghién
ctru doc vi: ché xanh, toi, ché day, nan nghé, nguu tét.... Nghién
ctru bai thudc nhu Nhi trin thang, Ban ha bach truat thién ma
thang, Giang chi tiéu khat linh... Cac vi thubc va bai thube déu
cho két qua c6 tac dung diéu chinh réi loan lipid mau tuy & mic
do khac nhau.
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1.4. Tong quan vé thudc nghién ciu :
Vién nang ctimg Vinatan 500mg dugc san xuit tir duoc liéu Giao
cd lam va Ché xanh: Bot cao kho Giao c6 lam 350 mg, bot
polyphenol ché xanh 150mg va ta duoc vira da 1 vién,
Giao co lam

Theo YHCT: Gi4o cb lam vi ding tinh han vao kinh can, phé,
c0 tac dung thanh nhiét, giai doc, chi ho, trir dom.
Nhiéu nghién ciru da cho thdy Giao c¢b lam ding an toan vi khdng
gay doc tinh cap va doc tinh ban truong dién. Giao cd lam co tac
dung ha cholesterol mau trén mé hinh néi sinh va ngoai sinh.
Ché xanh: Theo YHCT ché c6 vi dang chat, tinh mat, c6 tac
dung thanh nhiét, tiéu thuc, loi tiéu, lam cho dau ndo dugc thu
thai, khoi chong mat xay xam, bt mun nhot, cam ta ly.
Pham Thién Ngoc, Nguyén Thanh Duong va mét sé tac gia
khac di ching minh Ché xanh c¢6 tac dung chéng phéng xa va
lam giam cholesterol mau, giam muac do vita xo dong mach
trén dong vat thuc nghiém.

Chuong 2
CHAT LIEU, POI TUQNG, PHUONG PHAP
NGHIEN CUU

2.1.NGHIEN CUU THUC NGHIEM:
2.1.1. Chat ligu nghién ciru:
- Thudc nghién cau: Vién nang cing Vinatan 500mg, dugc san
Xuat tai cdng ty c6 phan san pham thién nhién Vinacom.
- Thubc ddi ching: Vién nén Atorvastatin 20mg (STADA- Viét
Nam)
2.1.2.Pdi twong nghién cieu: Chudt nhit tring ching Swiss,
chudt cong tring ching Wistar, dat tiéu chuan nghién cau do
cac trung tam nudi dong vat thi nghiém cé uy tin cung cap.
2.1.3. Phuong phap nghién ciru
Xac dinh déc tinh cdp: Nghién ctu doc tinh cap va xac dinh
LDso ctia Vién nang ctiing Vinatan trén chudt nhit tring bang
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duong ubéng. Theo Db Trung Pam va Poan Thi Nhu
Xdc dinh djc tinh ban trwong dién: Theo phuong phap xac dinh
doc tinh ban truong dién cua PO Trung Pam
M6 hinh gdy tang cholesterol mau ngogi sinh: Ap dung md hinh
cuia Nassiri va cong su, Bo sung acid cholic va PTU.
M6 hinh gdy tang cholesterol mdu néi sinh: St dung va diéu
chinh mé hinh gy ting lipid mau ndi sinh bang P407 theo
Millar va cong su.
2.1.4. Pia diém thuc hién:
B mon Duoc 1y, truong Pai hoc Y Ha Noi.
2.1.5. Xir ly s6 liéu: Theo phuong phap thong ké y sinh hoc.
Kiém dinh céc gi trj bang test t-student hodc test trudc - sau.
Quy udc (so voi 16 chung)
*p <0,05; **: p<0,01;***: p<0,001
2.2. NGHIEN CUU LAM SANG
2.2.1. Chét liéu nghién cteu:
- Vién nang cing Vinatan 500mg. duoc san Xuét tai cong ty ¢o
phan san pham thién nhién Vinacom
- Thudc ddi chung: Vién nén Simvastatin 20mg thuéc nhom
statin san xuat tai Pharmascience Inj Canada.
2.2.2. Poi twong nghién ciu: Gom 100 bénh nhan dugc chan
doan xac dinh RLLPM va chimg dam am thé ty hu dam thap
dén kham va diéu tri tai bénh vién Tug¢ Tinh. Bénh nhan duoc
kham 1am sang, lam xét nghiém, ghi vao phiéu nghién ciu.

2.2.3. Phwong phap nghién cwu:

- Phuong phép tién ctu, thir nghiém 1am sang c¢6 so sanh
trudc sau diéu tri va so sanh nhém nghién ciau (A) véi nhoém ching
(B). C& mau nghién ciru: 100 bénh nhan chia 2 nhém: Nhém A
c6 50 bénh nhan va nhém B c6 50 bénh nhan. Phan bb bénh
nhan vao 2 nhém theo phuwong phap ghép cap. Nném A udng
vién Vinatan 500mg ngay 2 lan mdi lan 3 vién sau bira an, udng
trong 60 ngay. Nhom B uéng vién nén Simvastatin 20mg udng
1vién/ 1an/ngay vao budi tdi sau bira in, udng trong 60 ngay. Tét ca
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c4c bénh nhan déu dugc hudéng dan ché do an cho ngudi cb
RLLPM.

Céc chi s6 danh gia tai cac thoi diém Do, Dso, Deo: Chiéu cao,
can nang, BMI, mach, huyét ap, cac triéu chung bat thuong khac
(neu co) Can lam sang Cong thirc mau ( s6 lwong hong cau, bach
cau, tiéu cau, huyét sic t6). Sinh hda méu: Cholesterol, triglyceride,
LDL-C, HDL-C,Ure, Creatinin, Glucose, bilirubin ALT, AST.
2.2.4. Pia diém nghién ciu:

Phong kham Nai tiét, Bénh vién Tué Tinh
2.2.5. Xir ly s6 ligu: Sir dung chuong trinh SPSS16.0. Kiém dinh
C4C gid tri: test y2 va test t-student.

Chwong 3

KET QUA NGHIEN CcUU
3.1.Két qua nghién ciu trén thuc nghiém:
3.1.1 Két qua nghién ciru ddc tinh cip caa vién nang cing
Vinatan
Chuét nhat trang udng thubc thir: vién nang cting Vinatan tir
lidu thap nhat dén lidu cao nhat 75 ml/kg dung dich dam dic,
trong duong 25gam/kg ¢ chudt sau 7 ngay theo ddi. Khdng co
chuot chét trong 72 gio sau udng thudc vi vy chua xac dinh
dugc LDso cua vién nang cung Vinatan trén chudt nhat tring
bang duong udng.
3.1.2. Két qua nghién ciru ddc tinh ban trwong dién caa vién
nang cing Vinatan: Véi muc lidu 0,36g/kg/ngay (16 tri 1) va
1,080g/kg/ngay ( L6 tri 2) khong lam thay ddi co y nghia cac
chi s6 huyét hoc va sinh héa mau.
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Bdng 3.1 Anh hwéng cia vién nang cing Vinatan dén cong
theirc mau chugt

Chisé | L6 chugt | Truwéc uéng | Sau 2 tuan | Sau 4 tuan
Hong cau | Lochang | 7,46 +0,82 |7,17+0,72 |7,49+0,63
(1) Lotril |779+079 |7,76+056 |7,81+0,75

Lotri2 |7,30+088 |7,13+095 |7,31+0,33
Hb (9/L) | L6 ching | 12,99+0,85 | 12,60+0,74 | 12,56 +0,77
Lotril | 12,97+085 |12,07+1,14 | 12,01 +0,36
Lotri2 | 13,41+0,33 |13,16+0,64 | 12,53+0,96
Hematocr | Lo ching | 39,60+ 4,22 | 37,46+ 3,66 | 40,07 2,70
it (%) Lotril | 40,37 +236 |38,55+2,11 | 40,66+ 3,21
Lotri2 | 37,99+2,69 |3568+342 |38,60+3,13
Lo chung | 53,11+ 1,68 | 51,72 +2,01 | 53,55 + 2,01
MCV() M otri1  |5213+449 |4983+383 |5224+3,74
Lotri2 | 52,39 +447 |50,64+317 | 53,05+ 348
Bach Lo chang | 8,75+1,50 |10,72+2,28 | 10,57 + 2,63
cau@)  Fowi1 | 860+1,65 |960+141 |903+128
Lotri2 |856+173 |8,84+193 |9,46+1,30
Ticu Lo ching | 364,90 + 361,10 + 463,50 +
cau(g/l) 67,06 78,86 117,29
Lotril | 403,60 + 410,30 + 427,30 +
126,36 75,99 75,60
Lotri2 | 348,40 + 377,10 + 416,20 +
64,02 121,62 83,43

p>0,05
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Bdng 3.2.Anh hwéng ciia vién nang cing Vinatan dén néng dé
creatinin, bilirubin toan phan, Albumin trong méau chugt.

Chisé | Ldchugt | Trwécuong | Sau2tuan | Sau 4 tuan
Creatinin | L6 chung | 1,07 £ 0,07 1,05+0,10 1,05+ 0,07
(mg/dI) Lotril 1,05+ 0,08 1,04 + 0,08 1,05+ 0,08
Lotri2 1,05+ 0,08 1,04 £ 0,07 1,05+ 0,07
Bilirubin | L6 ching | 13,39 +0,59 | 13,23+0,28 | 13,30 £ 0,50
t.p Lotril 13,34+£0,38 | 13,00+0,51 | 13,39+£0,34
(mmol/l) [LOti2 | 1335£047 |1346%040 | 13,30 0,50
Albumin | L6 chung | 3,89 + 0,26 3,88+ 0,33 3,80+£0,33
(g/dl) |Lotil |400£028 |409%026 |380+0,40
Lotri2 3,94 £ 0,28 3,67 +£0,23 3,80+£0,33
p >0,05

Thay déi vé md bénh hoc sau 4 tudn uéng thuéc

“Pgi thé: Trén chudt 16 ching va 2 16 tri, khong thdy c6 thay
doi bénh ly vé mét dai the cua cdc co quan tim, phoi, gan, lach,
tuy, than va h¢ thong tiéu hoa cua chuot.

\{:h““o ; g )
‘u‘vq’,t“‘,"mw Ty A

- H|nh tha| VI the gan

H|nh 3.3: H|nh thal Vi
thé gan chudt 16 tri 2.
TB gan binh thwong

H|nh 3. 2 Hinh thai vi
thé gan chuot 16 tri 1
TB gan binh thuwong

Hinh 3.1: Hinh thai vi
thé gan chuot 16 ching
Té bao gan binh
thwong
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bl X e f ) 'rf‘ f L
Hinh 3.4 Hinh thai  Hinh 3.5: Hinh thai Hinh 3.6: Hinh
vi thé than vi thé than thai vi thé than
chuét 16 ching chuot 16 tri 1 chuot 16 tri 2
Thén binh Thédn binh thwong  Thdn binh thuwong
thuong

3.1.3. Két qua diéu chinh RLLPM & chudt cong trén mo
hinh ngoai sinh ciia vién nang ctirng Vinatan:

mmol/|

O L N W b U1 OOV

TC TG LDL-C HDL-C
B M6 hinh m Atorvastatin 10mg ® Vinatan 0.12g M Vinatan 0.36g

Thanh phan lipid mau sau 4 tuin udng thudc

Hinh 3.7. Anh hwéng ciia vién nang cirng Vinatan Ién nong
d¢ lipid mdu & mé hinh ngoai sinh sau 4 tudn uong thuoc
(n =10)
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L6 chudt udng vién nang cing Vinatan lidu 0,12g/kg/ngay
va liéu 0,36g/kg/ngay lam giam nong d6 LDL-C (p < 0,01) va
tang ndng d6 HDL-C so vai 16 mé hinh (p < 0,05). C6 xu huéng
lam giam nong d6 TG, TC so vai 16 md hinh (p > 0,05),

3.1.4. Két qua diéu chinh RLLPM & chugt cong trén mo
hinh ngi sinh cua vién nang cirng Vinatan:

Bding 3.3 Anh hwéng cia vién nang cing Vinatan 1én nong dg
lipid mau ¢ md hinh ngi sinh

L6 nghlen TG TC HDL-C Non-
cuu mmol) | (mmolty | (mmolny | HP-C
(n=10/16) (mmol/l)
L6 2: 9,87 + 6,43 £ 4,15+
2,28 £ 0,25
M® hinh 1,33 0,80 0,82
L6 3:
) 9,09 + 542 + 231+0,22 | 311+
Atorvastatin
2,00 1,03 1,01
100mg/kg
L6 4: Vinatan | 7,73 + 6,05 + 2,37+0,36 | 3,68
0,72g/kg/ngay | 1,85 1,21 1,17
L6 5: Vinatan | 7,20 + 5,45+ 241+0,40 | 3,04+
2,16g/kg/ngay | 1,28 0,78 0,82

Vinatan liéu 0,72g/kg/ngay lam giam nong d6 TG (p < 0,01).
Vinatan liéu 2,16g/kg/ngay c6 tac dung giam nong d6 TG (p
<0,001), TC (p <0,05) va non-HDL-Cholesterol (p< 0,01).

3.2. Két qua nghién ciru 1am sang:

3.2.1. Pic diém chung cia doi twong nghién ciru:

Phan b do tudi, gigi va chi sé BMI cac bénh nhan nghién ctu
cua 2 nhom  khéc biét khong ¢ ¥ nghia thong ké p > 0,05.
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Bdng 3.4. Phan bé bénh nhan theo tudi va gidi

Nhom A Nhom B
Tudi Nam Nit Nam Nir
n % % n % n %
40-49 | 4 8,0 4 8,0 5 | 100 | 4 8,0
50-59 | 6 | 12,0 16,0 | 6 | 120 | 9 | 180
60 -69 6 | 120 | 15 | 30,0 | 6 | 12,0 | 14 | 28,0
>70 2 4,0 5 100 | 1 2,0 5 | 100
Cong 18 | 36,0 | 32 | 640 | 18 | 36,0 | 32 | 64,0
P> 0,05
Ty 18 %
0 4 a4 p > 0,05
20 34 34
30 24 22
20
10
0
Binh thudng Thtra can Béo phi dd 1

B NhomA mNhomB

Hinh 3.8. Chi sé BMI truwéc diéu tri ciia 2 nhom
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3.2.2. Két qud thay déi triéu chirng ldm sang sau diéu tri cia 2

nhom:

Bdng 3.5. Thay déi triéu ching 1am sang cia 2 nhom

Trigu Nhém A n=50 Nhém B n=50
Do Dso Do Dso
chiing Het Giam | Khén Hét | Giam | Khon
9, 9,
doi déi
Ning | 30 19/30 | 7/30 | 4/30 | 32 19/32 | 10/32 | 3/32
nd 600 |633 |233 |133 |64% |593 |31,3% |93%
% % % % %
Diy 27 1527 | 8/27 | 427 | 27 14127 | 9/27 4127
chuéng | 54% |556 |[296 |148 |54% |519 |333% |148
% % % %
Chéng | 28 15/28 | 10/28 | 3/28 | 27 16/27 | 9/27 2127
mat 56% |53,6 |357 |10,7 |54% |593 |333% |74%
' % % % %
Mét 35 25/35 | 5/35 |5/35 |36 21/36 | 10/36 | 5/36
moi 70% |714 |143 |143 |72% |583 |27,7% | 139
% % % % %
Dai 19 11/19 | 5/19 | 3/19 |18 12/18 | 4/18 2/18
tien 38% |579 |263 |158 |36% |667 |222% |11,1
nat % % % % %
Chan | 36 30/36 | 4/36 | 2/36 | 36 30/36 | 3/36 3/36
tay 72% |833 |11,1 |56% |72% |833 |83% |83%
lanh % % %
Ludi |41 29/41 | 9/41 | 3141 | 40 30/40 | 5/40 5/40
béu 82% | 70,7 |219 |73% |80% |750 |125% |125
nhét % % %
Mach | 30 22/30 [ 5/30 |3/30 |32 23/32 | 6/32 3/32
hoat 60% |733 |6,7% |100 |64% |71,8 |188% |93%
' % % %
Tong | 246 |166 |53 27 248 [ 165 |56 27
p <0,05 <0,05




15

3.2.3. Két qud thay doi cac chi sé lipid mdu sau diéu tri:

Bdng 3.6. Thay déi cac chi sé lipid ciia 2 nhém

Nhom A Nhém B pA-B

T o | | omony |

TC Do 599 +1,03 591 +1,08 > 0,05
D3y |530£1,03 | |11,51 |5,12+0,91 | |13,36 | >0,05
Deo |4,58+0,84 | |23,53 | 4,72+0,80 120,13 | > 0,05
p Po-so < 0,001 Po-60 < 0,001

TG Do 3,48+1,64 3,47+188 > 0,05
D3y |296+1,82 | |14,94 | 3,10 +1,72 113,25 | >0,05
Dg |265x1,79 | |23,85 |2,77+1,63 | |20,17 | >0,05
D Po-so < 0,001 Po-so < 0,001

LDL- | Do 4,05+1,09 4,02 +0,85 > 0,05

C D3 | 3,45+0,91 | |14,81 | 295096 | 26,61 | >0,05
Deo | 2,72+0,79 | /32,83 |2,81+0,86 | |30,09 |>0,05
p Po-so < 0,001 Po-60 < 0,001

HDL- | Do 1,10+0,16 1,11+0,14

C D3 |1,22+0,18 | 110,91 | 1,14+0,12 12,7 <0,05
Deo | 1,23+0,21 | 111,82 | 1,15+0,15 | 13,6 |<0,05
D | Posn<0,05 Poso > 0,05

Non- | Do 4,89 +1,00 4,80 + 1,04

HDL- | Dy |4,15+1,01 | |15,13 | 3,98+0,93 | |17,08 |>0,05

C Deo | 3,35+0,82 | |31,49 | 3,55+0,83 | |26,04 |>0,05
p Po-60 < 0,001 Po-60 < 0,001
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3.2.4. Két qud diéu tri réi logn lipid mau theo tiéu chudn Iam
sang:

Ty lé % 53 o
60 p (A-B)>0,05
40 26
20
20
0
Hiéu qua t6t C6 hiéu qua Khéng hiéu qua

B NhémA ®ENhém B

Hinh 3.9. Hi¢u qud diéu tri theo YHHD

Ty lé %
80 62 60
60 P(A-B) > 0,05
40 2222 16 _18
20
0
Hiéu qua t6t Cé hiéu qua Khéng hiéu qua

B NhémA ®Nhom B

Hinh 3.10. Hi¢u qud diéu tri theo YHCT
3.2.5. Tac dung khéng mong muén cria vién nang cing
Vinatan: Cac chi s6 sinh hoa va huyét hoc so sanh truéc va sau
diéu tri cia 2 nhom thay ddi khong c6 y nghia théng ké p > 0,05.
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Bdng 3.7.Thay déi chi sé sinh hod sau diéu tri cia 2 nhom

Nhom A (n = 50) Nhom B (n =50)
Chi so X £SD X +SD
Do Dso p Do Deo p
Ure 287 | 501 489 | 492
mmot)y | +112 | +132 | 7005 4102 | w111 |00
Creatinin | 84,39 85,70 84,86 84,29
wmol/) | +1468 | 12,08 |~ %% | +1105 | +1018 | 7000
Glucose | 6,12 5,63 5,92 5,89
mmol/l) | +113 | +098 | 720 | 4126 | +1.04 | 7000
ALT 25,82 | 26,38 28,14 | 28,85
i 2147 |£760 | 709 | £1453 | +1065 | 700
AST 28,57 | 29,06 28,10 | 31,02
iy +787 |+581 |00 | 4773 | £719 [ 7000
Bilirubin | 11,08 | 10,99 1154 | 10,84
@mol/) | +402 | +336 |~ %05 | 1367 | +326 | 7000
p>0,05

Bdng 3.8.Thay doi chi sé huyét hoc sau diéu tri ciia 2 nhom

Nhom A (n = 50) Nhém B (n =50)
Chi s6 X +SD X +SD
Do Deo p Do Deo p

Bach  |6,68 | 635 702|642
cau(al | +164 | 1,30 | 700|117 |+137 | 700
Hong

A 461 | 460 462 | 457
‘(3% £035 | +041 | 90 | £049 |+040 | 7005
Hb 1384 | 138 1341 | 13550
@d) |+135| +112 |79 1143 |+151 | 700
Tiéu 2424 | 250,8 254,04 | 2484
cau (o) | 528 | +450 | 7000 | 45647 | +4650 | ~ 000

p p > 0,05
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Bdng 3.9. Mgt sé triéu chizng khdng mong muén

Nhom A Nhém B Tong
Trigu chiing ’ n=50 _n= 50 _n 100
y S6 [Ty le|sé Ty 16[S6BN [Ty
BN | % BN % 1€ %
Pau co 0 0 0 0 0 0
Mét moi 0 0 2 0,4 2 0,2
San ngta 0 0 0 0 0 0
An kém 0 0 1 0,2 1 1,0
Pay bung 0 0 0 0 0 0
Tiéu chay 0 0 0 0 0 0
Tao bon 0 0 0 0 0 0

Chuong 4: BAN LUAN

4.1. THANH PHAN VIEN NANG CUNG VINATAN TRONG
PIEU TRI HOI CHUNG ROI LOAN LIPID MAU :
S¢ di chang t6i chon Polyphenol ché xanh va cao khd giao c6
lam 1a thanh phan chinh cua vién nang cing Vinatan vi :
Polyphenol ché xanh c6 anh huong dén nong do cholesterol
huyét twong & chudt da duoc nhiéu tac gia nghién ciru. Co ché
giam cholesterol, triglycerid mau cua polyphenol che xanh c6
thé do sy e ché hap thu lipid tir thirc an & rudt va ting cudng
qué trinh thay phan TG thanh acid béo ty do dé oxy hoa
Polyphenol ché xanh thuéc nhom cac flavonoid tu nhién cé
hoat tinh chdng oxy hoéa. Céac polyphenol ¢6 kha ning bién céc
g6c tu do hoat dong thanh cac gbc tro, vi vay duoc goi la céc
tac nhan thu don gdc tw do doc hai dé bao vé co the.
Giao c6 lam (Gynostemma pentaphyllum (Thunb) Makino.
Nhiéu nghién ctu dich chiét cua cay G.pentaphyllum cho thay
cay nay cd tac dung giam lipid mau, chong 140 hoa, diéu tri dai
thao duong va ting huyét 4p. Nghién ciu trén 1am sang diéu tri
rbi loan chuyén hoéa lipid tai mot sé bénh vién & Trung Quéc G.
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pentaphyllum giam luong cholesterol toan phan giam 6,7%

triglycerid giam 12,8 %, LDL-C giam 8,3%, tang HDL-C 8,4%
Vé6i nhitng dic tinh nhu vdy chung t6i da chon két hop

polyphenol ché xanh va cao khd giao ¢o lam la thanh phan cua

vién nang cing Vinatan, véi hy vong ché pham nay c6 thé ting

tac dung diéu tri hoi chung réi loan lipid mau.

4.2. TINH AN TOAN CUA VIEN NANG CUNG VINATAN

Vién nang Vinatan gém 2 duoc liéu Giao cb lam va Ché
xanh. Ché xanh 12 loai thirc udng da dugc ding nhiéu doi nay o
Viét nam ciing nhu trén thé gidi, da c6 nhiéu nghién ciu vé cheé
xanh 1a thirc udng ¢ loi cho sirc khoe.

Giao ¢o lam 1a duoc liéu da duoc nghién cau doc tinh cap
va ban truong dién trén thuc nghiém cho két qua: Khong xac
dinh duoc LD 50, khdng anh hudng dén cong thirc mau va chi
sb sinh hoa cua gan, than va cac té chuc gan, than. Tuy nhién
khi két hop 2 hay nhiéu loai duoc liéu ching c6 thé lam ting
hoac giam tac dung chra bénh hoac gay ra nhitng tdc dung
khéng mong mudn cho ngudi dung. Dé lam rd van dé nay ching
t6i tién hanh thir doc tinh cap va ban truong dién trude khi danh
gia tac dung diéu chinh RLLP méu cua vién nang cang Vinatan
trén 1am sang. Két qua cho thay:

- Vién nang cting Vinatan khong c6 biéu hién doc tinh
cap & liéu 75 ml/kg dung dich d¢am dic, tvong duong 25gam/kg.
Chua xac dinh dugc LDso trén chudt nhét tring cua vién nang
Vinatan bang dudng udng.

- Vién nang cting Vinatan khong gay doc tinh ban truong
dién trén chuot khi cho chudt udng lidu 0,36g/kg/ngay (liéu co
tac dung twong duong liéu ding trén ngudi) va liéu cao gap 3
lan trong 4 tuan lién tuc.

43. TAC DUNG PIEU CHINH RLLPM CUA VIEN NANG
CUNG VINATAN TREN THUC NGHIEM

4.3.1. Tac dung diéeu chinh lipid méau cia vién nang cing
Vinatan trén md hinh gay réi loan lipid mau ngoai sinh:
Chuing t6i dung Vinatan liéu: 0,12g/kg/ngay (1/3 1an liéu tuong
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duong 1am sang) va 0,36g/kg/ngay (liéu tuong duong 1am sang)
trong 4 tuan lién tuc dé danh gia tac dung diéu chinh réi loan lipid
ma&u ngoai sinh, duoc so sanh vdi thude chuan 1a Atorvastatin lieu
10mg/kg/ngay trén chudt cong trang

Vinatan muc liéu thap va cao déu c6 tac dung lam glam nong
d6 LDL-C, va ting ndng d6 HDL-C. Khong lam giam ndng do
TG, TC so véi 16 m6 hinh.

Két qua giam LDL-C cua Vinatan (32,51%) cd thap hon cua
Bot polyphenol che xanh (35,7%) cua Pham Thién Ngoc. S¢ di
c6 sy khac nhau d6 co thé do thoi gian nghién ctu Bot
polyphenol ché xanh dai hon (45 ngay), mat khac thu hai ché
xanh va duoc liéu néi chung & thoi gian va dia diém khéc nhau,
diéu kién khi hau, thé nhudng o timg ving khac nhau ciing c6
thé anh huong dén chét luong cia duoc lidu.

4.3.2. Tac dung diéu chinh lipid mau cia vién nang cing
Vinatan trén md hinh gay réi logn lipid mau ngi sinh:

Chung tdi chon Vinatan lidu 0,72g/kg/ngay (twong duong lidu
1am sang) va liéu 2,16g/kg/ngay (gap 3 lan liéu 1am sang).

Do néng d6 TG ting cao & 16 chudt tiém mang bung P-407g,
khong tinh dugc ndng do LDL-C theo cong thiic Fridedewald.
Vi vay chi s non- HDL-C duoc dung thay thé LDL-C. Cac
khuyén céo gan day da dua ra chi s6 non- HDL-C nhu mét dich
diéu tri & nhitng bénh nhan ¢ nong d6 TG > 2,26mmol/l.

Vién nang cuang Vinatan ca 2 liéu c6 tac dung giam TG va
liéu cao c6 tac dung giam TC va non-HDL nhung khong lam
tang c¢6 y nghia théng ké dbi vsi HDL. Téc dung giam non-
HDL-C tuong duong tac dung cua atorvastatin 100mg/kg/ngay
44HIEU QUA DPIEU TRI ROI LOAN LIPID MAU CUA
VIEN NANG CUNG VINATAN
4.4.1. Tac dung cua vién nang cing Vinatan cdi thién cac
trigu ching 1am sang: CAc triéu chung co ning va thuc thé cua
2 nhém nghién cru sau diéu tri duoc cai thién rd rét p < 0,05.
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- C4c triéu chiing bung day chudng, dai tién nat, ludi béu nhét,
chan tay lanh dugc cai thién r6 rét ¢ ca hai nhom so véi trude
diéu tri. Piéu nady phu hop vdi nhan xét cua nhiéu nha y hoc
Trung Quédc : Ché xanh gilp tiéu hoa thtrc 3n, giam béo. Theo
YHCT chan tay lanh do ty hu khong van héa dugc thuc an
khong sinh dwoc huyét dich nuéi dudng tang phu kinh mach.
Ché xanh két hop véi giao ¢ lam c6 tac dung tiéu héa thirc an
gilp ty kién van, loi tiéu trir duoc thip dam s& lam giam duoc
c4c trieu ching mét moi, chan tay lanh, diy bung, dai tién nat,
co thé nang né.
4.4.2. Tac dung cra vién nang cieng Vinatan trén cac chi sé
lipid mau
- Nong d6 CT:
Sau diéu tri 30 ngay va 60 ngay Vinatan 1am giam chi s6 CT rd
rét so véi trude didu tri voi p < 0,01 (11,51 % va 23,53%).
Nhém B sau diéu tri giam 13,36 %, 20,13% tai thoi diém ngay
thir 30 va 60, giam so Vi trude diéu tri c6 y nghia thong ké
(p < 0,01). Két qua nay cho thiy vién Vinatan c6 ty Ié giam CT
twong duong vién Simvastatin. Sy khéc biét gitta 2 nhém khéng
c¢6 ¥ nghia thong ké p > 0,05. So sénh hiéu qua giam TC cuaa
vién Vinatan (23,53%) tuong duong véi vién Lipidan cta D
Quéc Huong 22,13.
- Nong d6 TG:

Nhém A sau 30 ngay, 60 ngay diéu tri TG giam so voi trude
diéu tri c6 y nghia thong ké véi p < 0,001 (27,80%, 23,85%).

Nhém B sau 30 ngay, 60 ngay diéu tri giam lan luot 25,21%,
20,17% ,giam c6 y nghia thong ké vai p < 0,001.

Nhu vay vién nang cung Vinatan c6 tac dung giam TG tuong
duong vién Simvastatin va giam vao ngay thar 30, Su kh&c biét
glua 2 nhom khong c6 y nghia théng ké p > 0,05.Cac phan tich
gan day goi y rang tang TG mau la mot yeu t6 nguy co tim
mach doc 1ap. Vién nang cing Vinatan cé tac dung giam TG
tuong duong vién Lipidan caa B3 Qubc Huong 25,7% .
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- Nong d6 LDL- C
Nhém A sau diéu tri 30 ngay va 60 ngay giam lan luot
14,81%, 32,83%, giam co6 y nghia théng ké p <0,01 va < 0,001.
Nhom B sau 30 ngay, 60 ngay diéu tri giam lan luot 26,61%,
30,09%. Nhu vay ngay tha 60 muc giam LDL-C & 2 nhom
twrong duong nhau su khac biét khong co ¥ nghia thong ké p >
0,05. LDL-C con duoc goi 1a cholesterol giy xo vita. Nong do
LDL ting cao thi nguy co VXDPM cang cao. Két qua giam
LDL-C cua vién Vinatan teong duong vai vién nén Dogarlic tra
xanh cua Nguyén Thi Bay 25,23%.
- Nong 6 HDL-C
+ Nhom A sau 30 va 60 ngay dicu tri ting 10,91%, 11,82%,ting
S0 V&i trude diéu tri c6 ¥ nghia thong ké p < 0,05.
+Nhom B sau 30 va 60 ngay diéu trj ting 2,7% va 3,6%, su khéc
biét so vai trude diéu tri khong co ¥ nghia thong ké p > 0,05.
HDL-C 14 yéu t6 giam VXPM. Giam HDL-C ting nguy co
bénh ly mach mau. Tac dung tang HDL-C cua vién nang cing
Vinatan twong duong HCT1 cua Tang Thi Bich Thay 10% , cao
hon Trir dam tiéu thap thang 7,8% .
4.4.3. Két qua diéu tri trén 1am sang theo tiéu chudn YHHD
va YHCT:
Két qud theo tiéu chudn YHHD:
- Hiéu qua diéu tri theo YHHD & nhém A tét 58,0% va c6 hiéu
qua chiém 22,0 %, khong hiéu qua 20,0%.
- Nhém B hiéu qua tot 56.0%, c6 hiéu qua 18,0%, khong hiéu
qua 26,0%. Su khac biét két qua sau diéu tri gitra 2 nhom khdng
¢6 ¥ nghia théng ké vai p > 0,05. Piéu nay cho thiy tac dung
giam rd rét cac thanh phan lipid méau cua vién Vinatan.
Két qud ddnh gid theo tiéu chudn YHCT:

Hiéu qua diéu tri theo YHCT & nhom A tét 62,0% va co
hiéu qua chiém 22,0 %. Khong hiéu qua 16,0%. Nhoém B hiéu
qua tét 60,0 %. Kha 22,0%, khdng hiéu qua 18,0%. Su khac biét
két qua sau diéu tri gitra 2 nhom khéng c6 y nghia théng ké véi
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p > 0,05. So sanh hiéu qua diéu trj theo tiéu chuan YHHD va
YHCT cho thay két qua diéu tri triéu chiing cua 2 nhom duoc
cai thién rd rét, didu nay thém maot minh ching cho mdéi lién
quan gitta hoi chang ri loan lipid mau véi ching dam am cua
YHCT

4.4.4.Téc dung khdong mong muén crha vién nang cing
Vinatan:

- Sau 60 ngay udng thudc bénh nhan khéng c6 nhiing biéu hién
bat thuong trén 1am sang va trén cac xét nghiém. Céc chi sé xét
nghiém nhu men gan, chiic nang than, cac chi s6 vé huyét hoc
trude va sau diéu tri thay doi khong c6 y nghia thong ké voi
p > 0,05.

KET LUAN

1- Vién nang cing Vinatan |a ché pham nguén géc duwoec ligu
co tinh an toan.

- Véi lidu téi da co thé cho chudt udng 75ml/kg ttc, gap
34,72 lan liéu t6i da dy dinh dung vién nang cung Vinatan trén
ngudi, khdng ¢ biéu hién doc tinh cap

- Vién nang cing Vinatan khong gay doc tinh ban truong
dién trén chuot cong khi cho chudt udng liéu 0,36g/kg/ngay va
lidu cao gap 3 lan (1,080g /kg/ngay) trong 4 tuan lién tuc.

2- Vién nang cizng Vinatan c6 tac dung diéu chinh RLLPM
trén mo hinh ngi sinh va ngogi sinh:

- Trén m6 hinh RLLPM ngoai sinh vién nang citng Vinatan lam
giam cac chi s6 LDL-C (p <0,01). va lam ting chi s6 HDL-C c6
¥ nghia thong ké p <0,05, khong lam giam TG va TC, khéng
lam tang enzym gan AST, ALT

- Trén md hinh nai sinh vién nang cing Vinatan lam giam nong
do triglyceride (p <0,001), cholesterol toan phan (p <0,05), va
non-HDL-Cholesterol c6 y nghia thong ké p < 0,01.

3- Vién nang citng Vinatan c6 tac dung diéu chinh RLLPM
trén 1am sang:
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- Sau 60 ngay diéu tri vién nang cang Vinatan c6 tac dung giam
23,53% nong d6 CT, ndng d6 TG giam 23,85 %, LDL-C giam
32,83%, va HDL-C tang 11,82%. (p <0,01)
- Chua thay tac dung khéng mong mudn trén 1am sang va can
I&m sang.

KIEN NGHI

- Vién nang cang Vinatan co tinh an toan trén thuc nghiém va
1am sang, c6 tac dung tét trong diéu tri hoi chung RLLPM, dang
vién nang dé sir dung, tiép tuc nghién ctu trén 1am sang giai
doan 3.

- Nghién ciu 1am sang vé tac dung dicu tri hoi ching RLLPM
dbi véi céc thé khac cua YHCT, tac dung giam duong huyét va
phong VXbM
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