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PAT VAN DE

R&i loan lipid méau (RLLPM) 1a yéu té quan trong cho viéc hinh
thanh va phat trién ctia bénh vira xo dong mach (VXDM), bénh dong
mach vanh (BMV), dong mach ndo..VXDPM da gay ra nhiéu bién
ching nghiém trong de doa dén tinh mang con ngudi nhu: ting huyét
ap, nhdi mau co tim, tai bién mach mau n3o...Bénh dong mach vanh
va bénh ly vira xo dong mach la cac nguyén nhan gy tur vong chinh
& cac nude phat trién va ty 1é tir vong ngay mot gia tang.

O My, hang nim c6 khoang 1 triéu ngudi chét vé bénh ly tim
mach, trong d6 tir vong lién quan t6i VXBM chiém 42,6%. Theo sb
liéu ciia To chie Y té Thé gidi, nam 2010, Viét Nam c6 100.000 nguoi
tir vong do bénh DMV va dir bao dén nam 2020, cac bénh tim mach va
dac biét 1a VXDM sé tré thanh nguyén nhan hang dau ganh nang bénh
tat trén toan Thé gidi.

Bai thudc nghién ctu gom: Tran bi, Bach linh, Mdc huong nam,
Ngil gia bi, Xa tién tir, Ban ha ché, Hau phac nam, Son tra, Sinh
khwong. Bai thubc da dugc nghién ciru, san xuat dudi dang vién nang
va ki hiéu 1a “Lipidan”.

Muc tiéu caa dé tai:

1. Xdc dinh déc tinh cap va déc tinh bdn trieong dién cia vién
nangLipidan.

2. BPanh gia tac dung cua vién nang Lipidan trén md hinh gay
réi logn lipid mau thuc nghiém.

3. Ddnh gid tic dung Cia vién nang Lipidan trong diéu tri roi
logn lipid mau ¢ nguoi.

Y NGHIA THUC TIEN VA PONG GOP MG1 CUA LUAN AN

P& tai tién hanh diéu tri trén mot bénh ly ma ty 1é gap trong cong dong
gap tuong dbi cao. Diéu tri bang y hoc hién dai ciing dem lai hiéu qua,
song con gay nén mat sé tac dung phu (dau co, réi loan tiéu héa....) va gia
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thanh cao. Do vay, Viéc tiép tuc tim kiém cac thudc mai, thube cd ngudn
gdc tir thao duoc ¢ hiéu qua, an toan, gia thanh ré van 1a nhu cau can
thiét, 1a huéng nghién ciru dang dugc cac nha khoa hoc quan tam.

Cong trinh khoa hoc ciia luan an nghién ciru mot cach kha hé thong
chat chg, ca tién 1am sang va 1am sang mot dang vién nang maéi c6
thanh phan gdm chin vi thuéc YHCT sin c6 trong cong dong ding
trong diéu tri rdi loan m& mau.

Két qua nghién caru dé tai gop phan ching minh gia tri thuc té cua
YHCT, mét san pham cua nén vin hoéa phuong dong, gop phan anh
huang tich cuc téi truyén thong van hoa, khuyén khich long tu hao dan
toc, gitr gin ban sic van hoa dan toc, nang cao suc khoe cong dong.

Viéc nghién ctu ng dung bai thubc YHCT trong diéu tri, gop phan
lam sang to ly luan YHCT va tung budc hién dai hda YHCT la viéc
lam c6 ¥ nghia khoa hoc, thuc tién.

CAU TRUC CUA LUAN AN

Luan an gdm 125 trang: dat van d& 02 trang, Tong quan tai liéu 36
trang, ddi twong va phuong phip nghién ctu 16 trang, két qua
nghiéncau 36 trang,ban luan 32 trang, két luan 02 trang va khuyén
nghi 01 trang. Luan an c6 154 tai liéu tham khao (75 tiéng Viét, 65
tiéng Anh, 14 tiéng Trung Quéc), 52 bang, 11 biéu do6, 04 hinh, 06
anh, 06 so do va phu luc.

Chuong 1. TONG QUAN
1.1. Rdi loan lipid mau

RLLPM Ia tinh trang rdi loan va/hodc ting ndng do cac thanh phan
lipid trong mau. Hau qua lam tang nguy co bénh tim mach, dot qui.
1.2. Réi loan lipid mau tién phat

Nam 1965, Fredrickson dua vao ky thuat dién di va siéu ly tam
cac thanh phan lipoprotein di chia hoi ching rdi loan lipid méau thanh
5typ (I, 11, 111, 1V, V).



1.2.1. Réi loan lipid mdu thi phit

Yéu t6 anh hudng dén hinh thanh lipid gdm béo phi, 3n qua
nhiéu thirc an chira cholesterol nhu m& va phu tang dong vat, tring,
bo, sira toan phﬁn..., it van dong, hut thudc, uéng nhiéu ruou, rdi loan
noi tiét, bénh gan va than...
1.2.2. Réi loan lipid mdu va bénh Iy tim mach

Theo Kannel, khi cholesterol tang >2,5 g/1 thi nguy co BMV
tang 2,25- 3,25 lan. Khi cholesterol tir 5,2- 6,5 mmol/l thi tix vong do
BMV ting gap d6i. Khi cholesterol tir 5,2- 7,8 mmol/l, tr vong do
BMV ting gap bén.

Mot sb nghién ciru cho thdy, ting huyét 4p va cholesterol
méu c6 tac dung hiép ddng manh trong qua trinh thiic ddy VXDM.
1.2.3. Piéu tri hi chirng roi loan lipid mdu: diéu chinh 16i song, ché
do an uéng, sinh hoat, han ché hodc giam thit, m& dong vat, trimg,
stta... Tranh cing thang than kinh, nghi ngoi.... giam/ bo thubc 14,
tang tap thé duc, dudng sinh, xoa bop. Piéu tri bang thudc: nhom
statin, nhua gén v6i acid mét (resin), dn xuit acid fibric (fibrat), acid
nicotinic (niacin), probucol, thuéc wc ché hép thu cholesterol
(Ezetimibe), D- Thyroxin. Két qua ctia nhiéu nghién ctru cho thay, ha
thip nong do cholesterol mau van 1a phuong phap chu yéu dé phong
va diéu tri bénh tim mach.
1.3. Roi loan lipid mau theo YHCT
* Nguyén nhdn, co ché bénh sinh

- Do 4m thyc bt diéu: dn nhiéu thirc an ngot béo, nhiéu cao luong
mi vi, uéng nhiéu rugu, lam viéc tri 6c qua sirc, lam ton thuong ty vi,
van ho4 thuy thap rdi loan dan dén dam thap ndi sinh.
- Do it van dong thé luc: dam @ tré 1au ngay, khi huyét khong luu

thong, dan dén khi tré, huyét . Thuong khi din dén khi hu, thuong
nhuc dan dén ty hu, ty khi husinh dam tré.
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- Do thét tinh (yéu t6 tinh than): lo nghi hai ty, gian dit hai can; can
moc vuong khéc ty thd 1am t6n thuong ty vi, ty thd hu yéu s& giam hoic
mat kha nang van hod thuy cdc, tan dich ty lai thanh dam thap.

- Do tién thién bét tdc (yéu té thé chét): sach Linh khu thién “Tho
yéu cuong nhu” viét: “Con nguoi ta sinh ra co cuong, c6 nhu, co
cuong c¢6 nhuoe, ¢ dai c6 ngin,coé am co duong”.

* Thé 1am sang theo YHCT

- Ty hu dam thép: chudng, cham ti€u, tay chan té bi, ludi béu co vét
han rang, réu ludi tréng nhén, mach hoat, trAm hoat.

- Ty thén duong hu: co thé mét moi, dau lung, méi géi, U tai, hoa mét,
chong mat, bung ching kho tiéu, lanh bung, uGi béu, réu tréng nhon, mach
tram té nhuoc.

- Am hu duong xung: chéng mit, U tai, ngu it, hay mé, chan tay té
dai, khat nuéc, ludi do, réu ludi vang, mach tram.

- Can than am hu: chong mat, u tai, dau lung, khd miéng, ludi do,
réu ludi vang, mach trAm séc.

- Théap nhiét uat két: co thé béo phi, tirc nguc, chong mit, day bung,
chéan an, mét méi, tiéu vang, dai tién tdo, chét ludi do, réu ludi vang déy,
mach hoat sac.

- Thé khi tré huyét u: tic nguc, kho thd, dau dau, hoa mit chong
mit, dau cd dinh mét chd, chan tay té bi, chét ludi tia hoéc co diém @
huyét, mach vi sap, két dai.

- Can vét héa hoa: dau dau, chéng mat, dé cau gian, mit va mét
d6, miéng kho, nudc tiéu vang, mach huyén.

* Bai thudc nghién ciru

Thanh phan bai thuéc gom: Tran bi, Bach linh, Mdc huong nam,
Ngii gia bi, Xa tién tir, Ban ha ché, Hau phac nam, Son tra, Sinh khuong,

Tran bi, Ban ha, Bach linh c6 tac dung ly khi, téo thap, hoa dam,
kién ty tham thap, Sinh khwong c6 tac dung giang nghich, hoa am va
giai tinh doc cua Ban ha, Hau phac nam tac dung ha khi, tiéu dam,
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am trung tiéu, Moc huong hanh khi, kién ty, Ngii gia bi trir phong
thip, trang gan, b than, Xa tién loi tiéu, khir dam, lgi phé, théng
1am, Son tra c6 tac dung tiéu thyuc tich, hanh & hoa dam. Tong hop
tac dung cua cac vi thudc trén, vién nang Lipidan c6 tac dung kién ty,
tham thap, tiéu thuc 1y khi hoa dam, loi tiéu. Tac dung nay cua
Lipidan da gitp cai thién duoc cac tri¢u chung Iam sang va lam giam
dugc cac thanh phan lipid cua mau.

Chuwong 2.CHAT LIEU, POI TUQONG VA PHUONG PHAP NC

2.1. CHAT LIEU NGHIEN CU'U
2.1.1. Thudc nghién ctru trén thwe nghiém

Vién nang Lipidan Cong ty ¢6 phan BV Pharma: Ap 2 - x4 Tan
Thanh Tay - huyén Ca Chi - Tp. H6 Chi Minh
2.1.2. Thudc ding nghién ciru trén 1am sang

90 bénh nhan nghién ctru dung vién nang Lipidan
2.2. POI TUQNG NGHIEN CUU
2.2.1. Nghién ciru trén dong vt

- Chuét nhit tring (Mus musculus) chung Swiss, khoé¢ manh, ca
hai gidng trong luong trung binh 25 + 2g (dé nghién ciru tic dung
trén lipid mau) va 20 + 2g (nghién ctru doc tinh cip) do Vién Vé sinh
dich t& Trung wong cung cap.

- Chudt cdng tring cé hai gidng, khoé manh, trong luong 150 - 180g

- Tho ching Oryctolagus cuniculus, ca hai gidng, khoé manh,
trong luong 1,8- 2,5 kg do Trung tdm dé- tho Son Tay (Vién chan
nudi) cung cap.
2.2.2. Nghién ciru trén nguoi

90 bénh nhan dugc chan doan xac dinh réi loan lipid mau dugc

di€u tri tai Bénh vién Y hoc ¢6 truyén B cong an.
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* Tjgu chuan chon bénh nhan theo YHHD

Bénh nhan c6 hoi chitng RLLPM thoa man cac diéu kién:

+ CT > 6,5 mmol/l, LDL-C > 4,2 mmol/l

+ Hoac TG > 2,3 mmol/I

+ Hoac CT tu 5,2 - 6,2 mmol/l, HDL-C < 0,91 mmol/l.

Bénh nhan duoc chon vao nghién ciu c6 s6 do huyét ap tam thu
tir 110 - 139 mmHg, huyét ap tam truong 70 - 89 mm Hag.
* Tiéu chudn chon bénh nhan theo YHCT (thé ty hu dam thap va

thé ty than duong hu).
Tu Ty hu dam thap Ty than duong hu
chan
Vong | Iudi béu, c6 vét han ring, réu | ludi béu, réu trang, hinh
trang nhét, hinh thé map thé map
Vin | ndi binh thuong, nho yéu, | néi binh thuong, nho yéu,
noi to noi to

Van | an kém, cham tiéu, tir chi rd | dau lung, moi gdi, U tai,
roi, chuéng bung, t& niang | tiéu dém, hoa mat, chong
chéan tay va than mat, bung chudng, an kém
Thiét | mach hoat, co nh&o tram té, co nhéo

2.2.2.3. Tiéu chudn logi trir bénh nhan ra khéi nghién ciru (YHHD)

- C6 hoi ching RLLPM thtr phat sau cac bénh: thiéu ning giap,
dai thao duong, hdi chirng than hu, suy gan, suy than.

- Réi loan tiéu hoa, phu nir ¢é thai, dang cho con b1, suy dinh dudng,
tam than, dang sir dung thudc anh huéng dén chuyén hoa lipid.

- Méc cac bénh nhiém khuin, bénh cép tinh kém theo.

- Khong chép hanh dung theo tiéu chudn nghién ciru.

- Thuc hién ché d6 n kiéng.
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2.3. PHUONG PHAP NGHIEN CUU
2.3.1. Nghién ciru trén thuc nghiém
* Nghién civu dc tinh cap va ban trwong dién

- Pgc tinh cdp: duge xac dinh trén chudt nhét trang theo duong
udng theo huéng din ciia Bo Y té va To chic y té thé gioi, Bay 16
chudt nhét trang, mdi 16 10 con, dugc udng thudc thir theo liéu ting
dan tir liéu cao nhat khdng gay chét chudt dén liéu thap nhat gay chét
100% chudt, vai thé tich thudc udng hiang dinh mdi lan 0,3ml/10g
can nang, uéng 3 1an/24 gio, cac lan udng cach nhau 2 gio- Lipidan
lidu 0,3g/kg/gio (lidu co tac dung twong duong trén ngudi) va lidu
cao gap 5 1an (1,5g/kg/gid), udng lién tuc trong 6 tuan ciing khong
thiy thay doi vé tinh trang chung, vé chiic phan sinh hoa cua gan,
than va chuc phan tao mau.

Theo ddi tinh trang chung caa chudt va sb lueong chudt chét & mdi
16 trong 72 gio (nhitng chudt chét trong 2 gio dau dwoc mé dé quan
sat dai thé). Sau do tiép tuc theo ddi tinh trang caa chudt dén hét ngay
thi 7 sau khi udng thudc thir. Tinh LDs, theo phwong phéap
Litchfield- Wilcoxon.

- Déc tinh bdan truwong dién: Lipidan liéu 0,3g/kg/gio (liéu c6
tac dung tuwong dwong trén ngudi) va lidu cao gap 5 lan
(1,5g/kg/gid), udng lién tuc trong 6 tuan ciing khong thay thay doi
vé tinh trang chung, vé chac phan sinh héa cua gan, than, chuc
phan tao mau.

Theo ddi can ning, an, ngy, hoat dong, tiéu hda, huyét hoc, héa sinh
chirc nang gan, than, tai cac thoi diém trugc udng thude, sau 2 tuan, 4
tuan udng thudc va sau 2 tuan nging uéng thuée. Quan sét hinh anh dai
thé, md bénh hoc gan va than sau 4 tuan ubng thudc va sau 2 tuan ngimng
udng thudc.



* Nghién cuu tac dung lam giam lipd mau trén thyc nghiém
- Mé hinh gdy roi loan lipid mdu theo co ché néi sinh

+ Lipidan liéu 6,0g/kg: udng Lipidan liéu 6,0g/kg hang ngay,
ngay tht 7 tiém mang bung P- 407 liéu 200mg/Kg.

+ Lipidan liéu 12,0g/kg: udng Lipidan liéu 12,0 g/kg hang ngay,
ngay tht 7 tiém mang bung P- 407 liéu 200mg/kg.

Chuét duoc udng Lipidan, atorvastatin hodc nudc cit trong 7
ngay. Vao ngay thi 7, chudt & céc 16 (trir 16 1) dugc tiém mang bung
P- 407. T4t ca cac chudt dugc nhin an trong 24 gid, uéng nudc ty do.
Ngay tha 8, 24 gio ké tir khi tiém P- 407, tit ca cac chudt duoc lay
mau dong mach canh lam xét nghiém dinh lwong triglycerid (TG),
cholesterol toan phan (TC), HDL- cholesterol (HDL- C). Chi sé non-
HDL- cholesterol (cholesterol khong phai HDL) duoc tinh bang cong
thiee: Non- HDL- C = (TC) - (HDL- C).

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

+ Mo hinh gay ting lipid mau theo co ché ngoai sinh: cho chuot
uéng hdn hop dau cholesterol bao gom: cholesterol, acid cholic,
propylthiouracil (PTU) pha trong dau lac ham luong 10 ml/kg/ngay
trong 4 tuan. Gom 5 16: 16 1 (chimg tring), 16 2 (mé hinh), 16 3
(chimg duong), 16 4 (Lipidan liéu 1), 16 5 (Lipidan liéu 2). Thudc thir
va thudc chimg duong duoc udng sau Lipidan hodc atorvastatin 2 gio
sau khi uéng hdn hop dau cholesterol. Tién hanh can trong luong
chudt & tat ca cac 16 tai thoi diém trudce, sau nghién ctu 1, 2 va 4 tuan
va ldy mau dudi chudt dé dinh luong cac chi sb lipid mau:
Cholesterol toan phan (TC), triglycerid (TG), HDL cholesterol
(HDL- C) va tinh chi s6 non- HDL- cholesterol.
2.4.2.2. Panh gia tac dung cua Lipidan trén ldm sang
* Phwong phap nghién ciru

Tha nghiém 1am sang mé c6 so sanh trude va sau diéu tri.



* Tién hanh nghién ciru

Chon 90 bénh nhan thé ty hu dam thiap (nhém A) va ty than
duong hu (nhém B).

- Bénh nhan duoc kham 2 lan doc lap

- Lam bénh &n: bénh nhan dugc kham 1&m sang, xét nghiém can 1am
sang vao 2 thoi diém trudc diéu tri (Do) va sau 42 ngay diéu tri (Dyy).
* Céch dung thudc (vién nang Lipidan)

- Vién nang Lipidan ham luong 0,54g/1vién.

- Cach dung: mdi ngay dung 9 wen/ngay, chia 1am 3 lan, mai lan
3 vién, udng sau an 30 phat, udng thudc lién tuc trong 42 ngay.
* Trang thiét bi, hoa chat phuc vu nghién ciru

- Dung cu, may moéc: bom kim tiém, pipet, dng nghiém, huyét ap
ké, can ddng hd, may huyét hoc tu dong, méy sinh hoa ban ty dong.

- Hoa chat, kit thur.
* C4c chi sb6 nghién ciu

- Chi s6 khdi co thé, trong lugng co thé, chiéu cao, mach, huyét &p.

- Chi s6 huyét hoc va sinh hoa mau: cong thire méu, chi sé cholesterol,
triglycerid, HDL- C, LDL- C, ALT, AST, ure, creatinin, glucose...
2.4.3. Tiéu chudn ddanh gid két qua
2.4.3.1. Banh gia theo YHHD dya trén can lam sang

Chia 1am 4 loai dua theo tiéu chuan nghién ctu 1am sang cua Bo
Y té Trung Quéc.
- Loai tdt:

+ CT giam > 20%

+ TG giam > 40%

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

+ LDL- C giam < 3,90 mmol/I
- Loai kha:

+CT giam 10% - 20%.

+ TG giam 20% - 40%.

+ HLD- C tang tir 0,120- 0,258 mmol/I.

+ LDL- C giam 3,900 - 4,90 mmol/I.
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- Khéng hiéu qua: khong thay doi cac chi tiéu hoic thay doi it (¢ dudi
muc cac chi tiéu cua hiéu qua kha).
- X4u di:

+CT tang > 10%.

+ TG tang > 10%.

+ HLD- C giam > 0,120 mmol/I1.
2.4.3.2. Banh gia lam sang theo YHCT
- Loai tét:

+ Mach hét hoat, hét tram té.

+ Réu ludi hét tring nhon, hinh thai ludi can dbi.

+ Hét dau dau, chdng mit.

+ Hét té moi, hét nang né.

+ Hét tirc nguc, hét chudng bung

+ Hoat dong binh thuong.
- Loai kha: cac triéu chiang 1am sang giam nhung chua hét han.

+ Mach hét nhu hoan.

+ Réu ludi con trang nhon; chat ludi con béu, con ngan ring.

+ Con biéu hién dau dau, chéng mat.

+ CON cam giac té moi, nang né.

+ COn tirc nguc nhe.

+ Cur dong dd nang né.
- Khéng hiéu qua: c4c triéu ching 1am sang khong thay doi.
- X4u: céc triéu chung khong thay d6i ma con ting 1én.
2.5. Xir Iy s6 liéu

S ligu dwoc nhap bang phan mém Excel 2007 - Microsolf, xir ly
bang phan mém SPSS 16.0. Kiém dinh su khac biét cac gia tri bang
test t - Student va test “trudc- sau”. Su khac biét c6 y nghia thong ké
khi p < 0,05.

S6 liéu thu dugc trong nghién ciru duge xir Iy theo phwong phap
xac suat thong ké y sinh hoc. Str dung cac thuat toan:
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- Tinh ti 16 %, tinh sd trung binh (X )

- Tinh d6 1éch chuan (SD).

- Toan bo s6 lidu thu thap duoc xtr 1y bang chuong trinh SPSS va STATA.
2.6. Dao dirc trong nghién ciru

- Nghién ctru duoc thong qua Hoi dong cham dé cuong nghién
ctru sinh cua truong Pai hoc Y Ha Noi.

- Puoc su déng y cua Hoi déng khoa hoc va dao dirc Bénh vién
YHCT Bo Coéng An - Ha Noi.

Chwong 3. KET QUA NGHIEN CU'U

3.1.KET QUA NGHIEN CUU TREN THUC NGHIEM
3.1.1. Két qua nghién civu djc tinh cdp

- Chudt nhit tring udng Lipidan lidu ting dan tir 17,3 g/kg/ngay
dén 43,2 g/kg/ngay (gép 36,0 lan lidu trong dwong lidu diéu trj trén
nguoi) voi luong udng mdi lan 0,25 ml/10g cin ning, udng 3
1an/24gid, ubng cach nhau 2 gio. Khong co biéu hién doc tinh cip.
3.1.2. Péc tinh bin trwong dién
3.1.2.1. Tinh trang chung va sw thay doi thé trong ciia tho

Béng 3.1. Anh huong cua Lipidan dén thé trong tho

L6 ching(n=12) | LO6tri 1(n=12) | LOtri 2 (n=12)
Thoi gian | Trong %1 | Trong | %1 | Trong | %1
Uéng thuéc| luong | trong | lwong | trong | luong | trong | P
(kg) | lwong | (kg) | lwong | (kg) | lugng
, 2,06 + 2,05+ 2,03+
Truee (1) | 75 17 0,19 0,19 > 005
Sau3tuan | 2,28+ [10,35%| 2,27+ |11,08+| 2,25+ 11,14 +
(2) 0,19 3,96 0,13 4,71 0,16 |5,17 > 0,05
p (1-2) <0,05 <0,05 <0,05
Sau6tuan | 245+ [1895+| 247+ [21,08+| 243+ [2034 ] 0.05
3) 0,19 6,28 0,12 8,07 0,12 8,61 ’
p (1-3) < 0,05 <0.05 < 0,05

Béng 3.1 cho thiy, sau 3 tuan, 6 tudn ubng thude, mirc do gia ting
trong lugng thd gitra cac 16 khac bi¢t khong c6 y nghia, p > 0,05.
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3.1.2.2. Panh gia chirc nang tao madu

Bang 3.2. Anh huéng cta Lipidan dén s lugng HC trong mau thod

Tho gian udng ’Sé lugng héAng.céu (TN )A |
thude L6 chung L6 tri L6 tri 2 p
(n=12) 1(n=12) (n=12)
Trudce (1) 512+0,13 | 531+0,15 | 5,26 £0,23 | > 0,05
Sau 3tuan (2) | 509+0,64 | 528+0,31 | 533+0,17 |>0,05
p(1,2) > 0,05 > 0,05 > 0,05
Sau 6tuan (3) | 5,26 +0,72 | 5,32+0,19 | 5,21 +0,32 |>0.05
p(1,3) > 0,05 >0,05 >0,05
Bang 3.3. Anh hudng cua Lipidan d&én ham lwong HST trong méau tho
Tho gian ] H,am lwong hgyé.t sac th (g/d[) |
uéng thuéc L6 ching Lotril Lo tri 2 p
(n=12) (n=12) (n=12)
Truéc (1) | 10,12+0,91 | 10,72+ 0,55 | 10,2+0,63 |>0,05
Sau 3tuan (2) | 10,24+0,63 | 10,82+ 0,44 | 10,25+ 0,63 |> 0,05
p(1,2) >0,05 >0,05 >0,05
Sau 6 tudn (3) | 10,43+ 0,75 | 10,54+ 0,53 | 10,52+ 0,64 |> 0,05
p(1,3) >0,05 >0,05 >0,05

Béng 3.4. Anh hudng cua Lipidan dén hematocrit trong méau tho

Thoi gian uéng Hematocrit (%)
P L6 chiing Lotril Lo tri 2 p
thudc

(n=12) (n=12) (n=12)
Truéc (1) 0,30+0,03 {0,32+0,07| 0,31+0,14 |>0,05
Sau 3 tuan (2) 1 0,31+£0,02 |0,31+0,03| 0,31+0,23 |>0,05

p (1,2) > 0,05 > 0,05 > 0,05
Sau 6 tuan (3) | 0,31+0,12 [0,32+0,01| 0,32+0,15 |>0,05

p (1,3) > 0,05 > 0,05 > 0,05
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Bang 3.5. Anh huéng cua Lipidan dén SLBC trong mau tho

Tho gian S luong bach cau (G/1)
ubng thube Lo ching Lotril Lotri 2 p
(n=12) (n=12) (n=12)
Trudce (1) 6,17+1,12 | 638+1,71 | 654+1,21 |>0,05
Sau3tuan (2) | 6,42+1,37 | 6,19+1,07 | 6,96+1,37 |>0,05
p (1,2) > 0,05 > 0,05 > 0,05
Sau6tuan (3) | 6,51+1,64 | 6,41+125 | 6,75+2,01 [>0,05
p(1,3) > 0,05 > 0,05 > 0,05

Bang 3.6. Anh huong cia Lipidan ¢én CTBC trong mau tho

Thoi gian Cong thire bach cau (%)
ubng L6 ching (_Ir_1=12) Lotril (r1|_=12) LOtri2 (r1|_=12)
£ run run run
thuéc | Lympho tinhg Lympho tinhg Lympho tl'nhg
Trudc (1) 59,75 |37,12+| 59,16 + [ 36,86 +| 59,64 + | 37,87
+4,18 | 7,23 3,21 8,04 5,21 7,16
Sau3 |59,89+ |37,73+| 59,86+ |37,06+| 59,84+ |37,53+
tuan (2) 4,25 7,18 4,92 6,73 5,21 7,38
p (1,2) >0,05 | >0,05| >0,05 | >0,05 | >0,05 | >0,05
Sau6 | 5899+ |37,25+| 59,40+ |36,93+| 59,56+ |37,74+
tuan (3) 5,02 7,62 4,61 7,37 7,03 5,34
p(3) | >0,05 |>005| >0,05|>005| >0,05 | >0,05

Bang 3.7. Anh huong cia Lipidan dén SLTC cau trong mau thd

S4 lrong tiéu cau (G/1)

P

Thoi gian
udng thudc

L6
ching(n=12)

Lo tri 1 (n=12)

Lo tri 2(n=12)

Truac (1)

301,13+62,56

302,98+75,12

309,13+63,29

>0,05

Sau 3 tuan(2)

303,26+67,11

307,06 + 74,27

305,45+66,47

>0,05

p (1,2)

> 0,05

> 0,05

> 0,05

Sau 6 tuan(3)

303,19+65,53

305,16+ 72,17

307,71+64,57

>0,05
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| p@@3 | >005 [ >005 >005 | |
Két qua tir bang 3.2 dén 3.7 cho thy, sau 3 tuan va 6 tuan udng

Lipidan, tit ca cac két qua xét nghiém cong thirc mau va sinh héa
mau & 10 tri 1, 16 tri 2 so véi 16 ching khac biét khong c6 y nghia
thong ké, p > 0,05.
3.1.2.3. Panh gia doc tinh trén gan

Bang 3.8. Anh huong cta Lipidan dén hoat 46 AST trong mau tho

Hoat 4o AST (UI/I)
Lo Lotril L6 tri 2 p
chang(n=12) (n=12) (n=12)

Thoi gian udng
thude

Trudc (1) 40,78 £7,15 | 40,23 45,98 | 41,43 +£6,58 | > 0,05

Sau 3tuan (2) | 41,08 +6,37 | 40,91 6,72 | 40,22 +7,13 | > 0,05

p(1,2) > 0,05 > 0,05 > 0,05
Sau 6 tuan (3) | 41,21+7,09 | 41,56 + 6,23 | 40,57 +7,23 | > 0,05
p(1,3) > 0,05 > 0,05 > 0,05

Bang 3.9. Anh huong cuia Lipidan dén hoat d6 ALT trong méau tho

Hoat @6 ALT (UI/l)
Lo L6 tri L6 tri p
chirng(n=12) 1(n=12) 2(n=12)

Thoi gian

uodng thuoc

Trudce (1) 39,92 +4,98 | 40,50+5,03 |37,07+£6,01| >0,05

Sau 3tuan (2) | 40,08+5,01 | 40,77 +5,70 | 38,21 +5,76 | >0,05

p(, 2 >0,05 >0,05 >0,05
Sau 6 tuan (3) | 41,39 +5,55 | 42,01+6,03 |37,14+5,12 | >0,05
p(13) >0,05 >0,05 >0,05

Bang 3.8 va 3.9 cho thiy, sau 3 tuin va 6 tuan ubng Lipidan, cac
xét nghiém danh gia doc tinh trén gan trong méau tho ¢ ca 16 tri 1 va
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16 tri 2 déu khong c6 su khac biét c6 y nghia so vai 16 ching va so
sanh giita hai thoi diém truéc va sau udng thude thir (p > 0,05).
3.1.2.4. Anh hwéng cia Lipidan chire ndng thén

Bang 3.10. Anh hudng cta Lipidan dén ndng d ure trong méau tho

Thei gian Ure (mmol/l)
uéng thudc Lo LO tri LO tri p
chting(n=12) 1(n=12) 2(n=12)
Trudc (1) 529+0,22 | 512+0,91 | 492+0,89 | >0,05
Sau3tuan (2)| 5,31+0,38 | 512+0,75 | 501+0,87 | >0,05
p (1,2) > 0,05 > 0,05 > 0,05
Sau 6tuan (3)| 5,27+0,25 | 511+0,98 | 496+0,74 | >0,05
p (1,3) > 0,05 > 0,05 > 0,05

Bang 3.11. Anh huong cta Lipidan dén nong do creatinin mau tho

Thoi gian i Creatmer] (Hmolll) .
) z L6 ching L6 tri Lo tri 2 p
uong thuoc
(n=12) 1(n=12) (n=12)
Trudc (1) 60,32 +9,85 | 61,36 + 7,67 | 60,27 +8,51 | >0,05
Sau 3tuan (2) | 61,05+7,94 |61,53+7,89| 60,74 +8,37 | >0,05
p(1,2) > 0,05 > 0,05 > 0,05
Sau 6 tuan (3) | 60,58+ 8,01 | 62,57 +8,12| 61,43+8,75 | >0,05
p(1,3) > 0,05 > 0,05 > 0,05

Béng 3.10 va 3.11 cho thay, sau 3 tuan va 6 tuan udng Lipidan, &
ca 16 tri 1 va 16 tri 2, ndng do ure va creatinin trong mau thé thay doi
khac biét khong c6 ¥ nghia théng ké so voi 16 chimng. So sanh ndng
d6 ure va creatinin giita cac thoi diém nghién ctru & mdi 16 khong co
su khac biét co6 y nghia, p > 0,05.
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3.2. Tac dung cia vién Lipidan trén thwe nghiém

3.2.1. Tic dung ciia Lipidan trén mé hinh RLLPM theo co ché nji sinh.
Bang 3.14. Tac dung cua Lipidan 1én céc chi s6 lipid mau cta chudt

sau 24 gio tiém P- 407

) Chi s lipid mau ( X + SE, mmol/L)
LO n TG | TC | HDL-C [non-HDL-
(Phan tram thay d6i so vai 16 md hinh)
L6 2:mb 7,79+ 6,45+ 4,37+
: 10 A o i | 2,68+0,23
hinh 084 0,22 0,13
L6 3:
13,9 +0,15" +0,08" .
Atorvastat 10 | 20,97+ 4’70++0’15 3’58++0 08 1,12 +0,17
in 100 179 0%) | (127,1%) | (118,3%) (146.2%)
mg/kg (T »J /70 l 5170 l« s /0
Lo 4: 779+ | 554+ 4,04 +
- ’ ’ ’ 1,50+0,17""
Lipidan | 10 0,77 0,25" 0,22" (127.0%)
6,0 g/kg (10,0%) | (114,4%) | (] 7.6%) e
L6 5: + +0,15" +
Lo 5,70++ 4,80++0,15 3,31++ L4940 12"
Lipidan 10 0,30 0,16 (128.0%)
12,0 g/kg (126,8%) | (125,6%) | (18,2%) e

Chu thich: Khac biét so véi ching trang: ***: p < 0,001

Khac biét so vgi md hinh: +: p <0,05; ++: p<0,01; +++: p < 0,001
S6 liéu tir bang 3.14 cho thay, Lipidan liéu 6,0 g/kg lam giam c6 y

nghia théng ké chi s TC va non- HDL — C, nhung khong lam thay
d6i ham luong TG so vai 16 md hinh. Lipidan lidu 12,0 g/kg ngoai
lam giam c6 ¥ nghia thong ké TC va non — HDL — C con lam giam 1
rét TG so vai 16 mo hinh.
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3.2.2. Tac dung ciia Lipidan trén mé hinh RLLPM ngoai sinh
Bang 3.18. Nong d6 céc chi sb lipid mau tai thoi diém sau 4 tuan NC

L6 NC

n

Nong do céc chi so lipid mau

TG TC HDL -C | Non-HDL-C
Chumg trang
1) 10 | 0,77 £0,02 | 2,29 +0,07 | 0,81 +0,03 | 1,48 +0,08
M6 hinh (2) | 10 | 0,93 +0,04 | 4,29 +0,22 | 1,76 +0,05 | 2,58 40,23
p(2,1) <0,01 <0,001 | <0,001 < 0,001
Atorvastatin
3) 10 | 0,85+0,04 | 3,33 +0,18 | 1,58 +0,09 | 1,75 0,18
p(3,2) > 0,05 <0,01 > 0,05 < 0,05
Lipidan
10 + + + +
0.7g/kg (4) 0,93+0,03 | 3,20 +0,20 | 1,66 +0,04 | 1,62 +0,18
p(4,2) > 0,05 <0,01 > 0,05 <0,01
p (4,3) > 0,05 > 0,05 > 0,05 > 0,05
Lipidanl,4g/k
P G 95110 | 0,95+0,03 | 358 +0.17 | 1,62 +0,06 | 1,97 +0.17
p (5,2) > 0,05 <0,05 > 0,05 < 0,05
p (53) > 0,05 > 0,05 > 0,05 > 0,05
p (5,4) > 0,05 > 0,05 > 0,05 > 0,05

Két qua tir bang 3.18 cho thay:
- Atorvastatin 10 mg/kg thé hién r3 tac dung diéu chinh RLLPM
méu qua giam c6 ¥ nghia thong ké chi s6 TC, Non - HDL - C. TG ¢6

xu hudng giam so vdi 16 mo hinh, khac biét chua c6 y nghia, p>0,05.

- Lipidan ca 2 lidu 0,7g /kg va 1,4g/kg 1am giam rd rét ndng do
TC va Non - HDL - C, nhung khong lam giam TG so v&i 16 m0 hinh.
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3.3. Téc dung ciia vién nang Lipidan diéu tri hgi chirng RLLPM
& nguoi thong qua mot s6 chi s6 1am sang va can 1dm sang

3.3.3. Hiéu qud diéu tri ciia Lipidan théng qua cdc chi sé CLS
3.3.3.1. Sw thay doi mét sé thanh phan lipid méau sau 42 ngdy diéu tri

Tyle (%) = Nhom A
224 -~ 22,3 = Nhom B
22.2 - 22,1 Téng

22 -
21.8 -
21.6 -
214 -
21.2 -

21 -
20.8 -

Biéu do 3.8. Ty 1é giam trén chi sé cholesterol trén bénh nhan NC

Biéu d6 3.8 cho thay, thuéc Lipidan véi ham lwong 0,54g/1vién,
lidu 9 vién/24gidsau 42 ngay diéu tri da lam giam rd rét chi sé
cholesterol toan phanmau so véi trude diéu tri véi p < 0,001.

Ty 18

40
hom A
hom B

30

20

A

ong

10

0

Biéu d6 3.9. Ty Ié giam trén chi so triglycerid trén bénh nhan NC
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Biéu d6 3.9 cho thay, triglycerid mau trung binh sau khi ding
Lipidan 42 ngay, da giam rd rét so véi trude nghién cau, p < 0,001.

Ty 1€ (%) = Nhém A
25 )

20
15
10

5

0
Biéu do 3.10. Ty Ié giam trén chi sé HDL-C trén bénh nhan NC
Biéu db 3.10 cho thay, chi s HDL - C méu trung binh ciia 2 nhém sau

42 ngay diéu tri, di tang cao hon so vdi luc trude diéu tri, p < 0,001.

Ty

Bieu do 3.11. Ty I¢ giam trén chi so LDL-C trén b¢nh nhan NC
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Biéu dd 3.11 cho thay, chi s6 LDL - C nhdm A va nhém B sau 42
ngdy diéu tri da giam rd rét so voi lac trude diéu tri, p < 0,001
3.3.3.2. Két qua diéu tri theo tiéu chudn dé ra

Bang 3.38. Hiéu qua diéu trj theo tiéu chuan YHHD

Nhoém | Nhom A Nhom B Tong
Hieu qua nl| % | n| % | n| % | P

Hiéu qua tot 29 | 645 | 25 | 55,6 | 54 | 60,0 | >0,05
Hiéu qua kha 15 | 33,3 | 18 | 40,0 | 33 | 36,7 | >0,05
Khéng hiéu qua 1 2,2 2 4,4 3 3,3 | >0,05
Hiéu qua xau 0 |00]| 01| 00 |00] 00

D >0,05

Két qua bang 3.38 cho thay, tong sé bénh nhan cé hiéu qua tét va
khé chiém chiém ty 1¢ 12 95,6%. Chi c6 3 bénh nhan diéu tri khdng
hiéu qua chiém ty 1& la 3,3%.

Bang 3.39. Hiéu qua diéu trj theo tiéu chuan YHCT
Nhém | NhéomA | NhomB Tong
Hieu qua n | % | n| % |n]| % | P
Hiéu qua Tot 24 | 533 | 22 | 489 46 | 51,1 | >0,05
Hiéu qua Kha 20 | 445 | 21 | 46,7 | 41 | 45,6 | >0,05
Khéng hiéu qua 1 2,2 2 44 3 3,3 | >0,05
Hiéu qua xau 0 | 00| 0]00]| O0F/O00
p >0,05

Két qua bang 3.39 cho thiy, sau 42 ngay diéu tri, ty 1& bénh nhan

dat hiéu qua diéu tri tot va kha chiém 96,7%.
3.4. Khong thiy tac dung khong mong mudn trén 1am sang
CHUONG 4
BAN LUAN
4.1. Poc tinh cap LDspva dde tinh ban trwong dién cia Lipidan
4.1.1. Péc tinh cip

Nghién ciru doc tinh cap cho thay chudt udng Lipidan licu ting
dan tur 17,3 g/kg/ngay dén 43, 2 g/kg/ngay (Ileu I6n nhat c6 thé cho
chuét nhit trang udng duoc - gap 36,0 lan lieu tuong du:omg lidu diéu
tri trén nguoi, tinh theo hé s6 12), nhung khong c6 chudt nao chét va
khong thay biéu hién bét thuong nao & chuot. Két qua nay chung to
Lipidan c6 doc tinh cap thap. Tur két qua trén cho thay pham vi an
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toan cua Lipidan la rat rong. Diéu nay cho thiy su phdi ngii cac vi
thubc trong bai thudc nghién cau 1a rat hop ly. Vi thé, vién nang
Lipidan chua théy doc va chua xac dinh duoc LD50.

4.1.2. Djc tinh ban trwong dién

Nghlen ctru doc tinh ban truong dién duoc thuc hién bang cach cho
dong vat thi nghiém udng thudc thir hang ngay lién tuc trong mot
khoang thoi gian nhat dinh. Theo WHO, ddi véi mét thude y hoc ¢b
truyén, thoi gian nghién ctru doc tinh ban truong dién phu thuc vao
thoi gian du kién dung trén nguoi. Lipidan dy kién ding 6 tuan trén
nguoi, do vy ching toi tién hanh danh gia doc tinh ban truong dién
trén tho véi hai lidu: lidu 0,3 g/kg/ngay la liéu c6 tac dung tuong
duong trén ngudi (tinh theo hé s6 3)va mot IIeu cao hon gap 5 lan liéu
trén (1,5 g/kg/ngay), udng lién tuc trong 6 tuan. Qua thoi gian nghién
ctru khong 1am anh huong téi su phat trién cua tho. chwa thay bién doi
céc chi s6 huyét hoc, hda sinh méau va hinh anh dai thé, mé bénh hoc
gan, than tho. Két qua nay cho thay Lipidan c6 tinh an toan cao.

4.3. Hiéu qua cia vién nang Llpldan trong diéu tri roi loan lipid
mau ¢ nguwoi thong qua mjt so chi s0 lam sang va can lam sang
4.3.2.2. Hiéu qua diéu tri ciia Lipidan trén cac thanh phan lipid mau

Két qua biéu d6 3.8 cho thdy, trudc diéu tri, chi sb cholesterol
toan phan trung binh ciia bénh nhan nhém ty hu dam thip va bénh
nhan nhom ty than duong hu trong nghién cuu la 6,02+ 0,84
(mmol/l). Sau 42 ngay uong vién nang Lipidan thi ham lugng
cholesterol trung binh 1a 4,68+ 0,50 mmol/l, giam 22,13%. Chi s6
cholesterol trudc va sau 42 ngay diéu tri khac biét ¢ y nghia thng
ké vai p< 0,001.

Triglycerid mau 1a mot chi s quan trong dé tham do vé su can
bang lipid cua co thé va gop phan phan anh nguy co vita xo dong
mach. Két qua biéu do 3.9 cho thay, chi sb triglycerid sau 42 ngay
diéu tri con (1,90+ 0,39 mmol/l) giam 25,7%, su khac biét c6 ¥ nghia
thong ké so vai truge diéu tri (3,19 £ 2,3mmol/l), p < 0,001.

Két qua biéu do 3.10 cho thay, chi s6 HDL- C trung binh truéc diéu
HDL- C 14 1,04 + 0,33 (mmol/l) va sau 42 ngay diéu tri, HDL- C trung
binh 1a 1,22 + 0,24. Nhu vay, chi s6 HDL- C trung binh ting so véi
trudce diéu tri 1a 10,6 %, su khac biét c6 y nghia théng ké vai p < 0,001.

Két qua biéu do 3.11 cho thay chi s LDL- C trung binh truéc
diéu tri 1a 4,0 £ 0,86 (mmol/l). Sau 42 ngay uéng thudc, LDL- C
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trung binh 13 3,04 + 0,49, giam 24,0% so Véi trude diéu tri va su khéc
biét c6 y nghia thng ké véi p < 0,001..

Giai thich cho tac dyng ha mo mau cua thubc Lipidan YHHD,
chdng tdi nhan thay, thudc Llpldan c6 céc vi Son tra, Tran bi, Ban ha
Bach linh, Méoc huwong nam, Hau phac, Ngi gia b, Smh khuong, Xa
tién. Trong do, vi Son tra 1a loai thao dugc phod blen nhat ding diéu
tri Chung benh tang lipid va cholesterol va duoc Xuét hién trong hon
50% cac bai thudc YHCT. Trong nhiéu nghlen ctru da cho théy dich
triét nugc tir Son tra heu dung 3,6g/ngay trong 3 thang da chung
minh dugc lam glam nong do cholesterol, triglycerid, va LDL- C cho
45 tinh nguyéen vién bi tang lipid mau. Tran bi da lam giam lugng
chét béo trung tinh, giam CT va LDL-C dong vat thuc nghi¢m duoc
an ché do c6 cholesterol cao nén da duoc sir dung lam tra UOng cho
nguoi béo phl Ban ha voi thanh phan chinh 1ap- sitosterol c6 tac
dung lam giam cholesterol trong mau, ac ché hap thu cholesterol tir
rudt. Theo nhom tac gia Han Quoc (2006) san pham chiét nudc tir ré
cay Ban ha co tac dyng lam giam can nang, luong TG va acid béo tu
do trong méau chudt Zucker thuc nghiém. Dich chiét tir Hau phac nam
co tac dung lam giam luong triglycerid va cholesterol ¢ gan chuét
duoc nudi bang ché d¢ an giau chat béo trong 6 tuan. Hon hop tinh
dau tao, Hau phac nam va mot s6 vi thude khac co tac dung lam glam
trong lugng ciia chudt céng duoc nudi dudng bang ché do an giau
Chat béo. Sinh khucmg 1a mot vi thubc nhung dong thoi ciing 1a gia vi
rat thuong dung va san pham dich chiét tr Sinh khuo'ng da lam giam
luong trlglycerld va cholesterol trong mau ¢ chuot Cong nuoi ducmg
bang ché do an giau chat béo sau 6 tuan. Ngoai ra san phim nay con
lam tang su nhay cam cua té bao véi insulin. Trong mét thir nghiém
ldm sang o Iran, bénh nhan béo phi sau khi dugc sur dung nudc tir
Sinh khuong hang ngay trong 10 tuan thay c6 giam trong luwong co
thé, lwong triglycerid va cholesterol giam_ hon so vai nhom khong
duorc str dung nuéc gung hang ngay. Xa tlen lam tang loi tiéu, thanh
can, c6 than tang dao thai cac thanh phan tham gia vao qua trinh
Chuyen hoéa nhu uré, axid uric, mudi... Két hop voi cac vi thudc trén
con cé Moc huong, mot Vi thu0c ngoal €0 tac dung ly khi ¢ trung tiéu
con c6 tac dung tang tiét dich mat kichthich tiéu hoa. Vi thé, theo
chang toi, tac dung trir dam cua vién nang Lipidan da duoc tang 1én.
Ngoai ra, sy c6 mat ciia Ngii gia bi con c6 tac dung trir phong thap,
trang gan cét, bd than nén lam manh gan xuong qua do cang lam tang
tac dung trir dam thap ma l1am giam cac thanh phan lipid mau ciing


http://en.wikipedia.org/wiki/Cholesterol
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nhu cac triéu chimg 1am sang lién quan dén réi loan lipid mau cua
vién nang Lipidan.

Nhu vay, vién nang Lipidan c6 tac dung tot trong diéu chinh cac
thanh phan lipid mau. Tuy nhién, khi so sanh tac dung trén bénh nhan
nhém ty hu dam thap va nhém bénh nhan ty than dwong hu, ching toi
nhan thay, Lipidan c6 xu huéng cai thién cac chi s6 lipid méu ¢ nhém
bénh nhan ty hu dam thap tét hon so vai nhém bénh nhan ty than duong
hu nhung sy khéc biét khong c6 y nghia thong ké véi p >0,05.
4.3.2.3. Hiéu qua diéu tri ciia Lipidan theo YHHP va YHCT

Két qua bang 3.38, 3.39 cho thay, hiéu qua cua vién nang Lipidan
dva theo tiéu chuan cia YHHD,ching t6i thdy c¢6 54 bénh nhan
chiém 60,0% dat hiéu qua diéu tri tot, 33 bénh nhan chiém 36,7% dat
hiéu qua diéu tri kha. Nhu vay, tong s6 bénh nhan dat hiéu qua tot va
kha 1a 96,7%. Chi con 3 bénh nhan (3,3%) khong dat két qua va
khong cd bénh nhén dat hiéu qua xau. Két qua cua chiing t6i cao hon
két qua cua Truong Viét Binh khi dung vién Giao ¢ lam nhung
twong ty két qua ciia Tang Thi Bich Thay (2007) véi 93,3% bénh
nhan diéu tri c6 hiéu qua, trong d6 hiéu qua tét 1a 30% khi ding
HCT1 va nghién ctru cua tac gia Pham Thi Bach Yén véi 96,8% bénh
nhan dat hiéu qua tot va kha khi dung nAm Héng chi liéu 4g/24h va
97% bénh nhan dung nim Hong chi liéu 15g/24h.

Dua trén tiéu chuan cua YHCT, ching t6i thiy, ¢ ca 2 nhém c6 87
bénh nhan dat hiéu qua diéu tri tt va kha chiém ty 18 1a 96,7%.
Trong do, ty 1é bénh nhan dat hiéu qua diéu tri tét va kha & nhém ty
hu dam thap (97,8%) cao hon nhém ty than duong hu (95,6%) nhung
su khac biét khong c6 ¥ nghia thong ké, p>0,05.
4.2.3.4. Hiéu qud ciia Lipidan theo tiéu chuan dé ra

+ Bénh nhan thé ty hu dam thap (nhom A) dat hiéu qua tot 53,3%:;
hiéu qua kha: 44,5%; khong hiéu qua: 2,2%; khong c6 hiéu qua xau.

+ Bénh nhan thé ty than duong hu (nhom B) dat hi¢u qua tot 48,9%;
higu qua kha: 46,7%; khong higu qua: 4,4%; khong cd higu qua xau.

+ Hiéu qua diéu tri chung cho nhom nghlen ctu: higu qua t6t va
kha 1a 96,7%; khong hi¢u qua 3,3%; khong cd hi¢u qua XAu.

4.3.3. Khéng thdy cé tic dung khong mong muon trén lim sang
KET LUAN
1. Pjc tinh cép, ddc tinh ban trwong dién cia vién nang Lipidan:
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- Lipidan vei lidu toi da co thé chiu duoc 1a 43,2g/kg/24gid (gap
36,0 lan IIeu tuong duong lidu diéu tri trén ngudi) cling khong thay
doc tinh cap, nén chua tinh dugc LDsg

- Lipidan liéu 0,3g/kg/gio (lieu co tac dung twong dwong trén
ngudi) va liéu cao gap 5 lan (1,5g/kg/gio), ubng lién tuc trong 6 tuan
cling khong thay thay d6i vé tinh trang chung, vé chirc phan sinh hoa
cua gan, than va chirc phan tao mau.

2. Tac dung cia vién nang Lipidan trén mo hinh gay réi loan
lipid mau thwc nghiém.

- Lipidan lidu 6 ,0g/kg va 12,0/kg ubng trong 7 ngay cd tac dung lam
giam 6 rét TC (14,1% va 25,6%), non — HDL (27,9% va 28,4%); liéu
12,0g/kg con lam giam rd rét TG (26,8%) so vai 16 m6 hinh.

- Lipidan lidu 0,7g/kg va 1,4g/kg udng trong 2 tuan cd tac dung lam
giam rd rét TC ( 3,1% va 25,3%), non — HDL (42,5% va 35,9%). Sau 4
tuan Lipidan liéu 0,7g/kg 1am giam TC 31,2%, non — HDL 46,4%; liéu
1,4g lam giam TC 23,0% va non - HDL 31,8% so véi 16 md hinh.

3. Tac dung diéu chinh lipid mau ciia vién nang Lipidan trén nguoi:

- Lipidan lam giam: cholestrerol 22,13%, triglycerid 25,7%, LDL-
C 24,0% va lam tang HDL-C 10,6% khac biét c6 y nghia thong ké
véi p < 0,05.

- Theo tiéu chuan YHHD: két qua tt va kha dat 96,7%.

- Theo tiéu chuan YHCT: thé ty hu dam thap va ty than duong hu
dat két qua tt va khé 1a 96,7%.

- Lipidan khong 1am anh huong dén cac chac phan sinh héa cua
gan, than va va vé chic phan tao méau. Khdng thiy c6 tac dung khdng
mong muén trén trén 1am sang. )

KHUYEN NGHI

Nghién ctiu trinh bay trong luan &n phan ndo mai chi la buéc dau
nghién ciru vé tac dung diéu tri cia Llpldan Dé khang dinh duoc tac
dung lam giam cac thanh phan lipid mau cua vién nang Lipidan trong
diéu tri, can phai co nhitng nghién cau tiép theo. Vi vay, dé tai can
nghién ctru khang dinh.

- Co ché tac dung vé giam lipid mau cua thudc Lipidan

- Tiép tuc nghién ciu vé tac dung cua thude Lipidan trong diéu tri rdi
loan lipid méau véi ¢ mau 16n hon va thoi gian nghién ciru 1au hon.

- Hoan thién cac quy trinh ciia By Y té dé san xuat Lipidan luu
hanh rong réi trong cong dong.
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INTRODUCTION

Dyslipidemia is an important factor for the formation and
development of atherosclerotic disease (AD), (coronary) artery
atherosclerosis causes many serious complications that threatens to
human life such as hypertension, myocardial infarction, stroke and
coronary artery disease. Atherosclerosis disease is the main cause of
mortality in the developed country and its mortality is on the rise. In
America, about 1 million people die of cardiovascular disease every
year, in which mortality related to AD accounts for 42.6%
atherosclerosis. According to the World Health Organization,
Vietnam had 100,000 dead people from coronary disease in 2010 and
it is forecast that cardiovascular diseases, especially AD will become
the leading cause with burden of diseases worldwide by 2020.

Medicinal research include: Tran bi, Bach linh, Moc huong
nam, Ngu gia bi, Xa tien tu, Ban ha che, Hau phac nam, Son tra, Sinh
khuong. These medicinal remedies have been researched, and
manufactured in the form of capsule denoted as "Lipidan"

Objectives of researches:

1. Identify acute toxicity and chronic toxicity of Lipidan capsule.

2. Evaluate the effect of Lipidan capsules in the treatment of
human’s dyslipidemia.

3. Assess the effect of the capsules Lipidan in dyslipidemia
treatment to humans.

ACTUAL MEANING AND NEW CONTRIBUTIONS OF THE
DESSERTATION

The researches on a disease that is now becoming the leading
issues of health with a quite high proportion in the community.
Although the curation with modern medicines (YHHD) have gained
some good results, it exists some inadequacies such as: muscle pain,
tangled intestinal digestion, expensive prices ... Thus, the study for
new treatments that originates from effective, safe and low-priced
herbs is of practical significance, even it is still a study orientation
that has been received attention to by many scientists.
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Scientific works of the dissertation have systematically carried out
both preclinical and clinical researches of a new form of capsule
including nine traditional drugs available in the community to treat
dyslipidemia.

The research results will contribute to prove the actual value of
traditional medicine - a product of oriental culture, creating the positive
influences of traditional culture through a return to traditional therapies,
as well as encouraging ethnic pride, preserving the country’s cultural
identity and improving community health. The research and application
of traditional medicine (YHCT) in treatment help to clarify the
theoritical basis of YHCT and gradually modernize it. This research will
be of scientific significance in the real life.

STRUCTURE OF THE DESSERTATION

Apart from the introduction and conclusion, the dessertation has
four chapters:

Chapter 1: Overview 36 pages

Chapter 2: Research subjects and methods 16 pages

Chapter 3: Findings 36 pages

Chapter 4: Discussion 32 pages

The thesis has 52 tables, 11 graphs, 04 form, 06 pictures, 06 diagram and
appendix, 154 references (75 in Vietnamese, 65 in English, 14 in Chinese)

CHAPTER 1
OVERVIEW
1.1. Dyslipidemia

Dyslipidemia is the disorder and/or increasing the concentration
of lipids in the blood components. Consequently, it increases the risk
of heart disease and stroke.

1.2. Primary dyslipidemia

In 1965, based on technical electrophoresis and ultracentrifugation
of components of lipoprotein, Fredrickson divided dyslipidemia into
5 types (I, 11, 111, 1V, V).

1.2.2. Secondary dyslipidemia

Factors affecting the formation of lipid are obesity, or eating too

much cholesterol foods such as animal viscera, eggs, butter, milk ...,
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sedentary, smoking, excessive drinking, endocrine disorders, liver
and kidney diseases ...
1.2.3. Dyslipidemia and cardiovascular disease

According to Kannel, when cholesterol elements increase> 2.5 gl/l,
the risk of BMV increases 2,25- 3.25 times. When cholesterol from 5,2-
6,5 mmol/l, the BMV deaths doubled. When cholesterol elements are
from 5,2- 7,8 mmol/l, deaths caused by BMV quadrupled.

Some studies show that an increase in blood pressure and cholesterol
have powerful synergistic effect in promoting atherosclerotic.

1.2.5. Treatment of dyslipidemia syndrome:

Adjusting lifestyle, diet, activities, limiting or reducing the meat,
animal fats, eggs, milk ... Avoiding stress and relaxing
reducing/quiting smoking, increasing exercise, tai-chi, massage. Drug
therapy: statin group, resins associated with bile acids (resin), fibric
acid derivative (fibrate), nicotinic acid (niacin), probucol, cholesterol
absorption inhibitors (Ezetimibe), D- thyroxine. The results of many
studies show that lowering blood cholesterol level is still the primary
method for preventing and treating cardiovascular disease.

1.3. Dyslipidemia in the view of traditionel

* Causes, pathogenesis

- Due to unhealthy diet: eating more fat food fat, many rare and
nutrious food, drinking much alcohol, too much mental work, spleen
damage, low disorders leading to low endogenous phlegm.

- Due to less physical activity: a long stasis phlegm, no ciruclation
of blood results in stagnant air, blood stasis. Pain in body air injures
spleen damage resulting.

- Due to lovesick (mental element): worry affects spleen, anger harms.

- Due to physical factors

* Primary symptom of YHCT

- Spleen damage and low phlegm: bloating, indigestion, limb
numbness, big tongue with teeth imprints, greasy white tongue, pulse
operation, low body operation.
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- Spleen damage: the body fatigue, back pain, fatigue knees,
tinnitus, vertigo, dizziness, stomach indigestion, cold hearted, white
and big tongue.

- Positive impulses blood damage: dizziness, tinnitus, sleep less,
or anesthesia, limb numbness, thirst, red tongue, yellow tongue,......

- Liver and kidney damag: dizziness, tinnitus, back pain, dry
mouth, red tongue, yellow tongue....

- fat body, dizziness, bloating, loss of appetite, fatigue, yellow
urine, defecation apple, nature red tongue, thick yellowtongue

- Chest tightness, shortness of breath, headache, dizziness, long
pain for one position, limb numbness, or purple tongue. ......

- Headache, dizziness, irritability, easy anger, dry mouth, yellow urine.

* Medicinal Research

Ingredients for a drug include: Tran bi, Bach linh, Moc huong
nam , Ngu gia bi, Xa tien tu, Ban ha che, Hau phac nam, Son tra,
Sinh khuong

CHAPTER 2
MATERIALS, SUBJECTS AND AND METHODS OF RESEARCH

2.1. Research Materials
2.1.1. Experimental part:

Capsule Lipidan: BV Pharma Joint Stock Company : Hamlet 2 -
Tan Thanh Tay commune - Cu Chi district — Ho Chi Minh city.
2.1.2. Clinical part

90 patients in research use capsules Lipidan
2.2. Research subjects
2.2.1. Research on animals

- White house-mice (Mus musculus ) Swiss species: healthy, weight
25 £ 2g on average ( to study the effect on blood lipids ) and 20 £+ 2g ( to
study acute toxicity) by the State Institute of Hygiene Services

- White Rats: healthy, weight 150 - 180g

- Rabbit (Oryctolagus cuniculus species): healthy, weight 1,8- 2,5
kg, provided by Son Tay Center for raising goat and rabbit
(Livestock Institute).



2.2.2. Human Studies

90 patients: diagnosed dyslipidemia and being treated at the
Traditional Medicine Hospital, Police Ministry.

* Criteria for patients selection in accordance with modern
medicine

Patients with the syndrome dyslipidemia satisfies the following
conditions:

> 6.5 mmol CT +/I, LDL-C > 4.2 mmol/l

+ Or TG> 2.3 mmol/I

+ Or CT from 5.2 to 6.2 mmol/l, HDL-C <0.91 mmol/I.

Selected patients with measurements of systolic blood pressure
between 110-139 mmHg, diastolic blood pressure of 70-89 mm Hg.

* Criteria for patients selection in accordance with traditional
medicine

Four diagnostic | Spleen phlegm nowhere Positive spleen damage
methods low
Beu tongue with teeth|Beu tongue, white moss,
Look imprints, white moss mucus, | body fat
body fat
said normal, small and
Listen weak, talk to said normal, small and
weak, talk to
eat less, dyspepsia, weary|backache, knee fatigue,
limbs, bloating, severe|tinnitus, nocturia,
Question | limb numbness and coal dizziness, dizziness,
abdominal distention,
poor food
N circuit operation, flabby|economic depression,
Examination
muscles flabby muscles

2.2.2.3. Exclusion criteria for patients out of study. (modern medicine)
- Dyslipidemia secondary syndrome from diseases: hypothyroidism,
diabetes, nephrotic syndrome, liver failure, kidney failure.
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- Digestive disorders, women who are pregnant, breastfeeding,
malnutrition, mental illness, drug use affect lipid metabolism.

- Acquired infections, acute illness contracted.

- Failing to obey the research standards.

- Having a diet.

2.3. Research methods
2.3.1. Experimental section:
* Research about acute toxicity and chronic...

- Acute toxicity: Determined on white house-mice following
oral drinking administration under the guidance of the Ministry of
Health and the World Health Organization. Seven white mice
batches, each batch of 10 mice, have been taken medicine orally
with gradually increased dose. Descending from the nonlethal
highest dose to the lethal lowest dose of 100% death, with
constant volume pills per 0,3mlI/10g weight, 3 times/24 hours, the
times taken every 2 hours - Lipidan dose of 0,3g/kg/hour
(equivalent dose to humans) and 5-fold higher dose
(1.5g/kg/hour), continuous drinking for 6 weeks. As a result, their
general changes, function of liver and kidney biochemistry, and
hematopoietic function have not been discovered.

Observe general condition of mice and the number of dead mice
in each batch during 72 hours (the mice died in the first 2 hours will
be in surgery for overall observation). Then continue to monitor the
status of the mouse to the end of the 7th day after taking up the dose.
Calculate LD50 under Litchfield- Wilcoxon method.

- Semi-chronic toxicity: Lipidan dose of 0,3g/kg/hour (equivalent
dose to humans) and 5-fold higher dose (1.5g/kg/hour), continuous
drinking for 6 weeks. No changes in the general condition, the
function of liver and kidney biochemistry and hematopoiesis have
been discovered.

Track weight, eating, sleep, activity, digestion, hematology, liver
and kidney biochemistry at the time of taking dose of every 2 week,
and every 4 week, and after 2 weeks of stopping the dose. Observe
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overall images, liver and kidney histopathology after 4 weeks of
medication and stopped taking medication after 2 weeks.

* Research to lower blood lipids in experiment

- Mode that causes dyslipidemia endogenous mechanism

+ Lipidan dose of 6,0g/kg: oral dose Lipidan 6,0g/kg daily, day 7
with P- 407 peritoneal injection: 200 mg/kg.

+ Lipidan dose of 12,0g/kg: 12.0 g oral dose Lipidan/kg daily, day
7 with P- 407 peritoneal injection 200 mg/kg.

Mice took lipidan, atorvastatin or distilled water orally for 7 days.
On day 7, mice in the lots (except Lot 1) was injected
intraperitoneally P 407. All the mice were fasted for 24 hours, drink
water freely. On day 8, 24 hours after injection of P-407, all the mice
had blood samples tested carotid quantitative triglyceride (TG), total
cholesterol (TC), HDL cholesterol (HDL-C). Non-HDL cholesterol
index (cholesterol not HDL) is calculated by using the formula: Non-
HDL-C = (TC) - (HDL-C).

- Mode that causes dyslipidemia under the Exogenous mechanism

+ Mode of hyperlipidemia under exogenous mechanism: mice
drinks  cholesterol oil including: cholesterol, cholic acid,
propylthiouracil (PTU) diluted in peanut oil with 10ml/ kg/day for 4
weeks. With 5 lots: Lot 1 (white ..), lot 2 (mode), Lot 3 (....), Lot 4
(Lipidan dose 1), Lot 5 (Lipidan dose 2). Reagents and drugs were
taken after Lipidan or atorvastatin, 2 hours after drinking the
cholestoral oil mixture. Conduct to weigh mice of all lots at the time of
before and after research of 1, 2 and 4 weeks and get mice tail blood to
quantify blood lipid values: Total cholesterol (TC), triglyceride (TG),
HDL cholesterol (HDL-C) and non - HDL cholesterol index.
2.4.2.2. To evaluate the effect of clinical Lipids
* Research Methodology: open clinical trials with a comparision of
before and after treatment.

* Research Implementation: Select 90 patients with low phlegm
spleen damage (group A) and spleen damage (group B).
- Patients were examined 2 different times
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- Making patient profile: Patients were examined clinically,
preclinical testing in 2 times before treatment (DO) and after 42 days
of treatment (D42).

* The use of drugs (capsules Lipidan)

- Capsule Lipidan 0,54g/1 tablet.

- Usage: daily use 9 tablets/day, divided into 3 times, every 3
tablets/ once, take 30 minutes after eating, and take medication for 42
days continuously.

* Equipment and chemicals for research

- Tools and machinery: syringes, pipettes, test tubes, blood
pressure gauge, weight, automatic hematology, semiautomatic
biochemistry machine.

- Chemicals, test kit.

* The research index

- Index of body, weight, height, pulse, and blood pressure.

- Index of hematological and biochemical blood: blood formula,
cholesterol index, triglycerides, HDL-C, LDL-C, ALT, AST, urea,
creatinine, glucose ...

2.4.3. Criteria for evaluation of results
2.4.3.1. Assessment according to YHHD basing on subclinical one.

Divided into four categories based on clinical research standards
of the Ministry of Health of China.
- Good:

+ CT decreases > 20%

+ TG decreases > 40%

+ HLD-C increases > 0.259 mmol

+ LDL-C decreases <3.90 mmol/I
- Quite good:

+ CT decreases by 10% - 20%.

+ TG decreases of 20% - 40%.

+ HLD- C increases from 0,120- 0.258 mmol/I.

+ LDL-C decreases 3.900 to 4.90 mmol/I.

- Ineffective: no change of criteria or a little change (below the
criteria of type: Quite Good).



- Bad:

+ CT increases > 10%

+ TG increases > 10%

+ HLD-C decreases > 0,120 mmol/I
2.4.3.2. Clinical assessment by traditional

- Good:

- Quite good: the clinical symptoms decreases but is not over.

- Ineffective: clinical symptoms unchanged.

- Bad: the symptoms do not change, but increase.
2.5. Data processing

Data are entered by using the software Excel 2007 - Microsolf and
processed with SPSS 16.0 software. Check the difference of values
by test t - Student and test "before-after”. The differences are
statistically significant at p <0.05. The data obtained in the study are
processed by the method of biomedicine statistical probability. Using
the algorithm:

- Calculate the ratio%, calculate the average (X)

- Calculate the standard deviation (SD).

- All data collected are processed by SPSS and STATA.
2.6. Research Ethics

- The study is passed by the Council of research draft remark of
Hanoi Medical University.

- With the agreement of the Council for Science and ethics of
YHCT Hospital — Ministry of Police, Hanoi.

CHAPTER 3
RESEACH RESULTS

3.1. Experimental section
3.1.1. Results of acute toxicity studies

- White house mice drink an ascending dose Lipidan from 17.3
g/kg/day to 43.2g/kg/day (36.0 times more than equivalent doses of
therapeutic doses to humans).The amount of 0.25 ml /10g weight, 3
times/24 hours, every 2 hours. There is no symptom of acute toxicity.



3.1.2. Semi-chronic toxicity
3.1.2.1 General conditions and body weight changes of rabbit

10

Control group treatme;]t 9rotp | treatment group
Time (n=12) (n=12) 2 (n=12) o
Weight | % 1 |Weight| %1 |Weight| %1
(kg) | weight | (kg) | weight | (kg) | weight
2,06 + 2,05+ 2,03+
Before (1) 0.17 0.19 0.19 > 0,05
After 3 228+ |10,35+| 2,27+ (11,08+| 225+ |11,14
weeks (2) 0,19 3,96 0,13 4,71 0,16 517 |>0,05
p (1-2) <0,05 < 0,05 <0,05
After 6 245+ |1895+| 247+ (21,08+| 2,43+ (20,34 > 0.05
weeks (3) 0,19 6,28 0,12 8,07 0,12 8,61 ’
p (1-3) <0,05 <0.05 <0,05

Table 3.1 shows that, after 3 weeks, 6 weeks of medication, weight of
rabbit between different lots no significant difference, p> 0.05.
3.1.2.2. Assessment of hematopoietic function.
Table 3.2. Effects of Lipidan on the number of red blood cells in

rabbit’s blood.
The number of red blood cells ( T/I)
Medicine- treatment treatment
o Control group p
taking time (n=12) group 1 group 2
B (n=12) (n=12)

Before (1) 5,12 +0,13 531+0,15 | 526 +0,23 |>0,05

After 3 509+064 |528+031 | 533+017 |>0,05
weeks (2)

p(1,2) > (0,05 > 0,05 > 0,05

After 6 526+0,72 | 532+019 | 521+032 |>0.05
weeks (3)

p (1,3) > 0,05 > 0,05 > 0,05
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Table 3.3. Effects of Lipidan on quantity of HST in rabbit’s blood.

Hemaoglobin gquantity (g/dl )

Medicine- treatment treatment
N Control group p
taking time (n=12) group 1 group 2
- (n=12) (n=12)
Before (1) 10,12+ 0,91 10,72+ 0,55 | 10,2+0,63 |[>0,05
After 3
10,24+ 0,63 10,82+ 0,44 | 10,25+ 0,63 |> 0,05
weeks (2)
p (1,2 > 0,05 > 0,05 > 0,05
After 6
10,43+ 0,75 10,54+ 0,53 | 10,52+ 0,64 |>0,05
weeks (3)
p (1,3) > 0,05 > 0,05 > 0,05

Table 3.4. Effects of Lipidan on hematocrit in rabbit’s blood.

Hematocrit (%)

Medicine- treatment treatment
o Control group p
taking time (n=12) group 1 group 2
- (n=12) (n=12)
Before (1) 0,30 £0,03 0,32+0,07 | 0,31+0,14 |>0,05
After 3
0,31+£0,02 0,31+0,03 | 0,31+0,23 |>0,05
weeks (2)
p(1,2) > 0,05 > 0,05 > 0,05
After 6
0,31+0,12 0,32+0,01 | 0,32+0,15 |>0,05
weeks (3)
p(1,3) > 0,05 > 0,05 > 0,05
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Table 3.5. Effects of Lipidan on the amount of leukocytes in rabbit’s

blood.
S6 luong bach cau (G/1)
Medicine- treatment treatment
T Control group p
taking time (n=12) group 1 group 2
- (n=12) (n=12)
Before (1) 6,17 £ 1,12 6,38x1,71 | 654+£1,21 |>0,05
ATErS | 644137 | 619+107 | 6,96+137 |>005
weeks (2)
p(1,2) > 0,05 > 0,05 > 0,05
After 6
6,51 +1,64 6,41+125 | 6,75+£2,01 |>0,05
weeks (3)
p(1,3) > 0,05 > 0,05 > 0,05
Table 3.6. Effects of Lipidan on CTBC in rabbit’s blood.
Leukocyte formula (%)
Medicin | Control group treatmerlwt group treatment group
e—:?rl:]leng (n=12) (n=12) 2 (n=12)
Lymph | Neutra | Lymph | neutra | Lymph neutral
0 I 0 I 0
Before 59,75 | 37,12 | 59,16 + | 36,86 | 59,64 + | 37,87
@ +418 | £7,23 3,21 +8,04 521 +7,16
'evf;‘;{(: 50,80+ | 37,73 | 50,86+ | 37,06 | 59,84+ | 37,53
) 4,25 +7,18 4,92 +6,73 521 +7,38
p (1,2 >0,05 |>005| >0,05 | >0,05 | >0,05 | >0,05
/jvfgirkf 58,99+ | 37,25 | 50,40+ | 36,93 | 59,56+ | 37,74
3) 5,02 +7,62 4,61 +7,37 7,03 +5,34
p(3 | >005 |>005| >0,05 | >0,05| >0,05 | >0,05
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Table 3.7. Effects of Lipidan on SLTC in rabbit’s blood.

. The number of platelet (G/1)
Medicine
. Control treatment treatment
-taking p
time group group 1 group 2
(n=12) (n=12) (n=12)
Before
(1) 301,13+62,56 | 302,98+75,12 | 309,13+63,29 | > 0,05
ATEr3 1 503 26467.11 | 307,06 + 74,27 | 305,45£66.47 | > 0,05
weeks (2)
p (1,2) > 0,05 > 0,05 > 0,05
After 6
303,19+65,53 | 305,16+ 72,17 | 307,71+64,57 | > 0,05
weeks (3)
p (1,3) > 0,05 > 0,05 > 0,05

Results from table 3.2 to 3.7 shows that after 3 weeks and 6 weeks
of taking Lipidan, all test results of blood formula and blood
biochemistry at Lot 1, Lot 2 shows lots of much difference without

statistic significance, p> 0.05.

3.1.2.3. Evaluation of hepatotoxicity
Table 3.8. Effects of Lipidan on AST activity in rabbit’s medicine

AST activity (UI/I)
Medicin- Control treatment treatment
taking time group group 1 group 2 P
(n=12) (n=12) (n=12)
Before (1) | 40,78 +7,15 | 40,23+5,98 | 41,43+ 6,58 | > 0,05
ATer3 | 1 08+637 | 40.91+6,72 | 40224713 | >0,05
weeks (2)
p (1,2 > 0,05 > 0,05 > 0,05
After 6
41,21+7,09 | 41,56+ 6,23 | 40,57 +7,23 | >0,05
weeks (3)
p (1,3) > 0,05 > 0,05 > 0,05
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Table 3.9. Effects of Lipidan on ALT activity in rabbit’s blood.

ALT activity (Ul/)
Medicine- Control treatment treatment
taking group group 1 group 2 P
time (n=12) (n=12) (n=12)
Before (1) | 39,92+4,98 | 40,50+5,03 | 37,07 +6,01 | >0,05
Aft
€3 | 40084501 | 40774570 | 38214576 | >0,05
weeks (2)
p(1,2) > 0,05 > 0,05 > 0,05
ATer6 1 1394555 | 42,01+6,03 | 37144512 | >005
weeks (3)
p (1,3) > 0,05 > 0,05 > 0,05

Table 3.8 and 3.9 show that, after 3 weeks and 6 weeks of taking
Lipidan, the tests to assess liver toxicity in the rabbit blood in Lot 1
and Lot 2 of treatment had no significant difference compared to

....... between the time before and after the test medication (p> 0.05).
3.1.2.4. Effects of Lipidan on kidney function
Table 3.10. Effects of Lipidan on the concentration of ure in rabbit’s blood

Ure (mmol/l)
Medicine- Control treatment | treatment b
taking time group group 1 group 2
(n=12) (n=12) (n=12)
Before (1) | 529+022 | 512+091 | 492+089 | >0,05
AfterS | 5311038 | 5124075 | 501+087 | >005
weeks (2)
0 (1.2) >0,05 >0,05 >0,05
After 6
527+025 | 511+098 | 496+0,74 | >0,05
weeks (3)
p(1,3) > 0,05 > 0,05 > 0,05
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Table 3.11. Effects of Lipidan on the concentration of creatinin in
rabbit’s blood.

Creatinin (umol/l)
Medicine- Control arou treatment treatment D
taking time (n—lg) P group 1 group 2
B (n=12) (n=12)
Before (1) | 60,32+9,85 |61,36+7,67| 60,27 +8,51 | > 0,05
After 3
weeks (2) 61,06+7,94 |61,53+7,89| 60,74 +8,37 | >0,05
p(1,2) > 0,05 > 0,05 > 0,05
After 6
weeks (3) 60,58+ 8,01 |62,57+8,12| 61,43 +8,75 | > 0,05
p(1,3) > 0,05 > 0,05 > 0,05

Table 3.10 and 3.11 show that after 3 weeks and 6 weeks of
taking Lipidan, the concentration of ure and creatinin in both Lot 1
and Lot 2, in rabbit’s blood had no significant difference in statistic.
Comparing the concentration of ure and creatinin between the time of
the test medication see no significant difference (p> 0.05).
3.2. Function of Lipidan capsule in experimental process.
3.2.1. Effects of Lipidan in the RLLM model of endogenous mechanism.

Table 3.14. Effects of Lipidan on lipid index in mice’s blood after a
24-hour injection of P-407

Blool lipid index (X + SE, mmol/L)
Lot n TG TC HDL-C |2 HPL
(Phan tram thay doi so voi 16 md hinh)
Lot 2: 779 + 6,45+ 437+
model | 0| osa™ | o020 | o137 |2088%023
Lot 3: 139 | 4,70+0,15" | 3,58+0,08" .
Atorvastatin| 10 | +0,97*** " " 1'124;_r ;)(yl !
100 mg/kg (179,0%) | (127.1%) | (1183%) | (146:2%0)
Lot 4 779+ | 554+ 4,04+
Lipidan | 10 | 0,77 0,25" 0,22° 1'?0;706%/7)
6,0 g/kg (10,0%) | (114.4%) | (1 7.6%) | 2707
Lot 5: 570+ |4,80+0,15°| 331+ -
Lipidan | 10 | 030" = 0,16" 1'(4921520601/2)
12,0 g/kg (126,8%) | (125,6%) | (18,2%) 128,0%
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Note: Difference compared to Control group: ***: p < 0,001
Difference from model: +: p <0,05; ++: p <0,01; +++: p < 0,001
Data from Table 3:14 shows that Lipidan dose 6.0 g/kg to be reduced
means statistical indicators to TC and non- HDL - C, but does not
alter the quantity of TG compared to Lot model. The difference is not
valuable, p>0.05. Lipidan dose of 12.0g/kg can not only reduce
statistic significance TC and non-HDL-C but also lower TG clearly
in comparision with model Lot.
3.2.2. Lipidan effects of RLLLM exogenous model

Table 3.18. The concentration of blood lipid indexes after 4 weeks
from the date of research.

Nong d0 cac chi so lipid mau

Lot NC n TG TC HDL - C Non-cl:—|DL-
Chung tring
0 10 | 0,77 40,02 | 2,29 40,07 | 0.81+0,03 | 1,48 +0,08
Model (2) | 10 | 0,93+0,04 | 4.29+0,22 | 1.76 +0,05 | 2,58 +0,23
b (2.1) <001 | <0001 | <0001 | <0,001
= :
tor‘(’g)sm'” 10 | 0,85 +0,04 | 3.33+0.18 | 1,58 +0,09 | 1,75 +0,18
p (3,2 > 0,05 <0,01 > 0,05 <0,05
Lipidan
+ +
07gkg (4 | 10| 0.934003 | 3204020 | 166+0,04 | 1622018
D (4.2) > 0,05 <001 >0.05 <001
D (4.3) >0.05 >0.05 >0.05 >0.05
L'p:(‘;a?;)"‘g/ 10 | 0.95+0,03 | 3,58 0,17 | 1,62 +0,06 | 1,97 +0,17
p(52) >0.05 <0.05 >0.05 <0.05
p (5.3) >0.05 >0.05 >0.05 >0.05
p (5.4) >0.05 >0.05 >0.05 >0.05

Results from Table 3:18 shows:
- Atorvastatin 10 mg/kg clearly demonstrated effects of

adjustments to RLLPM through significant reduction of TC, Non -
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HDL - C indicators, TG decreased compared to model lot, no
significant difference, p > 0.05.

- Lipidan both 2 doses 0,7g/kg and 1,49 /kg reduced the
concentration of TC and Non - HDL - C, but did not reduce TG
compared to model lot.

3.3. Advantages of Lipidan capsule in treatment of RLLPM
syndrome in humans through clinical and subclinical indicators.
3.3.3. Effective treatment of Lipidan through CLS index

3.3.3.1. The change some blood lipid components after 42 days of
treatment

Chart 3.8. Reduction rate of cholesterol index
Chart 3.8 shows that the Lipidan with dose: 0,54g/1 capsule, dose 9

capsules/24 hours after 42 days of treatment significantly reduced blood

cholesterol index than previous treatment with p <0.001.



m Group A
m Group B
i Total

Chart 3.9. Reduction rate of triglyceride index

Chart 3.9 shows that the average blood triglycerid levels after 42
days of Lipidan use considerably decreased compared to the previous
study, p<0.001

Chart 3.10. Reduction rate of HDL-C index

Chart 3:10 shows that of HDL - C average blood index of two groups
after 42 days of treatment, was higher than before treatment, p <0.001.
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Rate (%) oy m Group A

B Group B

25 m Total

24.5

Chart 3.11. Reduction rate of LDL-C index
Chart 3.11 shows that only the LDL - C index of group A and

group B after 42 days of treatment decreased considerably compared

with before treatment, p <0.001

3.3.3.2. Treatment results in accordance with proposed standards
Table 3:38. Effective treatment as modern medicine standard

Group | Group A Group B Total
Results N % n % n % P
Good 29 | 645 | 25 | 55,6 | 54 | 60,0 | >0,05
Quite good 15 | 33,3 | 18 | 40,0 | 33 | 36,7 | >0,05
Ineffective 1 2,2 2 4.4 3 3,3 | >0,05
Bad 0O (00| O] 00 |00]| 00
p >0,05

Results Table 3:38 shows that the total number of patients with a

good and quite good result accounted for 95.6%. Only 3 patients with
ineffective treatment was about 3.3%.
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Table 3:39. Effective treatment as traditional medicine standard

Group | Group A Group B Total
Results N % n % n % P
Good 24 | 533 | 22 | 489 | 46 | 51,1 | >0,05
Quite good 20 | 445 | 21 | 46,7 | 41 | 45,6 | >0,05
Ineffective 1 2,2 2 4.4 3 3,3 | >0,05
Bad 0 00| 0O | 00| O | OO0
p >0,05

Results of table 3:39 shows that after 42 days of treatment, the
proportion of patients achieved a good and quite good result
accounted for 96.7%.

3.4. No undesirable effects were seen in clinical practice

CHAPTER 4
DISCUSSION

4.1. Acute toxicity LD50
4.1.1. Acute toxicity

Research shows that ascending Lipid dose for mice 17.3 g/kg/day
to 43.2 g/kg/day (the largest dose was possible for white mice - 36.0
times higher doses and equivalent therapeutic doses in humans, in
ratio of 12) the result was that no mice died and did not see any
unusual signals in mice. These results demonstrate the low toxicity of
Lipidan. From the above results show that the scope of Lipidan safety
is very wide. This reflects that the combination of medicines in all
five researches is very reasonable. Thus, capsules Lipidan have not
seen toxicity and identified LD50.
4.1.2. Semi-chronic toxicity

Studies of chronic toxicity were carried out by taking medicine to
mice everyday orally for a certain time. According to WHO, time for
toxicity study to a kind of herbal medicines depends on the expected
time to humans. It is estimated that Lipidan will be used for 6 weeks
in humans, toxicity was assessed in rabbits with two doses: 0.3 g



21

dose/kg/day which had equivalent effects to people (in coefficient3)
and a 5-fold higher dose (1.5 g/kg/day), drinking continuously for 6
weeks. Over the study period, it did not affect the development of the
rabbit, no index of changes to haematology, blood biochemistry and
macroscopic images, histopathology of liver, kidney rabbit were
seen. This result shows Lipidan safety is quite high.

4.3. Advantages of Lipidan capsules in the treatment of
dyslipidemia in humans through some clinical and subclinical
indicators

4.3.2.2. Effective treatment of Lipidan in blood lipid components

Results of chart 3.8 shows that, the average total cholesterol index
of patients before treatment with group A va group B 6.02 + 0.84
(mmol/l ). After 42 days of using the Lipidan capsules, the average
cholesterol rate was of 0.50 mmol + 4.68/l, down to 22.13%.
Cholesterol index before and after 42 days of different treatment was
statistically significant with p <0.001.

Blood triglycerides is an important indicator to probe the lipid
balance of the body and contribute to reflect the risk of
atherosclerosis. Results of chart 3.9 shows, only after 42 days of
treatment, triglyceride index was (1.90 = 0.39 mmol/l), decreased
25.7%. The difference was statistically significant compared with
before treatment (3, 19 £ 2,3mmol/l), p <0.001.

Results of 3:10 chart shows average indicators of HDL-C HDL-C
prior to treatment was 0.33 + 1.04 (mmol/l) and after 42 days of
treatment, HDL-C average indicator was 1.22 + 0.24. Thus, HDL-C
average index increased compared to pre-treatment was 10.6%, the
difference was statistically significant with p <0.001.

The result chart shows the index 3.11 average LDL-C before the
treatment is 4.0 £ 0.86 (mmol/l). After 42 days of medication, LDL-C
was 3.04 £ 0.49 average, down 24.0% compared to before treatment and
the difference was statistically significant with p <0.001 ...

To explain for lowering cholestoral of Lipidan capsules, we
noticed that Lipidan medicine includes Son tra, Tran bi, Ban ha, Bach
lich, Moc huong nam, Hau phac, Ngu gia bi, Sinh khuong, Xa tien, In
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particular, Son tra is the most popular herb used to treat lipid
disorders and cholesterol rise and it has been found in over 50% of
all traditional drugs. Many studies have shown that water from Son
tra with dose 3,6g/day in 3 months have proved a decrease in
cholesterol, triglycerides, and LDL-C for 45 volunteer patients with
hyperlipidemia. Tran bi has reduced the amount of triglyceride, LDL-
C and CT and experimental animals with high cholesterol diets have
been used as a tea to drink for obesity. Ban ha with - sitosterol - the
main component is effective to reduce blood cholesterol, inhibit the
absorption of cholesterol from the gut. According to a group of
Korean authors (2006), extraction of water was from roots of Ban ha
and helped to reduce weight. Water extraction to Hau phac nam will
be usefull to reduce triglycerides and cholesterol in the liver mice
which were fed a high-fat diet for 6 weeks. Hau phac nam and other
herbs was useful to decrease the weight of rats. Sinh khuong is a kind
of herbal medicine but also a frequently-used spice. Products
extracted from Sinh khuong have reduced triglycerides and
cholesterol in rats fed with high fat diet after 6 weeks. In addition,
this product also increases the sensitivity of cells to insulin. In a
clinical experiment in Iran, after using water from Birth khuong daily
for 10 weeks, obese patients have dereased body weight, triglyceride
and cholesterol than those not used ginger water everyday. Xa tien
increases diuretic, try increasing renal excretion of the components
involving in the metabolism such as urea, uric acids, salt [100].
Combined with the above, there are Moc huong. Therefore, in our
view, the effect of Also, the presence of Ngu gia bi is useful to
treatment of rheumatism, girdle muscles, kidney which reduce blood
lipid components as well as the clinical symptoms related to
dyslipidemia of Lipidan capsules.
4.3.2.3. Advantages of Lipidan treatment in accordance with modern
medicine va traditional medicine

Results of table 3:38, 3:39 shows the effectiveness of Lipidan
capsule to modern medicine. 54 patients accounting for 60.0%
achieved good therapeutic effect, 33 patients accounting for 36.7%
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achieved quite good therapeutic effect. Thus, the total number of
patients achieved good and quite good was 96.7%. Only 3 patients
(3.3%) did not achieve the results and no patient with bad result. Our
result was higher than Truong Viet Binh when using more Giao Co
Lam but had equivanlent result of Tang Thi Bich Thuy (2007) with
93.3% of patients treated effectively, including better efficiency 30%
when using research HCT1 and Pham Thi Bach Yen author with
96.8% of patients achieved good and quite efficient when used pink
mushroom GMT dose 4g/24h and 97% of patients use Ham chi
mushroom, pink mushroom GMT dose 15g/24h.

Thus, basing on YHCT standard, both two groups had 87 patients
who gained good and very good result accounting for 96.7%, not
effective for 0,3%.
4.2.3.4. The effectiveness of the proposed standard Lipidan

- Group A good effect 53, 3%, enough45,5%, inopegative 2,2%,
ineffective bad.

- Group B good effect 48,7%, enough46,7%, inopegative 4,4%,
ineffective bad.

- General effect: good effect and enough 96,7%, inopegative
3,3%, ineffective bad.

4.3.3. No adverse effects were seen in patients

CONCLUSION

1. The acute toxicity, chronic toxicity sale of capsules Lipidan:

- Lipidan maximum dose tolerable is 43,2g/kg/24 hours (36.0
times more than the equivalent dose of the human therapeutic dose)
did not show acute toxicity, should not calculate the LD50.

- Lipidan dose of 0,3g/kg/hour (equivalent effective dose in humans)
and 5-fold higher dose (1.5g/kg/hour), continuous drinking for 6 weeks
did not see a change in status Overall, about the division of liver
biochemistry, kidney and hematopoietic function unit.
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2. Effect of Lipidan on up model experimental dyslipidemia.

- Lipidan dose of 6,0g/kg and 12.0/kg orally for 7 days had
significantly reduced the effect of TC (14.1% and 25.6%) and lower
non - HDL (27.9% and 28, 4%); dose of 12,0g/kg also significantly
reduced TG (26.8%) compared with batch model.

- Lipidan dose of 0,7g/kg and 1,4g/kg drink in 2 weeks have
significantly reduced the effect of TC (3.1% and 25.3%) and non -
HDL (42.5% and 35.9%). After 4 weeks of dose Lipidan 0,7g/kg
reduces TC 31.2% and non - HDL 46.4%; TC 1,4g dose reduced
23.0% and non - HDL by 31.8% compared to batch model.

3. The effect of adjusting blood lipid capsules Lipidan on people:

Lipidan dose of 4,869/24 hours continuously for 42 days showed
the following results:

- Lipidan reduced: cholestrerol 22.13%, triglycerides by 25.7%,
24.0% and LDL-C HDL-C increased 10.6% difference was
statistically significant at p <0.05.

- According to standard modern medicine: good results and 96.7% fairly.

- According to traditional criteria: low phlegm can damage the
spleen and kidney yang and spleen damage the good results was
96.7% and fairly.

- Lipidan not affect the function of the liver biochemistry
department, and on the division of kidney and hematopoietic. There
were no adverse effects on clinically.

RECOMMENDATIONS

Research presented in the thesis part is just the beginning of
research on the therapeutic effect of Lipidan. To assert is effective in
reducing blood lipid components of the treatment Lipidan capsules,
should have follow-up study. Therefore, subject to the study confirms.

- Mechanism of action of drugs in reducing blood lipid Lipidan

- Further research on the effects of drugs in the treatment Lipidan
dyslipidemia with larger sample sizes and longer study period.

- Complete the process of the Ministry of Health to produce
Lipidan widely circulated in the community.



